BEST POSSIBLE COPY

NDA: 20-287/S-10
Page 67

For the endpoint of death alone, Fragmin was numerically worse than
placebo in both the ITT group (Fragmin 1.5%/ heparin 0.4%, and in the per-
protocol group (Fragmin 1.2%/heparin 0.7%).

3.2.2.10.4 Phase II
None of the endpoints was achieved in the ITT or per-protocol groups.

For the endpoint of death and/or MI, Fragmin had a numerical advantage
over placebo, in the per-protocol group (Fragmin 3.0%/placebo 5.9%, p=0.073)
and in the ITT group (Fragmin 4.3%/ placebo 4.7%, p=0.766).

Furthermore, the per-protocol group contains only 365 of 753 originally

randomized to Fragmin, and only 392 of 746 originally randomized to
placebo.

3.2.2.10.5 Variability among centers
No center appeared to contribute to the results disproportionately

( g 3.2.2.11 FRIC safety summary
3.2.2.11.1 Sponsor-defined end points
The sponsor-defined safety endpoints are summarized in Table 31.

The incidence of major bleeding was similar in the Fragmin and heparin
groups in Phase I and in the Fragmin and placebo groups in Phase II.

The incidence of minor bleeding during Phase II was almost twice as great in
the Fragmin group as in the placebo group.

There was a higher mortality in the Fragmin group in Phase I, while in
Phase II the mortality was higher in the placebo group.

Allergic reactions occurred more frequently in the heparin or placebo groups
than in the Fragmin groups.

Thrombocytopenia occurred more often in the heparin group than in the
Fragmin group.
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Table 31: Safety results: Phase I and II

Sponso‘rk's Table, Page 8/10/131

3.2.2.11.2 Deaths

Deaths by reason are summarized in Table 32. There were more deaths in
the phase I Fragmin group, as noted above. There were also more deaths in
the Fragmin groups during follow-up.

Table 32: Death reason assessed by investigator by study phase
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3.2.2.11.3 Serious adverse events during treatment phase

Serious adverse events occurring during the treatment phases are
summarized in Table 33.

The serious adverse event that occurred the most in both phases was cardiac
failure. It was reported in five patients in Phase I (Fragmin 3, heparin 2) and
2 patients in Phase II (Fragmin 0, placebo 2).

Seriousness was not available for § events.
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Table 33: Incidence of serious adverse events during Phase I and Phase
II by preferred term
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{\ 3.2.2.11.4 Adverse events, serious and non serious combined during
treatment period

The incidence of adverse events that occurred during treatment is
summarized in Table 34

Three adverse event were reported in more than 1% of the patients in a
treatment group in Phase I. Headache was reported in 4.7% of the patients
who received Fragmin and 4.1% of the patients who received heparin.

Bradycardia was reported in 1.3% of the patients who received Fragmin and
1.4% of the patients who received heparin.

Dyspepsia was reported in 0.5% of the patients who received Fragmin and
1.1% of the patients who received heparin.

During Phase II, headache and dizziness were the only adverse events
reported in more than 1% of a treatment group.
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T;ble 34: Incidence of adverse events, by preferred term and study
phase
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Sponsor's Ta 8/10/149-151

3.2.2.11.5 Adverse events, serious and non serious, during follow-up
phase

Adverse events, serious and non-serious combined, that occurred during
follow-up are summarized in Table 35.

Atrial fibrillation was reported most frequently. It was reported most often in

patients who only received treatment in Phase I (Follow-up I) (Fragmin 3,
Heparin 7).
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Table 35: Adverse events, serous and non serious,
(reported in 2 or more patients)

X7

during follow-up

Sponsor's Table, Page 8/10/152

3.2.2.12 Conclusion

The sponsor did not show that Fragmin reduced the primary endpoint (death,

myocardial infarction and/or recurrence of angina between day 6-45) either
numerically or statistically.
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4. REVIEW OF SAFETY (FRISC and FRIC combined)

4.1 Overall exposure

A total of 2461 patients were included in the safety analysis for the FRISC
and FRIC trials. Of them, . 1235 were exposed to Fragmin. The following
summaries include data on all of the FRIC patients and those FRISC
patients exposed to 120 IU/kg Fragmin or its placebo control (Table 36).

Table 36: Overall exposure to Fragmin in FRISC and FRIC
studies

e TreatmemPhase
4 FRIC | Total |

Placebo for 120 1U/kg -
[ Placebo for 150 1U/kg

Sponsor's T

~ THIS WAY ON ORIGINAL
4.2 Deaths APPEARS

4.2.1 Overall Number of d eaths

The number of patients who died during the treatment or follow-up period (6
months in FRISC, 90 days in FRIC) was similar in the Fragmin and placebo
arms of FRISC, and among the four treatment arms in FRIC (Table 37).

APPEARS THIS WAY ON ORIGINAL
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Table 87: Overall Number of deaths in FRISC and FRIC

Sponsor's Table, Page, 8/80/60

4.2.2 Incidence and cause of death during or after acute treatment

The incidence of death during the acute phase was 1.0% in patients treated
with Fragmin (14/1497), 0.5% in patients treated with heparin (4/730), and
0.5% in patients treated with placebo (4/760)(Table 38). Most of the deaths
were associated with myocardial infarction of other heart disease.

Table 38: Incidence and cause of death during or after acute
treatment in FRISC and FRIC trials

Acute Treatment Phase Follow-Up
FRISCand FRIC CERISE
Sragmin | Aepert o r
Cause of Death n n nit % 1n n n Tn:
Overall Incidence 4° 15¢ 43105 | 17 8 68 1{ 10 8
Cerebral bleeding 0 1 0100 0 0 0.0 0 0
Cerebral smbollintarction | 0 0 0:10.0 0 0 0.0 1 0
Myocardial infarction 4 8 2103 |11 2 1:.17] a3 3
Other cause 0 0 0100 0 0.1 00{ 2% [¢]
0 B 2103 ] .2 3 25)..2 3
0 =0 420800 2 0.1:00}:0 0
Unspecified stroke” 1. 0100 [+) 0.0 0100 0 010 2.0 1 1
Source: FRISC [1], FRIC (2], Safety Lists VIll A b, Vit g : :

* This total does no!indudepaﬁentsmoas.17043.27018.0!’31009(3"&0!71#15 FRISC study) who died on or
betore study day 6 but had been discantinued from treatment prior to death. in this table, these deaths are
counted in the follow-up period.

1 This total does not include patients 19018 (FRISC), 14002 (FRIC), or 1508 {(FRIC) who died on or bafore study
day 6 but had been discortinued from treatmert prior to death. In this table, thess deaths are counted In the
follow-up period.

3 This total includes patient 1406 (FRIC) who IS not counted in the ISE with the deaths during the acute

 weatment phase. The death occurred atter study day & although the patient was sfl recsving heparin
according 1o the acute treatment regimen. SR e R T e

§ See pages 11 and 42 for definitions of follow-up periods. S , ‘
¥ Corporate Pharmacovigiance narratives (appended to this Integrated Summary of Satety) indicate cause of
death as muttipte organ failure for patiert 1310 and unknown for patient 3049,
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Sponsor's Table, Page 8/30/61

4.2.3 Incidence and cause of death during or after chronic treatment

The incidence of death during the chronic treatment phase was 0.6% in
patients treated with Fragmin (7/185) and 1.1% in patients treated with
placebo (13.1180). The incidence of death during or after the chronic
treatment phase is shown in Table 39.

Table 89: Incidence and cause of death during or after chronic
treatment in FRISC and FRIC trials

_Follow-Up After ©
ZaFRISC

| Cause of Death .-
" {‘Overall incidence
Accident
| Bleeding (not carebral)
#{:Cerebral bleeding
| Cerebral emboliAntarcon |
Myocardial infarction.
Other cause
-{:Other.heant death -
Pulmonary emboli . X X
Sudden death . 0.3 2102 3 0.5
- Source: FRISC [1), FRIC study report [2], Safety Lists Vill A Vil

: Aqs P E
+lololulolwlolololo]a)

1 Patient 11017 had a disseminated malignancy with metastasis in the liver; patient 12102 had seizures and
dyspnea leading 1o acute pulmonary insufficiency and death.

4.3 Serious adverse events
4.3.1 Sponsor-defined safety endpoints

4.3.1.1 Sponsor-defined safety endpoints during acute phase

The incidence of the sponsor-defined safety endpoints during the acute phase
are summarized in Table 40. Serious bleeding events during the acute

treatment phase were more common in Fragmin (0.8%) and heparin (1.4%) as
compared to placebo (0.3%).
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Table 40: Summary of serious events during the acute phase of
FRISC and FRIC trials

: 4
. Source: Safety Table 14a, Supplemental inf 7
No information availsbio: t o (oo
: bleeding:
16 patients; aliergic
eding eve

egofj)
Is due to
lications.

‘Sponsor's Table, Page 8/30/65

4.3.1.2 Sponsor-defined safety endpoints during the chronic phase

Sponsor-defined safety endpoints are summarized in Table 41. 5 Fragmin
and 2 placebo patients had bleeding.
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Table 41: Summary of sponsor-defined safety endpoints during the
chronic phase of FRISC and FRIC trials

Allergic reaction
Laboratory:

Sponsor's Table, Page 8/30/66

4.3.1.3 Incidence of serious complications

Complications, other than the sponsor-defined safety endpoints are described
in this section.

4.3.1.3.1 Incidénce of serious complications during the acute phases

The incidence of other serious complications during the acute phase 1s
summarized in Table 42.

The only serious events that occurred in more than one patient were
Pneumonia, cerebrovascular disorder, and cardiac events. 2 patients had
cardiac arrest and 5 patients had cardiac failure in the Fragmin group.
Rates were proportional with the heparin group.
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Table 42: Incidence of serious complications during acute phase
of FRISC and FRIC trials by treatment

[ Redbloodcall__ qanema 1o Jool 10y 0100 |
-.-|-Respiratory syst . i : 0 1 0]

Sponsor's Table, Page #/30/68

4.3.1.4 Incidence of serious complications during the chronic phases

The incidence of serious complications during the chronic phase of FRISC and
FRIC is summarized in Table 43. Although there were 32/1185 events in the

Fragmin group and 20/1180 in the placebo group, there is no adverse event
that predominates.
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