
4.0 THE ANGlOGRAPHIC  SUBSTUDY OF THE EPILOG  TRIAL

The Angiographic Substudy  was a substudy  within the context of the EPILOG trial. The objective
was to compare the effects of the three  regimens used on angiographic restenosis at 6 months post
randomization. The substudy  was planned to enroll 900 patients, but due to the main trial’s early
tcmimtion,  enrolled less than one-third of this number, or 286 patients, at 17 sites.

‘Ihe study report was not submitted with the licensing application supplement filed in February. The
study report, containing data on angiographic and clinical outcome, was submitted just prior to the 6
month regulatory action date on BLA # 97-0200, and thus constituted a major amendment to that
tie. Hence, the substudy  is reviewed here as a supplement to the main Medical Officer’s Review of
the EPILQG trial.

The objective of the Angiographic  Substudy  was to compare the effects of the three regimens used in
the EPILQG trial in patients undergoing percutaneous coronary intervention with respect to
angiographic restenosis at 6 months post randomization. Quantitative angiographic parameters were
determined by computer-assisted analysis of coronary angiograms.

The  incidence of HACA antibody responses was assessed in substudy  patients, and have been reported
with the main study report. :

. .B._Invesfreators  and Qtes
Sites were selected which demonstrated expertise in performing high quality angiograms and in
returning a high proportion of patients for follow-up angiography. All patients at the sites selected
were enrolled in the substudy. Some of the sites selected were also participating in the STENT
substudy, to ensure adequate repnsentation of STENT patients in this substudy.

.C. Studv Des-
The substudy  protocol was submitted as an amendment to the EPILQG protocol dated June 15, 1995,
well  after the trial was underway.

The patients in all arms of the substudy  were to receive the same tmatmenf  according to study arm,
as the other patients in the EPILQG trial. At 6 months  (at least 184 days, not 2 275 days), substudy
patients were to return to the study site  for repeat angiography.

Quantitative computer assisted analysis of angiograms was & be performed by the Cleveland CIinic
Angiography Core Laboratory.

P. Proceduw
Angiograms  were performed at baseline, at the end of the index intentention,  and at 6 months in
substudy  patients. Every effort was made to perform follow-up angiograms at the same cath lab as
the baseline films. Standard procedural guidelines weft provided to all participating sitczby the Core
Lab. In some cases, a different lab performed the fbllow-up  angiogram. In those cases, detailed
instructions were provided to the lab to ensure the same procedural guidelines were followed.

All angiogxams  wen analyzed by the Angiogmphy Core Lab at Cleveland Clinic. ‘Ihe Core Lab
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reviewers were blinded to study agent allocation. Lesions  were assessed qualitatively by Core Lab
reviewers and quantitatively using a previously validated computer-assisted technique. Logs were
kept of films received, segments treated, angles of projection, and catheter sites.

Patients were not required to have a follow-up 6 month angiogram if:
l the patient had never received study agent (Abciximab or placebo)
l tbe index procedure was not attempted or was not successful in any of the attempted lesions
(2 50 % residual stenosis)
l the patient had a CABG or repeat PTCA  of all target vessels between randomization and
the 6 month  anniversary date
l repeat angiogmm  was done showing complete occlusion of alI target lesions by tbe 3 month
anniversary
. the patient had repeat coronary angiography for clinical indications between the 3 and 6
month anniversary dates

i- .

1. _Ouantitativer&
The following parameters were studied:

l Minimum luminal  diameter (MLD) at 6 months
l Late loss (MLD immediately post index procedure minus MLD at follow-up 6 months)
l Loss index (ratio of late loss to early gain; early gain = MLD post procedure minus MLD

prior to procedure) . :

l Percent diameter stenosis

2. _Ouaiitativt
l Baseline TiMI grade
l Percent stenosis .

l Morphological characteristics
l Angiogmphic  success (residual stenosis S 50%)
l Complications of treatment (dissection, thrombus, abrupt occlusion, distal embolization,

side branch occlusion)

The 30 day and 6 month primary endpoints evaluated in the main study were computed for patients
in the substudy.

The sample size required was calculated as 210 patients per arm to detect a 15% improvement in
minimum luminal  diameter in either Abciximab arm compared to placebo. Allowing for 2 % of
patients not initially treated with study medication or coronary intervention, 8 % of patients without
acute procedural success, and 20% of patients witbout  follow-up or technically inadequate
angiograms, the planned recruitment was to be 300 per arm.

Survival methods  were used; pairwise  comparisons were made of each of the Abciximab groups vs the
placebo arm, and of the combined Abciximab groups vs the placebo, using the logrank  test. Event
rates wem computed using the Kaplan Meier method.
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III. RESULTS

A .  Study Sites

The majority  of the patients enrolled were drawn from the Cleveland Clinic (83), The Christ
Hospital in Cincinnati (64), and Duke University Medical Center (21). Ten of the 17 sites were
Canadian, and accounted fix 92 patients. The  remainder came hm four other US sites. Table 1

shows the distribution of patients among sites.

Table 1 Sites Enrolling Patients into Angiogrnphic Substudy

Sile
&2&

11

14

24

61

- n-

73

75

.:. 34
:: 08

Sk

Cleveland Clinic Foundation, Clevelad,  OH

The Christ Hospital, Cincinnati. OH

Duke Univcaity  Medical Center, Durhti,  NC

Ottawa Civic Hospital, Ottawa,  Ontario

University ofAlbena Hospital, Edmonton. Album

Mount Sinai Hospital, Toronto. Ontario

Royal Columbian  Hospital, New Westminster, BC

University of Florida  Health Science Center, Jacksonvik FL
Rochester General Hospital, Rochester, NY

Health  Sciences Ccntrc,  Winnipeg, MB

St Louis Univasity  Hospital, St. Louis, MO

Victoria  Genial  Hospital, Halifax, NS .

St Bonifacc  General Hospital, Winnipeg, MB

Vale G&ml  Hospital, Vancouver, BC

agary Foothills  Hospital, Calgay, AB

muat~ Hospital, Philadelphia, PA

Victoria Hospital Corporation, London, Ontario

. .rmom

A. Michocl  Lineoff,  M.D.

Dean J. Kerciakcs,~M.D.

James E. Tchcng, k.D.

Jean-Francois  Marquis, M.D.

Jefficy  Bumn,  M.D.

Alan C. Adelman, M.D.

Robcti  1. G. B,ro\\n,  M.D.

Theodore B&, M.D.

Gerald Gacioch, M.D.

John Duus,  M.D.

Frank V. Aguim,  M.D.

Blair J. O’Neill,  M.D.

PO K. Chcung,  M.D.

Donald R Ricci, M.D.

Mmil L Knudtson. M.D.

Ronald Gottlicb,  M.D.

David Almond, M.D.

PatiCllt.5
Emlls!i

83

64

21

21

17

13

13

IO

9

7

6

5

5

4

4

2

2



B .  Study  Ponulation
The distribution of patients  across arms was side, a~$IOwn m 1 aoie z. s 1 LN 1 suosulay  PaUUlIS

accounted for 20 o/ of the patients in this substudy. Slightly  more SENT substudy  patients were
ra,ndo&ed  to PTCA. equally  distributed across t.r~tmeW  arms (there were only 24 patients
receiving primary ST&& h the angiographic  substudy).

Fable  2 Accounting of Angiogaphic Substudy  Patients

Placebo +
Std-Dose

atal HeDarin

Pts in Angiographic
Substudy 286 95 102  89 191

j'tsenrolledin  Primary
Stcnt Substudy

Randomized  to stent
Randomized  to PTCA

57 (19.9%) 17 (17.9%)
24 (8.4%) 7(7.4%)

33 (I 1.5%) lO(lO.S%)

Abciximab + Abciximab  +
Low-Dose Std-Dose
Hesarin Hkl

22 (21.6%) 18(20.20/p)
9(8.8%) 8 (9.O%y

Combined
Abciximab

40(20.9%)
17(8.9%)

13 (12.7%) 10(11.2%) * 23(12.0%)

C. Patients Lost to Follow-UR
A total of 284 patients (99 o/o)  had baseline films reviewed. Baseline films were lost for 2 patients;
one did not reckve  stud; age&,  the other had a failed intervention  in all lesions attempted: No -
followup films were received by the core lab for these 2 patients.

A total of 230 patients (80%) had followup  films reviewed. Table 3 shows the percentage was
consistent across treatment arms, and lists the reasons the other 56 patients did not have foliowup
films reviewed (20 patients refused, 8 were not treated  with study agent, 8 had failed PTCA in all
lesions). Of the 230 patients with followup.fihns,  only 157 (55%) had films done > 183 days post
randomization. Fifty-five patients (19%) were done between 3 and 6 months, and 18 patients (6 %)
were done at less than 3 months.



Table3 Aagiographic Follow  up

pts in Angiographic
Substudy

pu with  films reviewed
by Core  Lab

Index procedure
Index procedure and
follow-up

s3 mos post
randomization
>3- 6 mos post
randomization

% mos post
randomization’

Follow-up only

Pts  with  no follow-up
films

Pt not treated  with
study agent

PC1 not attempted
PC1 failed  in all

.-_ ,. lesions. .
Not required  per
protocol
Pt died
Pt refused
Unable to schedule/
admii.StTZitiVC

Pt lost  to follow  up
Angiogqhy
conhaindicated -

Fams lost

286

284 (99.3%)
284 (993%)

230 (80.4%)

18 (6.3%)

55(19.20%)  -

157 (54.9%)
0 (0.0%)

56 (19.6%)

8 (2.8%)
3 (1.0%)

8 (2.8%)

8 (2.8%)
1 (0.3%)

20 (7.0%)

6 (2.1%)
I (0.3%)

1 (0.3%)
2 (0.7%)

Placebo +
Std-Dose
HeParin

Abciximab  +
Low-Dose

HeDarin

95 t.
2

95 (100.0%)
95 (100.0%)

74 (77.9%)

5 (53%)

19 (20.0%)

50 (52.6%)
0 (0.0%)

21(22.1%)

3 (3.2%)
I (l/l%)

4 (4.2%)

4 (4.2%)
0 (0.0%)
6 (6.3%)

2 (2.1%)
1 (1.1%)

I (1.1%)
0 (O.P?)

so2

r
:

100  (98.0%)
100 (98.0%)

84 (82.4%)

II (10.8%)

18 (17.6%)

5s (53.9%)
0 (0.0%)

18 (17.6%)

4 (3.9%)
2 (2.0%)

4 (3.9%)

1 (1.0%)
0 (0.0%)
4 (3.9%)

3 (2.9%)
0 (O.yo)

0 (0.0%)
l(l.O%)

Abciximab +
&d-Dose
HeDarin

89

89 (100.0%)
89 (100.0%)

72 (80.9%)

2 (2.2%)

1: (20.2%)

52 (58.4%)
0 (0.0%)

17 (19.1%)

1 (1.1%)
0 (0.0%)

0 (0.0%)

3 (3.4%)
1 (1.1%)

10 (112%)

1 (1.1%)
0 (0.0%)

0 (0.0%)
1 (1.1%)

Combined
Abciximab

191

189  (99.0%)
189  (99.0%)

156  (81.7%)

13 (6.8%)

36 (18.8%)

107  (56.0%)
0 (0.0%)

3S (18.3%)

5 (2.6%)
2 (1.0%)

4 (2.1%)

4 (2.l%j
I (0.5%)

14 (7.3%)

4 (2.1%)
0 (0.0%)

0 (0.0%)
2 (1.0%)

’ ‘183 days post  randomization.



D. Studv ABent Administration
Nearly all of the substudy  patients (278, or 97 %) were treated as randomized. Eighty-one percent
received the till dose overall; more had the dose discontinued early in the placebo arm than in the
Abciximab arms, consistent with what occurred in the overall study  (see T&e 4).

Table+ Number  of Angiographic  Substudy  Patients Rekving Study Agent

Pts in Angiographic
Substudy

Pts treated  with study
agent

Full dose
administered

Yes
No
Unknown

Pts not treated  with
study agent

Placebo  +
Std-Dose

m Hl&util

286 95

278 (97.2%) 92 (96.8%)

- .

234 (81.8%) 70 (73.7%)
40 (14.0%) 21 (22.1%)

4 (1.4%) 1 (1.1%)

8 (2.8%) 3 (3.2%)

Abciximab  +
Low-Dose

Hcparin

102

98 (96.1%)

86 (84.3%)
1 1 (10.8%)

I (1.0%)

4 (3.9%)
. :

Abciximab  +
W-Dose
Hebarin

89

88 (98.9%)

6

78 (87.6%)
8 (9.0%)
2 (2.2%)

1 (1.1%)

Combined
Abciximab

Grout

191

186  (97.4%)

164  (85.9%)
19 (9.9%)
3 (I .6%)

5 (2.6%)

E. Demographics
Demographic characteristics were generally &niiar to those of the overaIl EPILOG  study population,
as shown in Table 5.



Tabler Demographics of Angiographic  Substudy  Patients

. .

Placebo + Abciximab  + Abckimab  + Combined
Std-Dose Low-Dose Std-Dose Abciximab
HeDarin = Nebarin GrouPz

Pts in Angiographic
Substudj
-: ‘,

.
Gcnda

I;; ._ Male
.‘., Female

.. :
.

Age (years)
I!
Mean f SD
Median

Range

I-286 95 .; 105 89 191b
.:

210 (7j.4%) 69 (72.6;) 76 (74.5%) 65 (73.0%) 14 1 (73.8%)
76 (26.6%) 26 (27.4%) 26 (25.5%) 24 (27.0%) 50 (26.2%)

286 95
59.6  +I- 10.6 59.5 +I- 11.3

60.0 60.0
(32.0,  83.0) (3i.0,  8 1 .O)

102 89 191
59.2 +I- 10.8 60.0  +I- 9.8 59.6 +I- 10.3

59.0 61.0* 60.0
(32.0,83.0) (39.0,  80.0) (32.0,83.0)

Weight otg)
n

Mean f SD
Median

Raw

Height (cm)
-..- n

Mean f SD
Median

. &se

286 95 102 89 191
842 +I- 16.8 81.9 +I- 14.9 83.6 +I- 17.1 872 *I- 182 85.3  +I- 17.6

82.6 80.0 83.4 843 84.0
(50.0,  164.0) (55.0,  132.0) (50.0,  163.0) (50.0,  164.0)  (50.0,  164.0)

284 95 - 101 88 189
171.8 +/- 10.0 171.4 +/- 11.8 171.6 +/- 8.8 172.5 +/- 9.4 172.0  +I- 9.1

173.0 175.0 173.0 172.6 172.7
(126.0, (126.0, (152.0,  . (152.0, (152.0,
196.0) 191.0) 196.0) 193.0) 196.0)

267 (93.4%)
13 (4.5%)
0 (0.0%)
0 (0.0%)

91 (95.8%)
3 (3.2%)
0 (0.0%)
0 (0.0%)

94 (92.2%) 82 (92.1%) 176  (92.1%)
5 (4.9%) 5 (5.6%) 10 (52%)
0 (0.0%) : 0 (0.0%) 0 (0.0%)
0 (0.0%) 0 (0.0%) 0 (0.0%)

i
[ AmWicanIndiao 3 0 2

other
(I.#??) (0.0%) (2.0%) l(l.l%) 3 (1.6%)

3 (1.0%) 1 (1.1%) 1 (1.0%) l(l.l%) 2 (1.0%)



F. Risk Status
Approximately 60% of patients in the substudy  were classified as high risk at randomization. Note
that this percentage is slightly higher in the placebo  am than in the Abciximab arms. Note also that
the Core Lab classified patients differently than the randomization classification. The same lesion
morphology characteristics were used to identify high-risk patients as those used in the overall  trial.
The classification scheme used by the core lab for lesion morphology Mixed slightly from the
ACCYAHA  classification, in the criteria for ~hkfiCati~n  of angulation.  The core lab was not able to
classifjr  certain attributes (bifurcation, degenerated vein grafts, age of a total occlusion); CRF data
were used for these attributes. Clinical history was taken from the CRFs for risk status assessment.

Overall, 62 % of substudy  patients were randomized as high risk and 37 .% as low risk.’ This was
consistent  with the overall study (64 and 36% high and low risk, respectively). The Core Lab
identified 79 % as high risk and 21 % as low risk, again similar to the reclassification seen in the
overall trial when the more structured approach to lesion classification was used to complete the
CRFs. (see Table 6)

_ . i

Table .C Number  of Angiographic  Substudy Patients by Risk Classification  at Time of
Randomization  YS Risk Classification  Based  on Angiographic  Core Lab Data

Prs  in Angiographic
Substudy

pts randomized as high
r i s k

High risk  based on
core Lab  data

Lower risk  based  on
Core Lab data
Unknown

Pts randomized as lower
risk

High risk based on
Core Labdata
Lower risk based  on
Core  Lab  data

II&al

286

179 (62.6%)

149 (52.1%)

28 (9.8%)
2 (0.7%)

107  (37.4%)

78 (27.3%)

29 (10.1%)

Placebo  +
Std-Dose
HtDarin

95 .
I

64 (67.4%)

57 (60.0%)

7 (7.4%)
0 (0.0%)

3 1 (32.6%)

21 (22.1%)

10 (10.5%)

Abcixirnab  +
Low-Dose

HeDarin
I.i .

102!

61 (59.8%)

47 (46.1%)

12 (11.8%)
2 (2.0%)

b
41 (402%)

28 (27.5%)

13 (12.7%)

Abciximab  +
Std-Dose
HeDarin

89

54 (60.7%)

45 (50.6%)

9 (10.1%)
0 (0.0%)

35 (393%)

29 (32.6%)

6 (6.7%)

Combined
Abcixixnab

GrOuDt

191

115 (60.2%)

92 (48.2%)
.’ .

21 (11.0%)
2 (1.0%)

76 (39.8%)

57 (29.8%)

19 (9.9%)



G. Indication for the Procedure
The majority of patients were being treated for unstable  angina (42%, simii to the overall study),
followed by a positive functional test (25 %, more than there were in the overall study) and recent
MI (22 %, similar to the overall). The arms do not appear as well balanced with regard to these
factors. More of the Abciximab-low dose hepti  patients had unstable angina (50 %), and more of
the Ah&imab  standard dose heparin patients had a positive functional study (30 %). (see Table 7)

.
Table 7 Primary Indication for Index Intervention  Among Angiographic  Substudy patients

Placebo + Abciximab + Abciximab + Combined
Std-Dose Low-Dose Std-Dose Abciximab

l3al Helrarin Jllarin  Itkl2dn  Gllups

Pts in Angiographic
Substudy 286 95 2 I* “102 89 191c

Primary indication for
intervention

Unstable angina
Chronic stable  angina
Recent myocardial
infarction

Positive functional
-dr

Other

i- _

120 (42.&) 37 (38.9%) 51 (50.0%) 32 (36.0%) 83 (43.5%)
25 (8.7%) 9 (9.5%) 8 (7.8%) .8 (9.0%) 16 (8.4%)

62 (2 1.7%) 24 (25.3%) 20 (19.6%) 18 (202%) 38 (19.9OA)
. :

70 (24.5%) 23 (242%) 20 (19.6%) 27 (303%) 47 (24.6%)
9 (3.1%) 2 (2.1%) 3 (2.9%) 4 (4.5%) 7 (3.7%)

H. Cardiovascular  Risk Factors -
Overall,  17% of patients in the substudy  had diabetes, less than in the overall study population (22
%). (see Table 8) Somewhat fewer patients in the substudy  had hypertension compared to the overall
(55 vs 59 %), and more substudy  patients had a family  history of premature CAD (56 vs 47 %).

Table  @ Cardiovascular  Risk Factors  Among Angiographic  Substudy  Patients

Placebo +
Std-Dose

HeDarin

Abciximab +
Low-Dose
Heaarin

t

Abciximab +
Std-Dose
HeDadn

Combined
Abciximab

Pu in Angiographic
Substudy

I.
i

95 ! 1’02286 89 191

Diabetes
Smoking

Within  past  year
Quit more than  1
year ago
Never smoked
UllkIlOWIl

Hypercholesterolemia
Hypenension
Family history of
premature  coronary
^dCN. J:-e.,rn

49 (172%) 14 (14.7%) I5 (14.9%) 20 (22.5%) 35 (18.4%)

86 (30.1%) 32 (33.7%) 28 (27.5%) 26 (292%) 54 (283%)

106  (37.1%) 32 (33.7%)
89 (31.1%) 30 (3 1.6%)

5 (1.7%) 1 (1.1%)
161  (61.0%) 50 (562%)
158  (55.4%) 54 (56.8%)

38 (37.3%)
33 (32.4%)

3 (2.9%)
59 (62.8%)
55 (53.9%)

36 (40.4%)
26 (292%)

1 (1.1%)
52 (642%)
49 (55.7%)

74 (38.7%)
59 (30.9%)
4 (2.1%)

111  (63.4%)
104 (54.7%)

r- ,rc  C”,, 21 IC” ,“..



. . . .
L ConcomltantVw-
The amount of heparin given during the procedure and the ACT values achieved were similar  in the
substudy  to those in the overaIl study (see Table 9). A smaller proportion of patients in the substudy
received post-procedure heparin in all treatment groups (20 to 27 %) than in the overall study.
Substudy  patients received less heparin post sheath removal also.

. .
rm

The use of cardiac medications was similar among substudy  patients to the overall  study. More
substudy  patients received ticlopidine (21 vs 14%); refkcting.the  larger proportion of substudy
patients who were also in the STENT  substudy.

Open label Abciximab was used during the 6 month study period in 1.4 % of patients in the overall
study. In the substudy,  11 patients (3.8 %) received open label or commercial Abciximab during this
period (see Table IO), 7 placebo, 1 Abciximab-low dose, and 3 Abciximab-standard dose heparin.  For
all 7 placebo patients, study agent was discontinued and Abciximab started within one hour. Two
Abciximab plus standard dose heparin patients received commercial ReoPro  between 30 days and 6
months post randomization.

F’
. :

*Table 10 Open-Label  and Commercial  Abciximab  Use  Between Study Entry and 6 Months  Post
‘T: ’ &domization  Among Angiographic  Substudy Patients

7, whhver fame fint.

286

11 (3.8%)

-8

0
0

* 2

1

Placebo  + Abciximab  + Abciximab  + Combined
Std-Dose Low-Dose Std-Dose Abciximab
HeDarin Hc!arh HeDarin Grouu

95

7 (7.4%)

7

0
0
0

0

102

I (1.0%)

a

0

0
0
0

1

89

3 (3.4%)

1

0
0
2

0

191

4 (2.1%)

1

0
0
2

1

qa



Table qe Hepark  Administration and ACT Measurements Prior to and During the Index
Intervention  Among Angiographic  Substudy Patients

Placebo  + Abciximab  + Abciximab  + Combined
Std-Dose Low-Dose Std-Dose Abciximab

IQE!l H&Q &j& j4eDariJ-J  * t&qg&

Pts in Angiographic
” Substudy

Pts with PC1 attempted

.
Rs receiving pre-cath
lab heparin

Total  dose during
procedure  (U)

n
Median
Interquartile range

Total dose during
procedure  (U/kg)

tl
;,* - Median

- - Interquartile  range

Raw
:

t Median ACT (set)

) Pre-initial  heparin’
! Re-deviceb
i

i

Minimum at oi after
device  activation

i: &ximumduring
5
!

proccdunf

286 95 102 89

283 94 100 89

110 (38.9%) 37 (39.4%) 40 (40.0%) 33 (37.4%) 73 (38.6%)

280 94 97 89 186
8600.0 I 1105.4 6000.0 86 13.3 7000.0

(6300.0, (9500.0, (4900.0, (i800.0, (5500.0,
11100.0) 13637.5) 7000.0) 10169.2) 9557.5)
(210.0, (4700.0, (210.0, (1600.0, (2 10.0,

39700.0) 39700.0) 14 126.6) 38600.0) 38600.0)

280 94 97 89 186
100.0 147.2 71.0 101.4 85.0

(73.1, 142.9)  (104.5,  169.5)  (67.8,86.3)  (86.4,  122.2) (70.1,  103.6)
(2.3,470.7)  (73.7,300.8)  (2.3, 186.4) (25.4,470.7) (2.3.470.7)

13 1.0 135.0 128.0 , 134.0
326.0 325.5 286.0 374.5

304.0 313.0 265.0 333.0

341.0 342.5  3005 387.5

i : Last ACT prior to initial heparin bolus in cath  lab
; ~ Last ACT’ prior  to first  device activation
: Includes ACT pre-device  activation.

191

189

130.0
329.0

301.5

341.0



Tableqb Hepbin  Administration After Index Intervention  Among Angiographic Substudy
Patients

Placebo  + Abciiimab +
Std-Dose Low-Dose

IlkLal HePatin  HeDan’n

Pts in Angiographic
Substudy

#. .
i , .

286 95 1.02

Pts with  PC1 attempted

Pts receiving post-
procedural heparin
prior  to sheath  removal

Duration
Q hours
2-6 hours
6-12 hours
> 12 hours
unEmown
duration

Dose (v)
II
Median
Interquartile
range
Raw

Pts receiving heparin
after sheath  removal

Duration  _
~12 hours
12-24  hours
>24 hours
unknown
duration

283

67 (23.7tij 26 (27.7%) 23 (23.0%)

5 (1.8%)
15 (5.3%)
8 (2.8%)

32 (11.3%)

7 (2.5%)

61
89675

(3000.0,
14277.6)

(95.0,
31516.7)

90 (3 I .8%)

14 (4.9%)
45 (15.9%)
29 (10.2%)

2 (0.7%)

94

0 (0.0%)
4 (4.3%)
4 (4.3%)

14 (14.9%)

4 (4.3%)

.
22

10876.7
(6262.5,
15615.0)
(1750.0,
21608.4)

34 (36.2%)

5 (5.3%)
14 (14.9%)
14 (14.9%)

1 (1.1%)

100

3 (3.0%)
7 (7.0%)
3 (3.0%)
7 (7.0%)  .

3 (3.0%)

21
3080.0

(2056.3,
9882.3)
(642.8,

31516.7)

33 (3i.O%)

5 (5.0%)
16 (16.0%)
ll(ll.O%)

l(l.O%)

Abciximab +
Std-Dose
HeDarin

89

89

6
18 (20.2%)

2 (22%)
4 (4.5%)
1 (1.1%)

11 (12.4%)

0 (0.0%)

18
10742.5
(4025.0,
15208.3)
(95.0,

27380.8)

23 (25.8%)

4 (4.5%)
15 (16.9%)
4 (4.5%)

0 (O.o??)

Combined
Abciximab

191

189

.

41 (21.7%)

5 (2.6%)
11 (5.8%)
4 (2.1%)
18 (9.5%)

3 (1.6%)

39
7220.8

(2251.1,
13600.0)
(95.0,

3 1516.7)

56 (29.6%)

9 (4.8%)
31 (16.4%)
15 (7.9%)

1 (0.5%)
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All but 3 substudy  patient had intervention attempted. Seventy percent had balloon angioplasty only
(compared to 78 % in the overall study). Mm substudy  patients had either primary (8 vs 2 %) or
bail out STENTS (15 vs 11 %) than the overall trial (see Table 11). Bail-out STENT use was lowest
in the Abciximab-low dose heparin  arm, as was the case in the overall trial. The  median duration of
the procedure vvas similar to that in the overall trial; however in the overall trial the procedure times
were shorter in the Abciximab arms.

Most Abciximab Standard Dose Heparin patients had lesions in the L.AD treated ‘(54%),  and more
patients in the other two arms had RCA lesions (Table  12). The minimum pre-intervention TIMI
grade was 3 in 70% of $tients ( a bit less in placebo patients). The maximum pre-intervention
stenosis in any target lesion was 71 %, similar among groups,but  the range was lower in the
Abciximab-standard dose heparin arm (see Table 12).

Lesion characteristics as assessed by the Core Lab appear in Table 13. Imbalance in several
characteristics is noted among the treatment arms; notably, mom patients in the Abciximab Standard
Dose treatment arm had a smooth contour, no side branches and abse& thrombus compared with the
other two arms.

Complicadons  occurring during the index procedure appear in Table 14. Complications occurred  in
52 % of substudy  patients overall, including Type B dissection (a tear) in 36 %. The proportions
were similar across treatment arms. The outcome was successful in all treated lesions in 76 %
placebo patients, and in 80 % of the Abciximab - treated patients’(both  arms).

Reviewer Comment: Dissection during the procedure is a common factor which may change a
patient thought to be low risk for ischemic  complications at enrollment into a high risk patient. If
dissection occurs in one-third of patients undergoing percutaneous intervention, that is a signifjcant
factor suggesting that predicting risk status-prior to intervention may not be meanin&/.

94



&i-s
s$le 11 Number of Angiographic Substudy

.I,.. rntcrveotion  Characteristics

M’.

286

$,f: Rot&&  atherectomy
zi-j.:.  EC atherectomy
;*‘ LBser
Randomized  primary stent
:: Bail-out stent

Number  of native vtss~ls
wilh lesions attempted

0
1
2
23

- Pts with grafts attempted

Number  of segments
utemptedb

. I
2

r3

Duration  of procedure (mitt)
n
Median
htaquartilc  mge
Raw

2 8 3

273(96.5%)
200(70.7%)
7 (2.5%)
2 (0.7%)
1 (0.4%) -
2 (0.7%)

23 (8.1%)
43 (15.2%)

7 (2.5%)
256 (9O.S%)

20 (7.1%)
0 (0.0%)

7 (2.S%)

214 (75:6%)
59 (20.8%)
10 (35%)

267
31.0

(17.0.53.0)
(2.0.226.0)

Patients with Index Intervention Attempted and

Placebo + Abciiimab +
Std-Dose Low-Dose
HeDarin Heaarin

9s P 102

94

90 (95.7%)
61 (64.9%)
l(1.M)
0 (0.0%)
0 (0.0%)
2 (2.1%)
7 (7.4%)

19 (20.2%)

3 (3.2%)
87 (92.6%)

4 (4.3%)
0 (O;o%)

3 (3.2%)

71 (75.5%)
21 (22.3%)

2 (2.1%)

88
28.5

(18.O.SS.S)
(3.0. 169.0)

*

100

94 (94.M)
7s (7S.O%)

4 (4.0%)
0 (0.0%)
l(l.o%)
0 (0.0%)
8 (8.0%)

10 (10.0%)

3 (3.0%)
89 (89.0%)

8 (8.0%)
0 (0.0%)

3 (3.0%)

76 (76.0%)
22 (22.0%)

2 (2.0%)

9 :
38.0

(17.0,52.0)
(2.0.226.0)

Abciximab +
Std-Dose
Hcaan’n

89

89

89 (100.0%)
64(71.9%)
2(2.2%)
;$.2;;

0 (O&I)
8 (9.0%)
14(15.7%)

1 (1.1%)
80 (89.9%)

8 (9.0%)
0 (0.0%)

l(l.l%)

67 (75.3%)
16 (18.0%)
6 (6.7%)

86
31.0

( 17.0,53.0)
(2.0, 187.0)

Combined
Abciximab

191

189

183 (96.8%)
139*(73.S%)

6*(3.20/o)
2 (1.1%)
1 (0.5%)
0 (0.0%)
16 (8.S%)

24 (12.7%)

4 (2.1%)
I69 (89.4%)
16 (t.S%)
0 (0.0%)

4 (2. I?%)

l43(7S.7%)
38(20.1%/o)

8 (4.2%)

179
33.0

(17.O,S3.0)
(2.0.226.0)

: Some patients had more than one type of intervention.
Includes graAs



Table a Number of Angiographic  Substudy  Patients by Number,  Location, Minimum Prc-Intervention
TIMI Grade and Maximum Pre-lntcnentioa  Stenosis of Lesions Evaluated During Index
Intervention: Aogiographic Core Laboratory Assessment

Pu in Angiographic
Substudy

Pts with index angiogmms
evaluated by Core Lab

Vessels with lesions
evaluated’

LAD
LCX
RCA
RCX
Ramus
SVG
LIMA

Minimum pre-intervention
TIMI trade in any target
lesion

3
2A
2B
2 c

- - 1
0
Unknown

Maximum pre-intervention
stenosis in-any target lesion
(%I

n 279 93 98 88 186
Median 70.5 69.6 71.8 68.7 70.7
Interquartile range (642,76.9) (63.5,76.2) (65.2,78.9) (62.9.75.8) (64.7.76.9)
&Se (22.8, 100.0) (42.2, 100.0) (40.8, 100.0) (22.8, 100.0) (22.8, 100.0)

Placebo + Abciximab + Abciximab +
Std-Dose Low-Dose Std-Dose

zcQ!d HcParin Hcparin HcDatin

286 95 .: T*  . l-02 89 191

284 95 100 89 189

i

117 (41.2%) - -32 (33.7%) 54 (54.0%)
20 (20.0%)
31 (31.0%)

l(l.O%)
0 (0.0%)
2 (2.0%)
0 (0.0%)

3 1 (34.8%)
24 (27.0%)
38 (42.7%)

0 (0.0%)
3~ : (3.4%)
1 (1.1%)
2 (2.2%)

85 (45.0%)
44 (23.3%)
69 (36.5%)

1 (0.5%)
3 (1.6%)
3 (1.6%)
2 (1.1%)

69 (24.3%)
107  (37.7%)

1 (0.4%)
4 (1.4%)
5 (1.8%)
3 (1.1%)

202 (71.1%)
31 (10.9%)
18 (6.3%)
1 (0.4%)

19 (6.7%)
13 (4.6%)
0 (0.0%)

25 (26.3%)
38 (40.0%)
0 (0.0%)
1 (1.1%)
2 (2.1%)
1 (1.1%)

64 (67.4%)
13 (13.7%)
3 (3.2%)
0 (0.0%)
8 (8.4%)
7 (7.4%)
0 (0.0%)

: Some patients arc included in more than one category.

72 (72.0%) 66 (74.2%)
12 (12.0%) 6 (6.7%)
6 (6.0%) 9 (10.1%)
1 (1.0%) 0 (0.0%)
5 (5.0%) 6 (6.7%)
4 (4.0%) 2 (2.2%)
0 (0.0%) 0 (0.0%)

. .

Combined
Abciximab

138 (73.0%)
18 (9.5%)
I5 (7.9%)
I (0.5%)

11 (5.8%)
6 (32%)
0 (0.0%)

See Attachment 4 for Angiographic Core Laboratory defmitions.



Table 13 Number of Angiographic Substudy  Patients by Baseline Angiographic Characteristics of Lesions
Attempted During the Index Intervention: Angiographic Core Laboratory Assessment

PU in Angiogmphic
Substudy

Pts wilh  index angiograms
evaluated by Core Lab

Angiographic characteristics’
Length

<IO mm
I O-20 mm
>20 mm

Eccentricity
Concentric
Eccentric

Proximal tonuosity
None
l-60’
2-60’  or l-90’
2 or mom 90’

Angulation
4 5 ’
45’ -60’
>60’

Contour
Smooth
1lTcgular
Ulcerated

Side btanch
None
Qmm
>2 mm
Analysisb

Location
Not ostiol
Ostial

bal ulcifiution
None or mild
Modemte  to ~CVCJZ

Thrombus
Absent
Low probability
Possible
Probable
Definite
Vessel  occluded

286

284.

87 (30.6%)
135 (47.5%)
49 (173%)

159 (56.9%)
I I l (39.1%)

154 (543%)
81(285%)
45 (15.8%)
4 (1.4%)

237 (83.5%)
35 (12.3Yo)

5 (1.8%)

161 (56.7%)
88 (3 1 .O%)
21(7.4%)

I08 (38.0??)
136 (47.9%)
21 (7.4%)
11 (3.9%)

243 (85.6%)
41 (14.4%)

264 (93.0%)
17 (6.0%)

67 (23.6%)
110 (38.7%)
41 (14.4%)
23 (8.1%)

29 (10.2%)
13 (4.6%)

Placebo +
Std-Dose

95
,*

.i

95

29 (305%)
39 (41.1%)
20 (21.1%)

55 (57.9%)
33 (34.7%)

49 (5 1.6%)
32 (33.7%)
14 (14.7%)
0 (0.0%)

78 (82.1%)
11 (11.6%)
2 (2.1%)

44 (463%)
32 (33.7%)
11(11.6%)

30 (3 1.6%)
51 (53.7%)

6 (6.3%)
3 (3.2%)

81 (853%)
14 (14.10/.)

t6 (905%)
8 (8.4%)

14 (14.7%)
36 (37.9%)
15 (15.8%)
7 (7.4%)

IS (15.8%)
7 (7.4%)

Abciximab +
Low-Dose

HeDarin

102.

t
100

34 (34.OY.)
47 (47.0%)
15 (15.0%)

53 (53.0%)
42 (42.0%)

59 (59.0%)
22 (22.0%)
18 (18.0%)
l(1.W)

84 (84.0%)
ll(ll.o%)
2 (2.W)

62 (62.0%)
28 (28.0%)

5 (50%)

39 (39.0%)
46 (46.0%)
7 (7.0??)
5 (5.0%)

90 (90.0%)
10 (10.0%)

94 (94.0%)’
5 (5.0%)

27 (27.0%)
42 (42.0%)
14 (14.0%)
9 (9.0%)
4 (4.0%)
4 (4.0%)

Abciximab +
SUJ-DOSC
Hslwiu

89

89

24 (27.0%)
49 (55.1%)
14 (15,.7%)

51(5l3%)
36 (40.4%)

46 (51.7%)
27 (30.3%)
13 (14.6%)
.*3 (3.4%)

75 (84.3%)
13 (14.6%)

1 (1.1%)

55 (61.8%)
28 (3 15%)

5 (5.6Ye)

39 (43.8%)
39 (43.g%)

8 (9.0%)
3 (3.4%)

72 (80.9%)
17 (19.1%)

84 (94.4%)
4 (4.5%)

26 (292%)
32 (36.0%)
I2 (135%)
7 (7.9%)

lO(ll.2%)
2 (2.2%)

Combined
AtJCiiifll~

189

58 (30.7%)
96 (50.8%)
29 (153%)

104 (55.0%)
78 (4 I .3%)

I OS (55.6%)
49 (25.9%)
31 (16.4Ye)

4 (2.1%)

159 (84.1%)
24 (12.7%)

3 (1.6%)

117 (61.9%)
56 (29.6%)
IO (5.3%)

78 (41.3%)
85 (45.0%)
IS (7.9%)
8 (4.2%)

162 (85.7%)
27 (143%)

I78 (94.2%)
9 (4.g%)

53 (28.0??)
74 (392%)
26 (13.g%)
16 (85%)
14 (7.4%)
6 (3.2%)

* For each chmcteristic, the most scvem  chtssikation  across all lesions attempted is counted. See Attachment 4 for

’
Angiognphic Core kboratoty morphology dcfmitions.
A side bmnch  within an intervened lesion which is also intervened.



Table H Number of Angiographic Substudy  Patients  with Complications During Index
Intervention and Type of Complications: Angiographic Core Laboratory Assessment

Pts in Angiographic Substudy

Patients with index  angiograms
evaluated by Core Lab

,&giographic  outcome
Successful in all treated
lesions’
Failed in at least one treated
lesion

Unknown outcome
PCS not attempted

Patients with complications
% difference from placebo
p-value vs placebo

Type of complicationb’c
Dissection morphology

Type B

TypcC
TYPO D
WE
Type F

Dissection length
r2mm
2-10 mm
>lO mm

Abrupt occlusion
Thrombus

Possible
Probable -
Dcfmitc
Vessel occluded

Distal embolizaGon
Side branch occlusion

286

284

223 (78.5%)

40 (14.1%)
- _

18 (6.3%)
3 (1.1%)

147  (51.8%)

102 (35.9%)
16 (5.6%)
9 (3.2%)
4 (1.4%)
2 (O.??)

38 (13.4%)
83 (29.2Or,)
11 (3.9%)
IO (3.5%)

2 (0.7%)
6 (2.1%))’
7 (2.5%)
2 (0.7%)
6 (2.1%]
15 (5.3%)

Placebo +
M-Dose
HcDarin

72 (75.8%)

14 (14.7%)

8 (8.4%)
l(l.l%)

50 (52.6%)

31 (32.6%)
* 7 (7.4%)

2 (2.1%)
2 (2.1%)
l(l.l%)

11 (11.6%)
29 (30.5%)

3 (3.2%)
3 (3.2%)

l(l.I%)
2 (2.1%)
4 (4.2Y.)
l(I.l%)
3 (32%)
8 (8.4%)

Abciiimab + Abciiimab +

102

100

80 (80.0%)

13 (13.0%)

5 (5.0??)
2 (2.0%)

50 (5O.OYo)
-5.0%
l.ooo ;

35 (35.0%)
6 (6.0%)
4 (4.0%)
0 (0.W)
1 (1.0%)

14 (14.0%)
27 (27.0%)

4 (lr.o%j
3 (3.0%)

b (o.wj
3 (3.0%)
l(l.o%)
1 (1.0%)
2 (2.0%)
4 (4.0%)

std-Dose
Hcoan’n

89

89

71 (79.8%)

i 13 (14.6%)

5 (5.6%)
0 (0.0%)

47 (52.8%)
0.3%
1 .ooo

36 (40.4%)
3 (3.4%)
3 (3.4%)
2 (2.2%)
0 (0.0%)

13 (14.6%)
27 (30.3%)

4 (4.5%)
4 (4.5%)

I (1.1%)
1 (1.1%)
2 (2.2%)
0 (0.0%)
!(I.]%)
3 (3.4%)

Combined
Abciximab

Grz!Qs

191 *

189

151(79.9%)

26 (13.8%)

10 (53%)
2 (1.1%)

97 (51.3%)
-2.5%
1.000

71 (37.6%)
9 (4.8%)
7 (3.7%)
2 (1.1%)
1 (0.5%)

27 (14.3%)
54 (28.6%)

8 (4.2%)
7 (3.7??)

I (0.5%)
4 (21%)
3 (1.6%)
1(0.5%)
3 (1.6%)
7 (3.7%)

L A successful intervention is defined as a residual stenosis s 50%.

’
Some patients had more than one complicadon.
See Attachmcnc  4 for Anniognphic  Core Laboratory morphology definitions.



Table 1s Minimum Lumlnal Diameter at Baseline, Post Procedure, and Fohow Up: Angiographic
Core Laboratory Assessment

Pts in Angiographic Substudy

Pts with index and follow-up
angiograms evaluated by Core Lab

Minimum luminal diameter (mm)’
Baseline (preproccdure)

nb
Mean *,SD
Median
Interquartile range
Range

Post procedure
nb
Mean k SD
Median
Interquartile range
Range

Follow up
nb
Mean f SD
Median
Interquartile range
Range

ANOVA  model
Estimated mean f SE
Treatment effect f SE
p-value

Placebo + Abciximab + Abciximab +
Std-Dose Low-Dose Std-Dose
J-leDari~ HeDan’n HcDatin

95
.*

H’

74

102
.

b
85

89

73

-101 (73)
88 + .34

.85
(.67,  1.07)

(Os2)

101 (74)
1.75 + .48

1.70
(1.42, 1.94)
(.95,X23)-

99 (71)
135t.51

136
(1.05, 1.61)

(0.2.7)

135 + .06
w

. m

106 (82)
.80 2.32

.78
(62,  .96)

(0.2.27)

98 (7jj
.85 2 36

.78
(.57,  1 .OS)

(0.231)

110 (84)
1.66 + .49

1.59
(133,1.99)
(.70,3.15)

Iii0 (72)
1.70 + .49

1.64
(1.31.2.07)
(.81,3.05)

106 (81)
1.29+.58

1.24
(.87,  1.62)

(0,336)

98 (72)
134+ .50

132
(94 1.63)
(0.3.11)

130+.06
44 + -08 ’

1342.06
-.Ol  2.08

581 .925

Combined
Abciximab

158

204 (155)
.82 + 34

-78
(.61, 1.02)

(0,231)

210 (156)
1.68 + .48

1.61
(1.32,2.01)
(.70,3.15)

204 (153)
1.32 2.54

1.27
(.94, 1.62)

U43.W

132L.04
-.03 2.07

.713

’ Distribution is based on average minimum luminal  diameter across 2 views. If only one view has data,

b
the value for the non-missing view is used in place of the average.
Number of lesions (patients).



Table 16 Early Gain and Late Loss: Angiographic Core Laboratory Assessment

Pts in Angiographic Substudy

Pts with index  and follow-up
angiograms  evaluated  by Core  Lab

Early gain’
nb
Mean f SD
Median
Interquartile  range
Range

ANOVA model
Estimated mean i SE
Treatment  effect  f SE
p-value

Late lossa -
nb
Mean f SD
Median
Interquartile  range

Raw

ANOVA model
Estimated mean f SE
Trcatmcnt  effect  f SE
p-value

Placebo  + Abciximab + Abciximab  + Combined
Std-Dose Low-Dose. Std-Dose Abcixiiab
llicmin Htrrarin Izi!mdl -.

95
.*

.-

74

102
.

.
85

89 191

73 158

99 (73) 103  (80) 95 tm 198  (152)
-89 + -52 .87 + .49 .87 2 -52 .87 2.50

.82 .80 .ys2 .81
(.54,1.23) (S8, 121) (.51, 124) (54, i .21)
(-.34,2.38) (-.19,2.37) (2 1) 2.00) (-.2 1,2.37)

.91~ .06 .92 2.05 .90 + .06 .91+.04
m .Ol 2.08 “kO1 2.08 -.oo  2.07
w .883 .881 .997

95 (70) 102  (78) 93 (70)
.40 + 38

195  (148)
-35 + .55 37 2.54 .36 + 54

.34 .37 .33 37
(--01,  .76) (-01,  .61) (-.05, .66) (~03,  .65)

(-.80,2.06) (-.92,2.29) (-.41,2.06) (-.92,2.29)

42 + .06 .38 of .06 .40 2.06 .39 2.04
s -.03 2.09 -.02 + .09 -.03 2.07
s -689 l .813 ,715

* Distribution  is based on average across 2 views. If only one view has data, the value for the non-missing

b
view is used in place of the average.
Number of lesions (patients).



2. Early Gain and Late Loss - Early gain reflects the immediate increase in luminal
diameter as a result of the procedure. Late loss reflects the loss in luminal diameter during
the period from post-procedure throu& 6 months. No meaningful differences were
absented  among  treatment groups on either of these parameters (see Table 16). The
mean and median values were simk among treatment groups, although the range for
both early gain and late loss was slightly smaller for the Abciximab Standard Dose Heparin
arm compared to the other 2 arms. There was no discernable treatment effect by the
sponsor’s analysis using the ANOVA model.

3. Net Gain and Loss Indes -- Net gain reflects the net gain in MLD over follow-up relative
to the pre-treatment value, and is calculated by subtraction of the MLD prior to the
procedure from the MLD at 6 months follow-up. The loss indes  reflects the loss in MLD
over time relative to the initial gain, and is calculated as a ratio of (MLD  post procedure -
MLD at follow-up)/ (Mld post procedure - M]tD pre-procedure). (A good result on the
loss index will yield a number less than 1. A negative number will be obtained if the
procedure was successful and the MLD at follow-up is even larger than the post-procedure
value, or if the procedure was not succcssfid).  No significant differences were observed
among treatment groups on this calculated value (see Table 17).

6
Reviewer’s Note: The range  of values is markedly  dlflerent  in the placebo arm compared
to the Abciximab arms, and contains some negative values.. The mean and median
values are not d@erent  enough to yield significantly d$erent  results, however.

for the Abciximab arms are quite simiiar  on this parameter.
The values

Table  17 Net  Coin and Loss Index: Angiognphic  Core Lbontory  +essment

.

Pts in Angiographic Substudy

Pts index and follow-up angiograrns
evaluated by Core Lab

Na gain’

nb

Mesn t SD

Median

Interquartile  mnge

Range

ANOVA niidcl

Estimated man f SE

~mxtncnt  effect = SE

p-value

Loss index’

nb

Mtvr  t SD

Median

InterquYlilc  nnge

Range

ANOVA model

Gtimatcd  mean  c: SE

Trztmcnc  effect = SE

p-mluc

.

Placebo - Abcixitnab  + Abciximab +
Std-Dose Low-Dose Std-Dose

Hcaarin  HebJrin HtDarin

- 95 102
, i.

.*

19

74 is 73 15s

95(68)
.49,54

.48
(.17..79)

(-3s. 2. IS)

101 (78)

.sI 254

.u

(.16,X)

(-.73,23)
a

95 (i2)

A9 2 55

.41
(.!A 31)

(-1.0. 1.91)

194 (150)

so?:.54
A4

(.IS,.S2)
(-1.0,225)

502.06
.

JI r.06

.Ol + .OS

346

APL.06
-.Ol  ?: .os

.952

.50$.04

-01 2.07

.940

90 (66) 95 (75) S9(70) 182 (143
-.14:&j 34 2 1.00 '2 2 I.47 2s. I.25

29 .49 A7 .45
(-.02..75) (. IO. .76) (-.07,.X) (-W.76)
(-jS, j.6) (J.6.j.0) (-1.9.2.7) (4.9, 5.0)

.07:'6 37546 'j 2 3 ziO=.l9
.a z .jy .l? = .j7 26 2 22
;j 5 .JjS 257

Combined
Abciximab

191



4. Percent Diameter Stenosis - The  means for this parameter were similar in all
treatment groups at baseline, post procedure, and at followup. Standard deviations and
ranges were mildly different, but there  was no discernable  treatment effkct  using the
ANOVA-model  (see Table 18).

Table 18 Percent Diameter Stenosis: Angiographic Core Labontor),  Assessment

Pu in Angiographic Substudy

Prs with index and follow-up
angiograms evaluated by Core Lab

Percent diameter stenosis’.
Baseline (prcproccdure)

nb
Mean i SD
Median
lnterquartile range
Range

Post procedure
nb
Mean 5 SD
Median
Interquartile  range
Range

Follow up
nb
Mean&SD
Median
Interquartile  range
Range

ANOVA  model
Estimated mean f SE
Treatment effect f SE
p-VdUC

Lesions with rcstcnosis  (>SO%)

Placebo + Abciximab +
S td -Dose Low-Dose

HcDarin  HeParin

9.5 102

, .2. .

100 (72)
65.2 + 12.9

65.8
(57.8,72.6)

(28.1, 100.0)

99 (72)
31.1 + 15.1

3 3 . 7
(22.9,38.8)
(-30.8,70.4)

97 (71)
47.9 2 18.4

49.4
(35.6.57.5)
(8.8, 100.0)

483 + 2.0
w
s

46 (47%)

’ 85

106 (83)
69.1 2 13.5

69.3
(59.7,76.8)

(30.6, 100.0)

109 (83)
35.0 2 12.7

35.8
(26.4.43.2)
(21,793)

105 (81)
49.8 2 20.1

51.3
(34.0,643)

(112,100.0)
k

49.8 + 1.9
1.6 + 2.8

572

54 (51%)

Abciximab +
Std-Dose
HeParin

89

73

+

97 m
643 ?s. 14.9

66.1
(56.4,74-S)

(22.8, 100.0)

lOl(71)
32.1 & 13.4

32.6
(23.8,40.9)
(-32.64.9)

95 (71)
47.8 2 16.7

47.0
(34.6,59.6)

(13.0, 100.0)

47.9 + 2.0
-0.4 + 2.8

.899

43 (45%)

Combined
Abciximab

Gal!Es

191

158

203 (155)
66.8 2 14.4

68.3
(58.6,75.8)

(22.8, 100.0)

210 (154)
33.6~ 13.1

33.8
(24.4,42.9)
(-3.2,79.3)

200 (152)
48.9 + 18.6

48.5
(34.3,6  1.8)

(1 Id, 100.0)

48.9 + 1.4
0.6 + 2.4

.805

97 (49%)

Distribution is based on average stenosis across 2 views. If only one view has data, the value for the non-

b
missing view is used in place of the average.
Number of lesions (patients).



IV. Results
A .  Ouantitative  Anoioarrphic  Vsridd

1. Minimum Luminal  Diameter (MLD) Abckimab had no significant effect on MLD during
the study follow-up period (median values, standard deviation and range of values similar
among treatment groups both post-procedure and at follow-up; see Table 15). There was
no difference when SENT patients were excluded from the analysis.

The results are displayed graphically in Figure 1.

0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5
Minimum Luminal Diameter (mm)

- Baseline (Placebo) - Follow-up (Placebo) - After procedure (Placebo)

......-.. Baseline (Abciximab) . . . . - . . . . Follow-up (Abciximab) .......q.  After procedure (Abciximab)

Figure 1 Minimum Luminal Diameter (mm) at Baseline, Immediately Post
Intervention,and  at Follow Up. The pair of lines to the left represent
baseline values, those in the middle represent follow-up values, and
those to the right represent values imme)dintely  post intervention.



B. Primaw Clinical Endpoints
Angiographic Substudy  patients had modestly higher  event rates than were seen in the overall  trial;
however  the magnitude of reductions in Abcitimab  treated patients compared to placebo are
consistent  with the results of the overall trial. Trends toward substantial reduction of the
composites including death  and MI and death, MI and urgent revascularization are seen in the
Abciximab arms compared with placebo (see Table 19). Of interest, a significant reduction in the
composite including death, MI or repeat revascularization at 6 months is seen in the patients in the
Abciximab Standard Dose heparin  arm compared to placebo. Patients in the Abciximab Low Dose
Heparin group showed no real difference on this endpoint compared to placebo, as was the case for
the overall trial.

Table  ~4 Primary Efficacy  Endpoint Events among Angiographic  Substudy Patients

Pts in Angiographic
Substudy

Pts with death or MI at
30 days

% change vs placebo
p-value

Pts with death, MI, or
urgent revascularization
at 30 days

% change vs placebo
p-value

Pu with death, MI, or
repeat nvasculariza~ion
at 6 months

% change vs placebo
pvaluc

Placebo  + Abciximab +
Std-Dose Low-Dose

J&l lzJsmia  Hebarin
- _

286

24 (8.4%)

27 (9.5%)

64 (22.5%)

95 ,:I- 102

12 (12.7%)

s

14 (14.8%)

25 (26.3%)

7 (6.9%)
-46.0%
0.087 1

,,

8 (7.8%)
-47.1%
0.0646

26 (25.6%)
-2.9%
0.3825

Abciximab  +
Std-Dose
kTicmin

Ii

89

: 5 (5.6%)
-55.8%
0.0555

5 (5.6%)
-62.1%
0.0244

13 (14.7%)
-44.1%
0.0239

Combined
Abciximab

Group

191

12 (6.3%)
-50.6%
0.0360

. .

13 (6.8%)
-54.1%
0.0167

39 (20.5%)
-22.0%
0.1047



C. Secondary Clinical EndDoints
Secondary endpoint events included clinical events in the angiographic substudy  patients. Trends
appear consistent with the overall trial results in the placebo and Abciximab Low Dose Heparin arms
(see Table 20). Here also, the Abciximab Standard Dose Heparin patients appeared to have fared
better at 6 months compared to placebo than did the Abciknab Standard Dose patients. The
Abciximab Standard Dose patients experienced significantly lower event rates than patients  in the
placebo arm on the composite including death, MI, and target vessel revascuIarization  at 6 months.
Trends showed substantially lower rates of death and MI and death, MI and urgent revascular&tion
at 6 months, as well as target vessel revascularizati~n,  in patients in the Abciximab standard Dose
arm compared to placebo.

Table 20 Secondary  EfIicacy Endpoint  Events axnon; Angiographic  Substudy Patients

I’ts in Angiographic
Substudy 286

Pts with death  or Ml at 6
months 26 (9.1%)

% change vs placebo
p-value

Pts with death, MI,
urgent revascularization
at 6 months 35 (12.3%)

% change vs placebo
p-value

Pts with death, MI, 7VR
at 6 months 61 (21.4%)

% change vs placebo
p-value

PtswithTVRat6
months 46 (16.2%)

% change vs placebo
gVdlli

Placebo  + Abckimab  +
Std-Dose Low-Dose
HeDan’n HeParin

95 102

12 (12.6%) 9 (8.9%)
-29.5%  .-
0.187

15 (15.8%) 13 (12.8%)
-18.8%
0.252

25 (26.3%) 25 (24.6%)
-6.6%
0.324

17 (17.9%)

S

20 (19.7%)
9.9%
0.398

Abciximab +
Std-Dose
HeDarin

6

89

5 (5.6%)
-55.5%
0.055

7 (7.9%)
-50.0%
0.052

11 (12.4%)
-52.7%
0.009

9 (10.3%)
-42.6%
0.072

Combined
Abciximab

. .

191

14 (7.4%)
-41.5%
0.07 1

20 (10.5%)
-33.2%
0.093

36 (19.0%)
-28.0%
0.058

29 (15.4%)
-14.2%
0.280

Reviewer’s Comment: It is not clear what the factors are contributing to the results demonstrating  a
more substantial benefit in the Abciximab Standard Dose Heparin patients at 6 months, -J. ..e
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V. SDonsof’s Conclusions

Despite reductions in clinical endpoints among substudy  patients in the Abciximab arms at both 30
days and 6 months, no differences were observed in quantitative angiographic variables. The sponsor
notes that given the small number of patients enrolled in the substudy  prior to the early termination
of the main trial, there was low statistical power to detect the antkipated  15 % reduction in
minimum luminal  diameter. They comment that the ongoing EPILOG SENT Study may provide a
more meaningful assessment of the effect of Abciximab on angiographic restenosis.

VI. Reviewer’s Conclusions

This  reviewer agrees that the small sample size in this study led to a reduced  Rower to detect a
meaningful  difference  in angiographic parameters ZUUOng  treatment arms. It is interesting that
clinical benefit is seen in the Abciximab treated patients in this study, but the angiographic results are
truly equivocal.

One of the reviewer’s questions in reviewing these data was whether th~“catch up” in total
revascularization procedures seen among Abciximab treated patients compared to the placebo arm
over the 6 month follow-up had any physiologic correlates discernable by the angiographic
parameters measured in this study. The fact that there were no meaning&l 6 month angiographically
demonstrable benefits in Abciximab-treated patients at 6 months is consistent with the hypothesis
that Abciximab does not retard the process of atherosclerosis. This may be the reason for the
equivalent number of total revascularization procedures seen among treatment arms at 6 months,
despite a persistent reduction in urgent procedures. The data do not ‘definitively establish this as the
reason, however. Nor do the results of this substudy  do not show any evidence of a negative effect  of
Abchiab that might be responsible.

A surprising finding from this substudy  is the reduced  incidence of clinical endpoints in the Abcximab
Standard Dose Heparin  arm compared to the other  2 treatment arms, both at 30 days and at 6
months. Many mild imbalances are evident in the characteristics of patients in this group compared
to the other 2 groups.
in this substudy.

Perhaps those factors are responsible for the selection of an atypical sample
Or perhaps the group selected represents a subgroup of patients who actually

benefitted more from the combination of Abciximab with standard dose heparin.

Overall, the Angiographic Substudy  results do not demonstrate  any meaningful difTerences  in 6
month angiographic outcomes between patients treated  with placebo and those treated with
Abciximab.
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