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TABLE 32
ISRADIPINE SAFETY UPDATE -~ 8/89
FREQUENCY OF ABNORMAL SGPT

Number| of Subjects with
Number of Evaluations at st One Newly-

Treatment Total Number Occurxin~ Abnormality |$& Frequency
of Subjects |Pre-Study|Post-Study ¢ Thoreasa from a
Drug Drug Bas. ine Abnormality+
72 160 250 2 2.8
11 22 20 0 0.0

Phase III -~ Hypertensions##

Isradipine 101 230 241 2 2.0
Captopril 33 64 85 0 0.0
Enalapril : 18 30 52 0 0.0
Diltiazem S4 131 . 110 b | 1.9

#Based upon maximum valras for pre-study drug and post-study drug an? a value of 100 U/L.
«¢Includes .2ll congestive heart faillure studies.
++aIncludes data for Study No. 352 which v _ not available for the last safaety update.
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' TABLE 23
ISRADIPINE SAFETY UPDATE -~ 8/89
FREQUENCY OF ABNORMAL LIVER FUNCTION TESYTS
Number of Subjects with
Rumber of Evaluations| at Least One Newly-
" Treatment Total Number Occurring Abnormality |8 Prequency
of Subjects |Pre-Study|Post-Study or kncraase from a
Drug Drug Baseline Abnormalitys
72 160 251 5 6.9
11 22 20 ] 0.0
Phase IIX - Hypertension#*##
Isradipine 101 231 241 3 3.0
Captopril 33 64 .. 85 0 0.0
Enalapril 18 36 -, 52 1 5.6
Diltiazem S5a 131 110 3 5.6

*Based upon maximum values for pre-study drug aad post-study drug a

values:

SGOT - 100 U/L
SGPT = 100 U/L
LDH - 300 U/L

Total Bilirubin - 2.0
Alkxaline Phosphatase

*tIncludes all congestive heart failure studies.

*#4Includes data for Study No. 352 which was not available for the la
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TABLE .24 A
ISRADIPINE SAFE1Y UPOATE - 85-89
INCIDENCE RATES OF ALL ADVERSE REACYIONS
) ISRADIPINE YIE:"EII PATIENTS ONLY
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E 24 A

TERADIPINE SAFE'{\ UPDATE - 1-8%
INCYDENCE RATES OF ALL ADVERSE REACT!OHS

ISRADIPINE nesrto PATIENTS ONLY
.

ARPNAME ' NEW
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TABLE 24 B
’ FSRADIPINE SAFET: UPDATE - 3-1)
INCIDENCE RATES OF ALL ADVERIE REACTIONS EXCLUDING TH
NOT OUE TO DRUG ~ ISIM.!‘?{I:C TREATED PATIENTS ONLY

ARPHAME  NEW
LACRIMATION  1.23
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TABLE 11:00 WEDNESDAY, JULY 20, 1888 39
AD!P!NE SAFET. UPDATE - 1-18
INCIDENCE RA'IES ALY ADVERSE REACTHINS EXCLUDING THOSE

NOT DUE TO ORUG - ISIAD.I.'IO:E TREATED PATIENTS ONLY y
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TABL
ISRADIPINE SAFE ! U?DA(! - 3-89
INCIDENCE RATES OF ALL ADVERSE REACTIONS
ACTIVE CONTROL T'I‘EA:!D PATIENTS ONLY
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ABLE 25 A 13:58 FRIDAY, JULY 24, 10800 27 ...
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T .
ISRADIPINE SAFETY UPDATE - 3-99
INCIDENCE RATES DF ALL ADVERSE REACTIONS

ACTIVE CONTROL 1;!’:!5 vATIENTS ONLY
-
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DRY THROAT 1.14
FLUSHING 3la1
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* New adverse reaction since last
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ISRADIPINE 23'(“’ UPDA ! - l

INCIDENCE ILTES OF ALL ADVEREE REACT
NOT OUE TO DRUG ~ ACTIVE sm TROL YIEA‘IED PATIENTS ONLY|
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The following Table cdescribes incidence of most frequently reported events -
(\ (> 2») for isradipine and controls where events were considered posibly or :
; prodbably drug related. .
t Most Freguently Reported ADRs, Possibly/Probably Relgted
ADR Isradipine (N=81) Active Control (NeB88)
Headache 8.6 6.8
Fatigue 6.2 2.3
Decreased Libido 3.7 1.1
Impotence 3.7 2.3 -
Pollahkiuria 3.7 2.3 =
Dizziness 3.7 2.3 -
| Edema 2.8 3.4
e Ppalpitetions 2.5 46
; Cough 1.2 4.6
Drowsy 1.2 3.4
Flushing 1.2 3.4
Shoulder Pain 0 2.3
Nasal Congestion 0 2.3
Dry Mouth 0 2.3 -
Total No Reporting at least
one new ADR 36 42
(: Except for fatigue, sponsor s:ates that the incidences for each group are
} . ~ similar. It appears that headsche and decressed 1ibido are more common -

with isradipine. The higher incidence of cough in the control groups is
probably due to the ACE inhidbitors.

A total of 20 patients were recorted tO have 3% Teast one newly :ceurring

severe reactions after isradicne. At lease 11% of all iersdicine

patients reported 3t least one tevers ADR anich is similar 2o chs 3% in

Z:=1. Only three patient: we-: zissintinue:s Jue i3 ADR:, aj Tl in’Neet
Fodlugtic3pudfs. The reasons “ir withdrawai srs presencea It raefe? —~
with all other patients withdrawn. In the hypertension studies, oniy 3

wars reported with severe ADRs. These included deoression, snxiety.

backpain, dental pain, fatigue, ankle tenderness and impotence.

For the remaining patients, there wers a variety of “severe™ ACRs.

Fatigue wa- reported severe in > patisnts, ‘he other events by one patient
esch. These included bradycarzia, adema of Yower sxtremitiss, vertice,
headache, nervousiness/tremulousness, diveriiculosis, thma, URI, CHWF,
atrial fibrillation, Gl bleeding, dyspnes, nauses and diarrhes.

Tebles 27A and B describe the incidence rate by week of the most common
ADRs in SU-2. The A Table consists of all ADRs and B of those with a
possible drug relationship. Comparing SU-2 and SU-!, the results are
similar but with & higher inc*dence of fatigue 3t Week &, in Sy~2 (%% v
(: 1.2%). 1In contrast tc SU-1, =nere ars no fixed Jote provocols in SU-2

HH1a1S504 1538

that would allow for a dose response ADR relationship to be investigatsed.
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i’ The following Table describes incidence of most frequently reported events ;
§~ (> 2») for isradipine and controls where events were considered posibly or .
’ (' probably drug related. .
v Most Frequently Reported ADRs, Possibly/Probably Relsted :
ADR Isradipine (N=81) Active Control! (Ne83)
Headache 8.6 6.8
Fatigue 6.2 2.3
Decreased Libido 3.7 1.1
Impotence 3.7 2.3 ’
Pollakiuria 3.7 2.3 -
Dizziness 3.7 2.3 -
Edema 2.5 3.4
Palpitations 2.5 4.6
Cough 1.2 4.6
Drowsy 1.2 3.4
Flushing 1.2 3.4
Shoulder Pain 0 2.3
Nasal Congestion ] 2.3
Dry Mouth 0 2.3
Total No Reporting at least
one new ADR 36 42

Excepr for fatigue, sponsor s:2ves that the incidences for each groug are
similar. 1t appears that headeche and decreazed libido ars more common
with isradipine. The higher incidence of cough in the control groups is
probably due to the ACE inhibivors,

A total of 20 patisnts were recarted tc have 3t least one newly occurring
sesvers raactions sfter izradir ne. At leas® 11" of 3)) irsradicine
patients reported at least ons zevers ADR wnich is similar o sh % 3n
SY-1. Only thres patisnc: wers zizscntinuea Sue <2 ADR:,

M The reasons “:r withdrawai arz presentea in Taple o<
with 21) other patients withdrawn. In the hypertencion studies, oniy &

were reported with severe ADRs. Thase included deoression, anxiety,
backpain, dental pain, fatigue, snkle tenderness and impotence.

For the remaining patients, theres were 8 variety of “severe" ACRs.

Fatigue was reported severe ir 2 patients, ‘he other events by one parien:

each. These included bradycaraia, adema of lower sxtremitiss, vartice.
headache, nervousness/tremulousness, diverticulosis, agthma, URI, CHF,
atrisl fibrillation, GI bleeding, dyspnea, nausea and diarrhea.

Tables 27A and B describe the incidence rate by week of the most common
ADRs in SU-2, The A Table consists of all ADRs and B of those with a
possible drug relationship. Comparing SU- and SU-1, the results are
aimilar but with a8 higher incigence of fatigue at Weak 4, in Su-2 (5% e
1.2%). 1In contrast tc SU-1, <nere are no fixed dose protocols in SU-2
that would allow for a dose response ADR relationship to be investigatsd.
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TABLE 27 A

ISRADIPINK 8/ FETY UPDATE .-
INGIDBIC! RATES FOR 13RADIPINE TREATED PATIEN:

8/%9

BY UEEK OF AI'L ADVERSE REACTIONS
CONTROLLED STUDIES (371, 352, 354) IM NYPERTENSION

S

INCI JENCE (X)
Veek 1 2 | 3 4 | s 6 | 7 s | 9 1w | 11 ] 12
) n 1 1 | o 8 | O 7% | o |1 7 o | 52
Adverse Reaction
Edena 0 o} -} 13 ~- | 25| -- ||23] o 2.6 | -- )
Dizziness 0 2.5 .- 2.5 - 1.3 .- 0 100 0 . 0
Headache o | 62l - | 3.8l -« | sl - ||s9] o | 65| -- | 77
Flushing 0 0 .. ¢’ . 0 - 0 0 1.3 1.9
Fatigue 0 3.7] -« | 5.3} -« | 25} -- ||2as] o 2.6 -- )
Palpitations ) o | -] 13} - L as] - {{13] o 2.6 | -- )
Chest Pain 0 o | -- ¢ | -- o | -- o] o 1.3 -- ()
Tachycardia 0 0 -- ¢ .- 0 .- 0 0 o .- 0
Shortness of Breath o 0 -- 0 { -- 0 - o] o 0 - o
Abdominal Pain ) o} -- o | -« | 13| -- {|ra] 0 1.3] -- | 19
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TABLE 27 B

ISRADIPINE SATETY UPDATE - 8/89%

INCIDENCE RATE FOR ISRADIPINE TREATED PATIENTS BY WEEK

OF ADVERSE REACTTONS IN WIICH A DRUG RELATIOHSHIP
NOT BE EXCLUDED BY THE INVESTIGATOR

CONTROLLED STUDIES (331, 352, 354) IN HYPERTERIIOW

INCIDENCE (X)
Yook 1 2 3 & S é 7 ] 9 10 11 "12
n 81 ) 0 80 0 79 o 79 | 7 0 52
Adverss Reaction -
Sdems 0 o | - | 13} -- ) 13} -- J|13] 0 2.6 { -- 0
Dizziness 0’ 2.5 .o 1.3 .. 0 1 -- 0 100 0 .. 0
Headache o ) 25| -« | aaf - | 25| -- |l saf o 3.9 -- | 3.8
Flushing -~ 0 o -- o | -- o | - o | o 1.3 - | 19
Fatigue o | 370 -« | saal - | 25} - |13} o 2.6 -- 0
Palpitations 0 o | -} v3] -- ] 1] .- fl13] o 2.6 | -- 0
Chest Pain 0 o | -- o | -- o | -- o | o o ]| -- )
Tachycardia 0 o .- 0 . 0 .o o 0 g . 0
Shortness of Breath (1] o .o 0 ~- 0 .- 0 0 o .- +]
Abdominal Paln o f) o . o | .. 10 | - o fo | o, - 0
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For SU-2, there were 281 patients randomized with 50 (18%) being
discontinued prior to complotion. The main reasons for withdrawa) are

1isted below.

Reasons for Patient Discontinuation

. Su-2_ Sy-1
Reason No_ % of Total % of Total

ADR 12 4,3 5.1
Non Drug related 11liness 3 1.1 1.4
Uncaoperative 7 2.% 2.0
| Protocol Violation 3 1.1 1.4
| T T Ineffectiveness— 3 1.1 3.5

; Other 23 8.2 3.8

Sponsor states that the high number of patients under “other" is due to a
Sandoz decision to terminate Study 255 (12 patients CHF) due to slow
patient enroliment, The specific resson for each patient’s withdrawal i

given in Table 28.

In this group of patients, 19 had been randomized to isradipine; 7 were
withdrawn due to ADRs, only two in hypertensive trials., The reasons were
headache and dizziness. There were two in S and 3 in ChF,

hd ., o e *

; receiving 15-22.5 mg/day. -

In the 3 hypertensicn studies included in SU-2, 14/169 (8.2%) were
discontinued from the trials. A total of 4 (2.4%) were withdrawn from
Phase 1!l studies after randomization due to ADRs; of these 2/31 were

receiving isradipine.

Long Term Studies

Table 29 sumarizes those studies in long term safety. The data were
obtained Srom the open-label, long term extension protocols sand Study 351,
a one year, randomized, placebo controlled study.

In addition to 47 new patients evaluated, another 31 had data included in
evaluation described in SU-1 but continued receiving isradipine in open
label, Yong term studies subsequent to analysis of SU-1. In this analysis
only data not previously enalyzed are included. Those patients who
continued inio long term protocols from short term studies, had their
short term data and long term dats combined for continuity.

1315500 L0
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Table 28

I-radipin. safety Updats - 8-89
Listing of 211 Patients Discontinued
From the Short Term Phase Since t - Last Update

Study Patient Treat- Total Weeks Raason y
No. No. ment Daily in
+ Dose Study
(ng)+
208 101 PL 2 days adverse reaction - irregular
heart rate, dizziness,
lsthargy, veakness
155 18 15 7 adverse écaction - angina
221 102 PP 120 6 illness not due to drug =~
died of AIDS in hospital
222 3 PP 180 10 no tapering week - prior
phlebitis causing’ edema
152 PP 180 10 no taparing due td good
e antianginal response
P 223 103 1S 22.5 10 protocol violation - took
Lo VRS Ixovdil. -
BT 151 PL 5 Could not tolurate chest
. Fain on placebo
152 IS 17.5-15 S adverse resaction - chest
‘ pain during tapering off wee
<55 1029 PL b § adverse reaction/protocol
violation -~ patient required
frequent nitroglycerin for
angina -~
1030 PL ) adverse reaction ~ dizziness
and nausea
1031 Is 1S5 3 adverse reaction ~ hospital
ization for grograssivc CHF
1035 Is 7.8 1 hospitalization for CHF witl
acute pulmonary edema
.- +I8 = Isradipine C
PL = Placebo
. PP = Propranolol
. EN = Enalapril
4 CP = Captopril
. DZ = piltiazen
( NF « Nifedipine
' \~, ++ Prescribed daily dose at time of discontinuation from the study

.
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P ) Table 28 (cont’q)
I Iscxadipine Safety Updatas -~ 8-89
P Listing of All Patients Discontinued
Frcm the Short Ters Phase Since tha last Update
, Study Patient Treat- Total Weeks Reason
' No. No. ment Daily in
| + Dose ~ Study
f i (mg)+
f 255 1036 IS 7.8 1 hospitalized due to car
accident ~ patient died of
: juries
1076 PL 10 progression of CHF _
1079 Is 15 6 adverse reaction ~ dyspnea,

|

! adena, shortness of breath,
} nocturia, rapid irregular

sheart beat, orthopnea,

} wveight gain "

|

!

|

|

3001 PL 3 study discontinued ’
3002 1s 15 4 study discontinued -
3026 PL é study discontinuedl -
. 3027 IS 13 6 study discontinued
: 3028 PL . 5 study discontinued
R Agao of. . . s srtudy discontinued
S 3032 I8 7.5 2 study discontinued
B 3032 PL 2 study discontinued
3051 PL € study discontinued
3076 PL 5 study discontinued
3077 18 7.5 2 illness not drug related -
admitted to hospital ~ GI
bleeding
3078 PL 2 illness not drug related -
. claudication with.sevascu-
larization of left leg .
3079 1s 15 -3 study discontinuec
3080 - I8 7.5 2 study discontinued
4026 . IS 22.5 10 adverse reaction - short-
ness of breath
7030 . PL . 4 mild increase in SGPT
y (
+1I8 = Isradipine
PL = Placebo
PP = Propranclol
EN = Enalapril X
CP = Captopril :
. Dz = piltiuzaen '
( NF = Nifedipine .

++ Prescribed daily dosa at time of discontinuation from the study

...... N%-001C




Table 28 (cont‘d)
Isradipine Safety Update - 8-89
) Listing of All Patients Discontinued
From the Sacrt Term Phase Since the last Update

Study Patient Treat- Total Waeks Reason
No. No. ment Daily in
+ Dose Study
(ng)+
255 7078 1s 7.5 2 patieant and family request
7079 PL 4 uncooperative
326 5 NF 60 per 1 uncooperative
6 PL per 2 uncooperative
7 NF 60 per 1 uncooperative
331 130 EN 20 9 study drug inaffective
510 EN 10 10 nonconpliancea -
5158 EN 5 2 uncooperative - alechol
abuse - .
] 3as2 *127 Is 10 8 uncooperative - fiiled
L to return '
I .8 .- CP 150 p L uncoonerative =~ fajleq,
N to return
*170 CcP 150 4 study drug ineffective
354 1011 1s 2.5 4 adverse reaction - headaches
1060 DZ 120 8 patient moved
3002 Dz 240 8 adverse reaction ~ lethargy,
blurred vision, flushing
3009 Is 2.5 2 patient moved
3056 D2 120 2 failed to return __
5025 D2 249 4 study drug ineffective
6008 D2 120 2 adverse reaction - cough,
flushing, nasal congestion
Sleeplessnesa
6011 1s 2.5 9 adverse reaction - dizzines.
+18 = Isradipine ¢
PL = Placebo : ¢
PP = Propranoclol
EN = Enalapril
CP = Captopril
DZ = Diltiazenm
NF = Nifedipina

++ Prescribed d2ily dose at time of discontinuation from the study

* Patient was entered into center ¢, but received center 1 medication
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Table 30 summarizes background demographics. The Table also identifsess
those patients ente: ing long term studies sccording to their treatment in
short term trials. '

A total of 47 new patients with a mesn age of 63 years (43-83) wers
included; 81% were male and 85% caucasian. The corresponding percentages
for SU~1 were: 57 years, 64% caucasian. The prescribed dose of isradipine
was 3-22.5 mg/day with hypertension studies using 2.5 mg-10 mg bid, with g
few patients receiving drug once 8 day. In angina snd CHF, the dose was

7.8 mg tid, The mean daily dose was similar to SU-1 and was not
recalculated.

Figure 1 displays the number of patients receiving drug by month (SU-1 and
SU-2 combined). It is seen that 485 patients received isradipine for at
least 6 months, 367 for 12 months and 98 for 24 months and 84 for over 24

month3, Figure Z represents dats for the 17 new patients in SU-2.

Clinical Laboratory Tests

Refer to attached sponsor’s summary

L
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&:3 4. Clinical Laboratory Tests

In the pravious analysis of the data in sSU-1, a
_ central lab, MetPath, parformed ths assays of the

. specinens collsctad from 218/358, or 39%, of the .

total number of patients entered into the long-taram .

trial. Descriptive statistics, therefors,

described for the MetPath data both the mear

changes from baseline averaged over each 13 week

interval of isradipine txsataent, and the mean

changes avo:ogcd over the entire treatmant parilod.

Similar descriptive statistics w

on the nevw 80-2, since only 22
coapared to 218 patients in SU-1, had
their lab sanples assayed by a central lab.
However, as in SU-1 and diacussed below, the
frequancy of newly-occurring abnormalities was
deterained for eight of the blood chemistry
variables vhich included all nev patients (N=47)
and the nev data (N=31) evaluatsd during thes long-
tern trial. .

a. Newly Occurring Abnorsalities

.( In the present assassment of newly-occurring
abnormalities, only the blood chemistry

[ B

+ . . : - va. iables ¢Z giucose,’ :reat.nine,-BUN, uric .-

- _acid, alkalins phosphatase, LDH, 8GOT, and SGPT

- : vere revieved. These variables wvars considered
wost important in the assesssent of long-tera
safety since the previous long-term analysis
indicated that more than 3% of the patients
daveloped new abnormalities in these variables.
Furthermors, the previcus analysis of the long-
tera data in SU-1 did not reveal any relevant
changes in the hematological, urinalysis; and
other blocod chemistry variables. Moreover, the -
amount of new long~term data included in SU-2,
was less than 10% compared to the vast
experiance analyzed previously and discussed in
SuU-1. If, however, a patient was discontinued
because of a-clinically relevant abnormality in
those variables not jncluded in the presant
formal analysis, the patient and reason
would be identilied later this report.
Howevar, no patient wvas discontimied because of

. laboratory abnermalities.
. - Regarding the 8 cheaistry variables listed
) . abovs, and under consideration in SU-2, the —
( : long-tera laboratory data for all new patients
. .. . (¥=47), and the new data from the 31 patients

previously menticned, wers svaluated separately
and newly-occurring abnormalities were
. identi‘ied and displayed after the following
- adjustaents vers made to ths laboratory normal

ranqes: . 05-00045



o Chenistyy Variables - All 8 variables ware
adjusted +133.

A patient was considered to have a newly-

occurring laboratory abnormality in these

variables if all the pre-isradipine or baseline
evaluations for a particular variable ware

within the adjusted normal range and the

patient had at least one evaluvation vhile

receiving isradipine outside tha adjusted

normal range. -

LTV

)

For those variables vhose normal r;g?ct vere '
’ tﬁq pelow

the normal rangs were considered to bs normal.
These are the same procedures which vere used
in the analysis of the long~tern data in SuU-1.

In addition, if a patient had an evaluation
falling outside the adjusted normal range
during the baseline evaluations and the patient
demonstrated a worsening during the treatment .
following randomization (i.e., a furthe¥ -
increase of at least 15% from their pre-dose
value), then this patient was also connidcrcd
tc have z.nevly=-occurs!og . lezbersoxy .. -
abnormality.

S o wmlTa oo

These sane rules also applied in assessing the
frequency of abnormal laboratory
determinations.

1. Rlood Chemistries

Table 31 sumnmarizes the frequencles-ef
newly-occurring abnormalities for each of
the 8 blood chemistry variables evaluated
in this report. The results were obtained
from the group of 47 nevw patients
involving approximately 200 ceparate
determinations for each variable and are
presented as the number of patients with
newly-occurring{ abnormalities and the
number of determinations which were
abnormal.

The total incidences over 1-36 mcnths of
treatment for the 47 new patients are
summarized in the table below. The
rasults from SU-1 are also prssented for
comparison. The total number with “base”
may not be exactly 47 since some patients
may not have had a2 baseline value for
comparison.

Na=n0nir
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Glucosa (high)
Creatinine
(S - BUN

< Uric Acia

NEWLY-OCCURRING ABNORMALITIES

NO. OF PATIENTS/

Alkaline Phosphatase  86/535

LDK

SGOT

SGPT

NQ. OF DETERMINATIONS/

TOTAL ¥ - % TOTAL N - §
113/539 7/46  277/3607 14/202
21.0% 15.2% 7.7% 6.9%
25/533 5/46 63/3517 T 8/190
6.6% 10.9% 1.8% 23
45/507 4/46 84/3315 7/203
8.9% e8.7% 2.5% 3.4%

317531 0/46 5173353 0/192
5.8% 0 1.5% )
6/46  366/6485 13/218
16.1% 133 5.6 6.0%
43/523 9/46 61/6183 10/222
8.2% 19.63% 1.0% _4.5%
76/541 3/46  158/6541 4/223
14.0% 6.5% 2.4% 1.8%
79/523 2/43  212/6284 2/200
15.1% 4.7% 3.4% 1.0%
¢

08-00037



1.

Blood chemistries (Cont’d)

Overall, thess results are remarkably
similar to the long-term results already
presented and discussed in SU-1. The only
variab'.as which differ are the numbers of
patients with an elevated creatinine or
LDH on at least one occassion which -
increased from 6.6% in SU-1 to 11.4% in
SU-2 for creatinine, and 8.2% in SU-1 to
20% in SU~2 for LDH. There was also a
slight increase in the number of abnormal
determinations for thesa variables. These

A
™

4.

Tesults arTe probably related to the nev
patient population. included in this update
the majority of whom are patients with
heart failure. Three of the patients with
elevated creatinine, and six patients with
elevated LDH were patients with heart
failur.- -7
The remaining patients with elevated -
creatinine were angina patients, while tha
remaining cases of LDK evaluations vere
patients with hypevtc sicn.:-.:In n~ case .
did creatinine exceed 2.0'mg/dl. In one
of the hypertensive patients, LDH
increased from a baseline value of 136 U/L
to 809 U/L #fter 30 weeks of treatment
(upper limit for LDH had been raised to
611 U/L). However, at 38 weeks, LDH was
134 U/L, and at 52 weeks, SGOT was 54 U/L
and SGPT was 32 U/L. The elevated LDH
above the revised upper limit seems to bes
due to other factors and not an indication
of liver toxicity.

For the liver function variables of SGOT
and SGPT, a lower incidence of elevations
was noted in the SU-2 database for the 47
new patients indicating that there wers no
more frequent elpvations for these
variables with the extended experisnce.
Furthermore, there was nc coverall apparent
increase in incidences of patients or
nunber oY determinations with newly-
occurring abnormalities over each
‘subsequent ll-week interval of treatment
£>r eay of the variables evaluated.
Furthermore, none of these patients were
discontinued from the long-term study
because of laboratory abnormalities.

03-00043



1. Bloed Chemistries (Cont’d)

A total of 31 patients previously included
in the long-ternm safety data in SU-1 had
additional safety data collected for SC-2,
These data have alsc bean analyzed. ‘The
number of patients with newly-occurring
abnormalities are shown below:

NO. OF FATIENTS WITH
NEWLY OCCURRING

—VARIABLE — —ABNORMALITIES —
Glucoss (high)
Creatinine

BUN

Uric Acid

Alkaline Phosphatase
LDH

SGOT

SGPT

| B
:
L]

HMPNMHMNOWOO

ot he
» .\

[

N e ’ . In threa patients with: elavated 2UN, +tha . --

ey . highest value observed was 29 U/i after 9=
12 muntha of long~term treatment with no
evidence of progressive changes.

’

ER X S S

One case of elevated SGOT involved a value
of 43 U/L after 53 weeks of long-term
treatment, which returned to normal at
week 57. The second case of elevatod SGOT
and one case of elevated SGPT occurfed in
the same patient described below on pg.
asg.

One of the cases involving elevated
alkaline phosphatase developed in a
patient after 49 weeks into the long~-ternm
protocol. Valugs were at Week 49, 143
U/L; Week 58, ¥77 U/L, and Week 67, 155
U/L. No other follow-up reports jiere
available at this time.

. 03~00049
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1. Blood chemistries (cont’d) -

In this new long-term database consisting
of 78 patients, values in excess of 100
IU/L vere cbserved for SGOT and SGPT in
only 1 patient as opposed to 20 and 23
patients, respectively, in SU-1. A 8GOT
value of 123 U/L was noted in one hyper-
tensive patient at Week 55 three weeks
after isradipine had been withdrawn and
the patient had completed a one-ysar trial
At this timepoint SGPT was 79 U/L, LDH vas
22) U/L, and alkalina phosphatase was 223
U/L. Both SGOT and SGPT were in the range
of 20-40 U/L, LDH vas 152-170 U/L, and

e v -

—&1Xalinée phosphatase was 144 U/L up to and
including Week 52. Only alkaline phospha-
tase was slightly slevated. No follow-up
readings are available, but all these
values were essentially normal up to Week
$2. Since there was no indication of
progressive changes during the course-"of.
treatment, it is likely that other factors
may have contributed to this elevation:

Newly Occurring Abnormalities
In conclusion, analysis of the clinical™ =~~~
laboratory data did not reveal any nev or
significant problems relative to long-term
isradipine administration. In fact, since the
results from the increased experience in the
two Safety Updates are remarkably similar, it
can ba concluded that isradipine is safe and
does not result ir any clinically relevant
problens.

P~
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Clinical lavoratory Tests

In the previous analysis of the data in SU-1, a
central lab, MetPath, performed the assays of the
specinans collected from 218/558, or 39%, of the
total number of patients entered into the long-term
trial. Dascriptive statistics, thereforas,
described for the MetPath data both the mean
changes from baseline averaged over each 13 week
interval of isradipine treataent, and the mean
changes averaged over the entire treatment period.
Sinilar descriptive statistics were not paerZormed
on the new database included in SU-2, since only 22
patients compared to 218 patients in SU-1, had

Wil
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1 1ab.
However, as in SU=-) and discussed below, the
frequency of newly-occurring abnormalities was
determined for eight of the blood chemistry
variables which included all new patients (N=47!}
and the new data (N=31) evaluated during the lcng-
term trial. .

a. Newly Occurring Abnormalities

In the present assessment of rewly-occurring
azncrmalitias, cnily the blscd chemistry
vailables us g-oucose,. weetonline, BUN, ulic
acid, alkaline phosphatase, LDH, SGOT, and SG2T
vere reviewved. These variables were considered
acstT izgortant it The assessment of lconc-~%ars
safety 3ince the 3ravisus lzage-tarm 2nalrsi

inéizaztas thatT mera than 3% 3f <he paziants

cavelszad mey aizmcomaliciae in thesa rarialdlss.
Suzcsaerscrs, tis FTevises analtsis o cnz longe
tarm Jazta [0 Ul 3iE nem ravaal v Talafine

chancss ia the hazatological, urinalvais, and
cthar :=lzcé cnanistrvy varianlas. Mcoracver. the
ameunt =2 new lzong-tarm dat: inciuded L3 5U-2,
was _Lass thar L)% sspparad s ti2 vEsT
exserience 272l 7zed previsusl and discussas in
St=-.. IZ, Scwaver, a patiant was discaontinued
beczuse of a clinizally ralavant aknorzalizr in
thesa .ariarzlias nct itgluded in the prasant
foraal analysis, than the patient and reason
would be identified later ih this report.
However, no patiant was discontinued becausa cf
lakcratory abne-malities.

Regaziing tha 3 chexistry variaslas liszas
abcve, and under consideraticn in SU-2, =3e
lerng-zera laoratcery data for all new patients
(N=47), and the new data from the 31 patients
previcusly mentioned, wers evaluated separately
and newly-ocsurring acneornalities wers
identified and displayed aftar the follcwing
adjustauenty wers made to ths laboratory nocmal
emma—. NPNNNN* %




~35=

° Chemistzv Variables - All 8 variables were
adjusted +15%.

A patient was considered to have a newly-
occurring laboratory abnormality in these
variables if all the pre-isradipine or baseline
evaluations for a particular variable were
within the adjusted normal range and the
patient had at least one evaluation while
receiving isradipine ocutside the adjusted
noraal range.

For those variables whose normal ranges were

N

188504 1539
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onl

the normal range wér. considered to be normal.
These are the same procedures which were used
in the analysis of the long-taerm data in SU-1.

In addition, if a patient had an evaluation
falling outside the adjusted normal rance .
during the baseline evaluations and the patient
demonstrated a worsening during the treataent
following randomization (i.e., a further
increase of at least 15% from their pre-dose
valua), then this patient was also csnsiderad
tc havz - neviy-occu-r’.. 3 lzkcrriory
abnormality.

Thesa same rules also arplied in assessing the
Zreguency =& akrcrmal labcratesy
deterninaticns.

. 3iscé Theziztoise

—_—
Table 31 sunparizes the frequencies.c:3
newly-ccsurring acrcrmalizias for each of
the 8 bicod cheamistr variabiles evaluataed
in ¢his -2prert. The Tssulcts wWera chtalned
f-om the group of 47 new »atients
invelving apsroximataly 200 separa<za
detarninaticns for each variable snd ars
crasentad as the pudnker cof patients wisth
nevly-occurring abnormalities and the
numnber of deterainations which were
abnoraal,

The tctal incidences ovar 1-36 months of
<r-satzant Isr the 47 new patisnts ar:
sganasrizec Iin the takla telow. Tha
resulz3s IIcn SU-1 ars also presentad for
comparison. The total number with "base”
may not be exactly 47 since some patients
may not have had a basei:ine vaiue fcr

compariscn.
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NEWLY-OCCURRING ABNORMALITIES

NO. OF PATIENTS/

VARIABLE
Glucose (high)
Creatinine
BUN

Uric Aciad

alllaline Phosphatase

S
N
S

NN
F
S
S

NO. OF DETERKINATIONS/

TOTAL N—~%- —POTAL N~ 3
113/539 7/46 277/3607 14/202
21.0% 15.2% 7.7% 6.9%
35/533 5/46 63/3517 6/190
6.6% 1C.9% 1.8% 3.2%
45/507 4/46 84/3315 7/203
8.90% 8.7% 2.5% 3.4%
31/531 0/46 5173353 0/192
5.8% 0 1.5% 0
867535 6/46 255/3548% 13,223
16.1% 12% 5.¢% 5.0%
43/322 2736 £203232 e b
3.z% t2.6% 1.5% S5
76/3541 3/46 13375542 472232
14.0% 6.5% .43 1.3%
79/523 2/42 2:2,5234 2/20C
15.13 4.7% 3.4% 1.0%

AN Som



Blood Chexmistries (Cont’d)

Overall, these results are remarkably
similar to the long-tera results already
presented anc discussed in SU-'. The only
variables which diftfer are the nunxbers of
patients with an elevated craatiniue or
LDH on at least one occassion which
increased from 6.6% in SU-1 to 11.4% in
SU-2 for creatinine, and 8.2% ia sU-1 to
20% in sSU-2 for LDH. There was also a
slight increase in the number of zonormal
determination !

ayoten,

results are probably related to the new
patient population included in this update
the wajority of whom are patients with
heart failura. Thrae cf the patients with
elevated creatinine, and six patients with
elevated IUE wera patients with heart
failure.

The remaining patients with elevated
creatinine were angina tatients, while thae
razzaining cases °f LIE svaluaticns were
paticnts wich kupares slan. It -~ zase
did creatinine :xceed 2.0'nwmg/dl. In one
of the hypertensive patients, LDH
incr2aszed Zrzm 2 Lasaline valve cf 126 U/
s 28 T.L 2iza2r IC vadnNs 22 Traalzent

TIPTRr Limiw for LIXE ad Zeen Talsed To
ne . vy W .

Ll T Zavsgvar 1% LTS wagxz LIE wes
L2« 7 v Eaaozz 3L ovzEs. 23T 23z e UL
z2nd 3IGIT vES IZ T L. The sLaviTao L2k

- - by - - 2 crprmgw Y rmmt o '?.
asove tha ~evised urzer limis saens T be
dve = ether Zaczars 202 et = incigacien

(4]
"o

T the .iv72r functi:n wariasies o SalT
d SGF7, : lewer inciience of alevaticns
vas nctat in the SU-I lgtabasa 3T zthe 37
nas patiants indjicating thet thera wers
more frequent ellevations for thesas
variables with the extended exgerience.
furtheracrs, theres w2s no oversll aprarsnt
increase in incidences of patiantis cr
aumber 07 detarainaticns with newlve
13sursing :wsncITalltias ot each
sukseguant li-wadl Lntarral oF cTraaimenc
£ar any 9f tha veris:l.as zvaluataZ.
Jurtheracra, none =2 tlesa patients were
discontinud frem the lcng-tera stdy
SeCause 0i LALVTATITY 2InCIRdLiTL2s.

$3-00013
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Blocd Chemistries (Cont’d)

A totu' of 31 patients previously included
in the long-term safety data in SU-1 had
additicnal safety data ~=cllectad Zfor SU-2.
These data have also Leen analyzed. ‘The
number of patients with newly-cccurring
abnormailities are shown below: s

[Py Sy

NO. OF PATIENTS WITH
NEWLY OCCURRING

3Ud {534

¢
J

i

M.
!

J
Jth

—VARIABLE ABNORMALITIZS =
Glucose (high) ) z
Crestinine 0
BUN 3
Uric Acid 0
Alkaline Phosphatase 3 .

LDH 1l .
SGOT 2
SG2T 1

Ir thrza patients with elavatad ®UN, +aa
highest value observed was 29 U/.L after 9-
12 zont:s of long-term treataent with no
aviiencs °% progressive changes.

Ore zasa =% ela2:s._ad SGIT iavoived a value
af 22 7 L uizar 37 vweeks cI lonc-tara

- 4 : - -
T SRATIEIS . Tieaces a2T0I768C TS NICTTI2. AT

wagx 3T. Tha second case 2 elavatea~SGIT
and sre casa ol elevatad SG3T occurred in
the saze satiant descrisoed Lelow =n pg.
39.

Cne cf :ne casaes inveolving a_evatasg

lkxaline tincesphatase developred in a
patient nftaw 49 weeks intc the lcong-ter
pretscs.. Yaluey were at Week 4%, 1J:
U/L; Week 53, 177 U/L, and Week 67, 155
U/L. o other follow-up reports were
avaiiab.e at this tinme.

G3-0060<J
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1. PBlood Chemistries {(Cont’d)’

In this new long-tera database consisting
of 78 patients, values in excess of 100
IU/L vere observed for SGOT and SGPT in
only 1 patient as cpposed to 20 and 23
patients, respsctively, in SU-1. A 8GOT
value of 123 U/L was noted in one hyper-
tensive patient at Week 55 three weeks
after isradipine had been withdrawn and
the patient had completed a one-year trial
At this timepoint SG?T was 79 U/L, LDH was
223 U/L, and alkaline phosphatasa was 223
U/L. Both SGOT and SGPT were in the range
of 20-40 U/L, LDH was ' 32-170 U/L, and

as a 1L vp to and
including Week 52. Only alkaline phospha-
tase was slightly elavated. No follow-up
readings are availakle, but 31l these
values were essentially normal up to Week
52. Since there was no indication of
progressive changes during the course of°
treatment, it is likely that other fac:tors
may have contributed to this elevation.

Newly Occurring Abnorazalities
In conclusion, analysis of the clinicslt © T

laboratory data did not reaveal any new or
s.gnificant problems ralative to long-tera

isxacizina adainistraiticn. In fact. since cThe
rasults fron the increasaz axztarianca Lo taa

Twc SaZaty Usdates are Ssmaskasit sLaolar, Lo

san S oSgncltifad Tnac Lzridipine L3 os3fa xnd

dces NCT T3suaI In any slinLsallt Tslztins
pPrcoiens. ~

‘ C
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Evaluyation of ADRs

Yables 32 and 33 summarize all ADRs by body system and individual
reactions. The incidences are presented for each 3 month period up to 27
months and then any ADR over the entire interval of treatment.

For those reactions conaidered possibly or prooably drug related, 26/47
(55%) reported at lesst one ADR with 34% reporving during the firat }3
weeks of treatmeant. Only 1% reported ADRs on a recurring basis.

The most freqently reported body systems affected were cardiovascular, CNS

and G, The most frequently regorted ADRs by at least 5% of patients)
ars listed below.

Most “resuently Reporzed ADRs, At Lsast 5% Patients
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