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Equivocal EGG

1. An abnormal Q wave or ST.T segment elevation plus T- wave
‘inversion on just one Jead. :

2. A recent and lasting T-wave inversion

3. A recent bundle branch block.

A Q-\vavg

> 0,04 s wide and >I mm deep or
>0,03 s wide and R >1/3 and > 1 mm deep

ST-T segment elevation
>1mmin leads I, I, III, aVL, aVvF, V5, V6
>2mm inleads V1, V2, V3, V4

L) v

A complete disappearance of the R-wave and a reduction by the
R-amplitude by > 8 mm in, at least, 2 leads at two registrations

during a 24 h period.
APPEARS THIS WAY ON ORIGINAL

1. Abnormal enzymes:

Max CK and CK-B (alt. ASAT, LD) > twice the upper limits of

normal or CK-B (alt. ASAT, LD) » the upper limit of normal on two
occasions.

2. Equivocal enzymes:
One islated enzyme above the upper limit of normal.

Abnormal enzymes of a non-ischaemic cause (defillibration, surgery
injections, etc,
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Definitions of myocardial ischemia at exercise tests

Based on results in previous studies one or several of the following criteria will be tested as
definitions of myocardial ischemia as they are known to have different sensitivity and specificity
regarding both the extent of coronary anery disease and risk for future complications

Occurrence of ST-depression >= 0.1 mV (1 mm) in relation 10 EQG atrest
Occurrence of ST-depression or maximal load < 100 W in men and < 80 W in women
Occurrence of ST-depression or chest pain

Oceurrence of ST depression with respectively without concomitant chest pain
Oxcurrence of ST-depression or maximal load < 100 W in men and < 80 W in women
or imiting chest pain

Occurrence of any of the following three findings

a/ ST-depression in >= 3 leads

B ST-depression in 1 + 2 leads with load < 130 W in men, <100 W in women

¢/ Wmax < 100 W in men, < 80 W in women

.

& pawNs

Based on results in previous swdies the following parameters will be used as quantitative
esumatons of myocardial ischemia in comparisons between treatmént groups
Number of leads with ST-depression 5= 0.1 mV (1 mm) in relation 16 ECG atrest
Maximal depth of ST-depression in reladon 10 ECG atrest
Maximal Joad in watts
Load in watts at ST-depression >= 0.1 mV (1 mm) in relation to ECG at rest
Maximal elevaton of systolic blood pressure compared 1o détetrination at rest
Maximal elevation of hean rate compared 10 determination at rest
Product of maximal heart rate and maximal systolic blood pressure

Product of maximal rise of hearnt rate and maximal rise of bleod pressure compared 1o
corresponding determinations at rest

wNO AW

APPEARS THIS WAY ON ORIGINAL
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10.3 Indications for coronary artery angiography (FRISC)

A.

B.

Contraindications to and timing for coronary angiography and revascularization
was judged by the physician’s responsible for each patient. The following
guidelines were to be followed as indicated for coronary angxography and
revascularization:

For coronary angiography, the patient had to fulfill both A and B as follows:

Suitable candidate for early revascularisation.

Fulfill at Jeast one of the following five criteria:

Disabling angina despite medication.
ST-depression in at least three adjacent leads during exercise test.

ST-elevation during exercise test occurring in at Ieast 2 leads without

Q-waves and with normal ST-segment and normal T-waves in ECG at
rest.

ST-depression associated with either low Wmax (males <100 W,
fernales <80 W) or fall in blood pressure (215 mm Hg at one or 210
mm Hg at two consecutive determinations during exercise test).

Limiting chest pain associated with either low Wmax (males <100 W,
females <80 W) or fall in blood pressure (215 mm Hg at one or
210 mm Hg at two consecutive determinations during exercise test).

During and after the coronary angiography was performed, the patient was
instructed to continue taking study drug, to continue with the study program
(ECG, exercise tests and laboratory tests), and to complete the 6 months
follow-up procedures if the patient's condition permitted.

ST-depression was defined as ST-segment level below baseline, that is the level
of the PQ-segment, and ST-depression of 0.1 mV, measured 0.06 seconds
after the J-point. If resting ECG showed ST-depression, a further depression
of 20.1 mV was required.

Spons
FRIS




e

T ———

BEST POSSIBLE COPY

NDA: 20-287/S-10
Page 103

10.4 Indications for coronary artery angiography (FRIC)

» - Disabling angina despite medication.

i v:.f:;zS'l‘-elevahon during exercise mt ocouTing in at Jeast 2 leads
without Q-waves and with normal ST-segment and normal T-
waves in ECG at rest.

eprssxon‘ assocxawd with either low W (treadmill, Jess than
5 METS and cycle ergomcter men <lOO W, womea <80 W)ora
1 in blood pres ¢ or 210 mmHg

. ST~depressmn >5 minutes dunng reoovery phass.
: ST-depnsszon was deﬁned asan ST—segment level below ba.sc]me N
{defined as the Jevel of the PQ-segment) and ST-depression of 0.1 mV,
- measured 0.06 sec after the J-point. If a resting ECG showed .
- ST-depression, a flrther depression of 20.1: mV was required.

Sponsor's Material, FRIC, Page 8/10/38
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10.5 Exercise test protocol (FRISC 8/3/50- 52)
Translation

Time:

Referral:

Safety:

EXERCISE TEST.

At the earliest 5 days after wyocardial inferction
and when the patient has bsen free from rest pain
{anginal) end pain at mobilization for at least 2
days with medication.

Not myocardial infurction:
At the earliest 2 days without rest pain and without
daily pain attacks st mobilfization with medicatton.

Exercise test shotld be parformed day §{5-8) and day
45 (40-50)

Hrite always the FRISC-trial on the referral.
To the exercise test day 6 (5-8), shall the whole
Journal with actual day-notes, temperature-list,

laboratoty-1ist end ECG-serle be subnitted with the
patient.

-~ Physicien present

- D;ﬁbrillam:, energency-bag and emergency-tray in
the rocm
= Ritroglycerine sublingual &f pain that has not

disappeared ¢ minutes after discontihuation of the
exercycle test

Centraindications for starting the exercise test:

= Eyocardial infarction <5 days

~ Newly developed (<48 hours) changes 4n rest-rEce
Ongoing chestpain or dalily pain sttacks a: rest or

during light exercise

Han{fest heart failure, on the dey of exercise test

Circunstances vhich make {t lopossible to perforne

the exercise test e.g physical handiecep.

]

Discontinuation of the exercise teast:

ECG:

= Chestpein, grede S {(Borg 10-grade scale)

= Etfort, grade 17 (Borgs 20-grade scale)

-~ Deteriorating general condition

- .Fall in blood pressure »15 maig at one
destermination or 210 ma¥g at two consecutive
determinations

= Serious arrhythmia: ventricular techycardia » 3
consecutive VES or couplets; >5 VES {n bigeainy,
AV-blotk II-III or appearance of strisl
fibrillation

= lschemic ST-depression >3 o=

Extremity lesds and Wilson chestleads {Vvl-Vv§), both
during rest and exercise test (50 nm/s)

APPEARS THIS WAY ON ORIGINAL
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EXERCISE TES?T.
Performance: : :
=~ Meanvalue-ECG 1if possible.
= If Case 12 (Marquette) is available there will be
special “FRISC-procedure™ distributed on discett
= Minute step cycling with start at 30 W and increase
with 10 W/minute by steps or continuous. Start. at
10 W if the patient can ba expetted to have limited
exercise capacity or easily started angina.
~ Measure systolic blood pressure during exercise
with Dopplers
< Give careful instruction about the Borgs-scales
before the exercise test
~ Note effort according to Borgs 20-grade scale
{(whole number) and chest pain and breathlessness
according to Borgs l0-grade scale (whole number)
Note: Ongoing: medication, length, weight, subjective
inconvenience and cause of stopping the should be
noted in the patient protocol.
Measurements:
ECG Beart Blood Breath | Borg. 10 | Borg 20
rate Be, rate {chestp) | (effort)
Rest yss yes $/D ves Fal) -
Rest &t cycle Yes yes 5 - - -
Dur ever eve, eve *eVvEr ever Ve
cyeﬁge:qo. 3 ng nl.:y 3 -ﬁ 3 n.e'n 3 nL{ 3 :iyn
Before yeas Yax yes - yes yes
discontin. '
After atter afcer §/D - 10 min -
eaxercise 2,4,10 10 min atter
min 10 min
S=systolic D=diastolic

APPEARS THIS WAY ON ORIGINAL
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Borg-scale:

Chest pain, Borgs 10-grade scale.
0 Nothing

0,5  Very, very weak (Just noticeable)

1 Very weak
2 Weak (light)
3 Moderate ‘
4 Somewhat strong
2 Strong (heavy)
7 Very strong
8
9
10 Very,: very strong (almost maximum)
© Maximum
Effort qrade, Borgs 20-qrade scale,
3 .
Z Very, very light
9 Very light
10
11 Fairly light
12
13 Somewhat hard
14
15 Hard
16
17 Very hard
18
( 19 Very, very hard

APPEARS THIS WAY ON ORIGINAL
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10.6 Indications for revascularization (FRISC)

For revascularisation, the patient had to fulfill at least one of the following

critena:

L)

L

Left main disease.
3-vessel disease.
Proximal LAD stenosis.

Proximal stenosis in coronary artery supplying a large part of viable
myocardium.

h&epmcnceofdisablhgangina.asigniﬁcamstmosisinanymajor
coronary artery suitable for revascularisation.

In case of indication for revascularization, study drug was continued until the
day before intervention. After revascularisation the patient was instructed to
continue the study program (ECG, exercise tests and laboratory tests) and

6-months follow-up procedures were to be performed if the patient's condition
permitted.

10.7 Dosing ranges

Sponsor's Material, Page 8/1/71

APPEARS THIS WAY ON ORIGINAL
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Table 7. Dosing, volume (mL) per weight class v

—_—
———

0

Body Weight (k)
7
<50 | 50-59 | 60-69 |.90.79 | 80.89 | 390
) 7
l;gimn 150 TU/g/12 hrs or matching 070 | 085 | 1.00 115 130 145
bo

:‘sminlmmlkgllzhlsormtc}ﬁng 055 | 065 | 075 0.90 1.00 1.00
acebo

The time between the first and second injections could vary from 8 to 16 hrs
depending on the time of admission to the trial. The table used for adjusting
the injection time is found in Appendix 3 of the protocol (see Appendix A.1).

The following injections were given preferably at 8:00 pm (21 hour) and 8:00
am (x1 hour).

Sponsor's Table, FRISC, Page 8/1/82

APPEARS THIS WAY ON ORIGINAL
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Sponsor's Table, P
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10.9 FRIC treatment protocol

Fraguin Fragein 7500 19/od
120 IUfkg(bid RN, ._'

Fragrin: 7500 mlod y R e

- -

g aw »

Placebo

Phase 1

S cpen Label
T Ml s TR

* . Ses Section 6.4.1.1.2 for dose of heparin,
R= randamization
od~ once daily

S 's Fi
ponsor's Figure, FRIC, Page 810122

APPEARS THIS WAY ON ORIGINAL
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10.10 Definitions of death, MI, recurrent angina,
ischemia during the exercise test in FRIC.

| APPEARS THIS WAY ON ORIGINAL
|
|

revascularization, and
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“VGSurg was’tobe e
Taccordmg 0 the indication for revésnﬂmgznon m thc m@ o

. ercise Two exercise tests were to

. _pmfonnedmallpat:cnt if not contt chc:ahead,theﬁrstDaySl-;:3
~-and the second Day 40-50. Thetcstswmevaluatedmtamsof et

_presence of lschacmxa, based on ST-d > :
typical ch«stpam. - epmonl T
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10.11 FRIC patxents enrolled but not in ITT group

mu mnqunm Low Wolaculs
% the tre of :

v Pret nmu

Teal 14 Teble 9il.0.a
wﬂﬂﬂ‘u‘om'ﬂ

TON
2 E
L 1o/
lo-Fraguin . ) 1718/93
RSNy ") T43001/98
in-Placebo - ome :IO:;!;
n-Fragein » 10379
o-Flacabo . Mo 236708794
e 13708/34
Tlacabo »o 22701/94
Praginin Wa S 3071179y ~ . ¥
in-rlacets Ll 29/704/94 . Mo = e
in-rlacebo ld : . . - R
in-Piacabo - 30701798 v . .
in-Placebo W 2871070 . )
B-Placebo heed 14708734 3
» 1 30708/94 . - o
L me 23706794 - Mo e

PR S

‘ICI“IN
-ﬂlﬂ?l‘( B

Yos! 20204098
e /03795
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Sponsoi"s Material, FRIC, Page 8/
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