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Protocol 7

Tirie:
Evaluation of the Safety and Efficacy of Sandoz Compound PN
200-110 Administered Orally for the Treatment of Hypertension

Investigataor:
Joel Morganroth, M.D.
Naticnal Cardiovascular Research Center
56 Haddon Ave
Haddonfield, NJ 020323

To determine the blood pressure lowering =ffect of PN 200-110

2.5%mg, 5.0 mg and 10.9 mg, bid) compar=d with placebo in
patients with hypertension. Additionaliv, the safety of PN
200-110 would be evaluated 1n terms of physical and
cardiopulmonary examinations., vital =zigns, ECGs, leboratory
evaluations and adverse reactions.

Design

This was a randomized, double-blind, placebo rcontrolled, parallel
group study. !

Population
Patients of either sex, 18 years and sider with previously
treated or newly diagnosed benign essential hypertension were
eligikle for the trial. A supine diastolic blood pressure of >
95 mm Hg during the washout psriod was required for entry into
the study. There was to be no manifestation of a decreasing
trend in blood pressure during the washout peried. If average
supine diastolic blocd pressure at each evaluation day of the

__ _washout_phase was less than.the previous day’s values-and the —— —

Time 0 diastolic pressure had decreased by more than 10 mm Hg
compared to first day, patient was excluded from the study.

Exclusion criteria included patients with secondary or malignant
hypertension, patisnts who were unable to be evaluated before
11.00 a.m. on visit day, angina pectoris, CHF uncontrolled by
digitalis alone, Ml in previous six months, cardiac arrhythmias
requiring treatment with medications other than digitatlis,
bradycardia < 50 bpm, A-V conduction impairment, other
investigational drugs in 4 weeks prior to enroliment, any
significant clinical conditions that could interfere in
evaluation, certain drugs and patients with a history of drug
abuse or cerebral insufficiency.

Trial Plan

Study design is shown in Tables 1_and 2. There was.an . 1n1t1a]

-single blind, 3 week: placebo washout period, fo1lowed by a i Week%“

m,g@mndomazedﬁwdoub i exbi ﬂﬂdﬁp’]aseb%ﬁ trolledsasti Vm et
period. A protocoI*amendment allowed an additional two weeks,’

double-blind phase, during which PN 200-110 wasrcompareqhto
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Study drug conszisted of identically appearing capsules of PN
200-110 2.5 mg or 5.0 mg or placebo. Dosage schedule is found n
Table 1. During initial 3 weeks placsbo washout, 211 rec2ived
one capsule bid before breakfast and supper. Those zatiszfying

entry requiremans were—ther—randemized—tor et rvr—drogorprarsts:

PN 200-110 patients received 2.5 mg bid during week 1; this wes
1ncreassed to 5 mg bid and then to 10 mg bid if supine diastclic

blood pressure (SDBFP) was > 30 mm Hg at end of weeks 1 and 2
ré:pﬁgt1vely. If SDBP was < 90 mm Hg, the dose producing this
response was used for the remainder of the study. No further

dose titrat1on was permitted after the third week.

Fatients in the two week extension peried, continued receiving

their randomly assigned drug but, from week 5, the dose was

administered once daily before breakfast. Dosage was adjusted, }
if necessary, at end of week 5 and given for week 6. At no time

could total daily dose exceed 20 mg. On c¢linic day, the morning

dose was not to be taken in order to evaluate the once daily
reqgimen,

Evaluation

Results

 edoneefficacy.analysi sﬁbepause,qt

Patients were =valuated at weekly intervals during the study.
Schedule is shown in Table 2. Plasma renin activity was

_determined at Time 0, _Efficacy was assessed-by change--in vitel——+H—--——"

signs from Time 0 evaluation. During once a day phase, vital
signs were measured 24 hours after last dose. There was a
protocol amendment evaluating ambulatory blood pressure over 24
hours at end of week 6. Only 4 patients participated in this
aspect.

Safety evaluation included physical examinations, cardiopulmonary
evaluations, ECGs, vital signs, laboratory tests, chest x-rays
and adverse reactions. An adjustment was made for those patients
reporting ADRs during both washout and double-blind periods.
These patients were eliminated from frequency count during active
phase. (ls this an acceptable practice 7).

A total of 23 patients entered the study; 11 received placebo and |
12 received active drug.. (How many were. actually enrolled.?) ..,
Data from'8 were determ1néd io be;part1a1ly or. totally invalid

hawad f'glénot.mompﬁeted sthe vepemis
double-blind treatment phase as spec1f1ed in protocol. Thus,
only 9 PN and 6 placebo patients-were considered valid. Reasons
for the exclusion of the 8 invalid patients were:
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Fid 2an-116: AGR 1, unacceptabls concomitant medication 1) patisnt

n=>5 completed study but d1d not teks morning duse at siszit 4§,

Flacebo Completad sty dy bu t 41d not taksz morning dose at vizit 4]

n =& study drug ineff ive.

Totally Invalid:

FN 200-110: .

=D - -

Placebo:

n=2 Nongqualifying BF at Time O, compieted study but non
compliant for weel= 1 and 3 zempleted study but did not
tahe merning dose at Time

There were 11 patients who entered the sxtension protaocol and 3
completed. Of these, 5 recsived active drug.

Demography i
The only statistically significant difference in demographic
characteristics was for body frame for all patients. There were
no other statistical differences either for all patients or for
valid group only. There were 7/12 (58%) males in active group

and 10/11 (91%) in placebo group.

Actives were 83% caucasian

compared to 100% placebo.

Mean age for PN group was 52.8 years

(range 37 - 68) and for placebo 55.9

(range 47 - 69).

Dose SR
The average daily dose by week, is presented in Table &. The
mean daily dose was 4.9 mg at weeh 1, 6.9 mg at week 2, 3.6 mg at
week 3 and 10.1 mg at week 4.

Efficacy

1. Valid Patients

Table 7 summarizes mean changes from baseline in supine and
standing blood pressures and pulse rates for weeks 1, 2, 3 .
and 4 for the 15 valid patients. After week 1, there were .- . L e
statistically significant decreases from baseline in-active B
group for both supine and standing systol1c and diastolic
blood pressures. This was especially seen in SDBP for weeks
2, 3 and 4 and for standing DBP for weeks 3 and 4.
placebo, there was. a stat1staca]1y i
- supine systolic blood pre;surqﬂ,
=t for ‘both groupi“Were ‘1865t
baseline for all blood pressure var1a-




WeehI L& . t nee% 4, there was a ztat z
zignt¥izant differsnce from placebs for SDBEF The mean
crnangs: a3t wesks 3 and 4 from bassiine wers
n= Week 3 Week 4
Supine Systelic PN < -16.3 -24.2
Flacebo 5 -13.90 -10.3
Suping Disstolic, EN 9 — IR » -5
Placebo G ~ 8.3 - 4,7
Standing Systolic PN 3 -13.9 -18.2
Flacebo & -14.9 - 4.3
3tanding Diastolic PN E -10.4 ~10.2
Placebo 2 - 4.9 - 1.7

f1n other blood pressure va;”

The actise group also had a statistically significant
greater increases in supine and standing pulse rates from
bazeline than did placebo at week 3.

Changes in blood pressure and pulse by week for valid
patients are shown graphically in figqures 1 - 6.

Mean change and adjusted mean change from baseline over
plateau period for valid patients are seen in Table 8.
Active group had statistically significantly greater
decreases in supine and standing diastolic pressure compared
to placebo. SDBP (active) decreased by.15.4 mm Hg-at weeks-

3-4 compared to 6.5 mm Hg for placebo. Standing diastolic
decreases were 11.0 mm Hg and 2.3 mm Hg respectively.

There was a mean increase in supine and standing pulse rates
with PN which was statistically significantly different from
placebo.

All Patijents

Tables 9, 10 and 11 present vital signs for all patients.in
the study at weeks 1, 2, 3 and 4. Similar results weré

observed as for valid patients only. Stat1st1ca%}y T
significant between group differences were aschieved for both

e il

N

supine and standing diastolic pressures’ for” ‘wéek&™3 and>4.
The SDBP for PN decreased by 14.1 mm Hg compared 0E3'78‘
Hg for placebo. PN also, tended-to

pulse rate w1th PN (+6.7- bpm) »vaﬁa“
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Takie 13 presents catergorical analysis of SDBP at week 4 for
valid patients. 89% of PN group versus 34% placebo showed &

decrease of at least 10 mm Hg for SDBP from baseline.

Fatients in the once a day extension study continued having
consiztent reductions in their blood pressures compare te placebao
(Tabls 14). Sponsor maintains that these results were clinically
relevant but due to small numbsr of parients only descriptive
statiztics were done. These reductions were not seen at weeh 6
and 1t was felt that blood pressures contrel was not maintained
with a once daily dosage. Thers were no increases in supine or
standing pulse rates. The average daily dose 1n this phase was
11.2 mg.

Three patients, two active and one placsbo, were withdrawn from !
the extensicn phase. One active patient experienced "extra heart

beats" which apparantly increased during week 5 and investigator

withdrew the patient. The second active patient withdrew due to

ADK, edema and tingling of lower extremities. The placebo

patient withdrew due to elevated blood pressure 200/118 mm Hg.

"
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There was a statistically significant difference in the number of

-patients with baselineheart—abrmormalities., ~No PN patient had an
abnormality while 5/11 placebo were noted to have an atrial (S4)

galiop sound. No newly occurring abnormalities were noted in

either group.

ECG results are shown in Table 16. A statistically significant
increase in atrial and ventricular rate was seen with PN at week
3 only {(+ 9.0 bpm). One placebo patient developed a first degree
AV block at week 1. One patient in each group had newly
diagnosed ST-T wavé changes at week 5. Table 18 presents ECG
data for extension trial. - - -

B

» L e

There were no s1gn1f1cant ‘changes in either group for resp1re£ory
rate, body we1ght or_ temperature

Clinical Laboratory Tests

significa
alkaline phosShata
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t
thres patiznts reported an ADR. .c comparss frequenc; of

evere headache and tachycards

eack ADR by freatment. One FN patiznt was withdrawn due t:o

moderately 3 c ia. (What about the

patient withdrawn due to esdema during extension trial 7). Most

frequently reported ADRs with PN were palpitations and headaches.
Discussion

T Were ’4231".".";'32"1‘,’—4-@1 2a-ber—radre oS ‘:FU]JQTTE‘ and

Reviewsr’

hers

tanding diastolic blood pressures with FN than with placebo.
he mean daily dose was 10.3 mg. There were no szerious ADR
epoerted.
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5 Lomments

This single center, small study, presents data showing that PN
200-1110, administered twice dsily,reduces blood pressure
significantly from baseline and more than placebo. It alsc
appears that results are only significant after about 3 weehs.

There are no clinically significant liver function abnormalities
in this small study

No results are presented for the ambulatory blood pressure
recordings.

No mention is made as to how many patients were originally
enrolled and how many were discontinued during the washout
period.
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Single-Blird Dable-alim
Flaceo
Treabeat [Vastout Reriod Extargiot | Extersiors
Gop [Yeds 3,22, Weck 1 ek 2 Week 3 Yesi A Yok 5 Yool §
AN 20-110{one (1) Aicd  [one (1) AN 200- jore (1) AN 200-10  jone (1) AN 20010 " |Same dosage jone (1) to  |one (1) to
M0yt LS e (B | TR Tour () fox (4)
ace cap (bid) a (bid) ac if if dlastolic & 90 BN 2010 | AN 2D-110
diastolic £~ GO 5.0 =g caps | 3.0 mg caps
ore (1) A 20-10 Sane dosage | Orce-a~dey**| OrCs-a-cay*®)
3.0 my cap (bid) sayimen
R ac if diastollc &
>0
ore (1) A 200-110  jore (1) A 2D-10 Sane dosae
5.0mg cap ., 5.0 m ap (big) regimen
{bid) a if ac if diastolic BP
' diastnlic & »%0 <%0
- two (2) AN 23-110 Same dosage
. 5.0 Mg caps (Did) ac | regimen
if dlastolic 8P >0
Total Dsld
Cuse: $.0 g 5-10.0 =g $-20.0 mg 5.20.0my | 520.0mg | 520.0mg
{Placo  fore (1) RD  one (1) AD lone (1) Pcb cap (bid) lone (1) A cap (bid) |Same dosage fone (1) o ore (1) to
cap (bid) cap (bid) = < x repimen four (8) fox (4)
-1 -8 . . Feb cps | Feb caps
poxiaely ppoaged ad once.a-cay**| orce-a-day
titrates to saintain
dabla-blind stidy design

spefore Dreafast ¥d suppes.

sogefore treacact.

fE€leven (11) patists etersd tre dable-blind, two week exterslon, Weds $ od 6. Patients contined to receive the same stny

medication as recelived dring the inltial active trestmat phese bt the full dally dose was adninistered on a oce-a-day regisen.
Dring wesc 5, titration was allowd to schleve the macimm tolerated orTe-3-duy dose as detemminas by tre {rvesticator, No dose
titration was allowss during Wesk 6. The highest allowsble doss was 20.0 mg/cay.
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TRRRE 2
PN 200-110 STUOY ND. 7
SCHEDE OF PATIENT EVALLATIONS

Concomitant Madlcatlion .
(OM) ¢ X X - - X X X X X X X

>

Patiet visits ;

( fctive Trestment Period '
Day 1 cf Weeks - Ohcs-a-0ey

Dittal Iim Twice-a-Oay Extension

visit Placete Pesl €nd of Veeks :

-3 2 ) 0 — 2 2 & 5 6

Barkgtound Informatisn '
(1K, =21 X ” :
-

Aiysicul Exau :
{(PE)* X X
—_IExcluston Checklist . N I 1
(IE)T X :
L]

vital Signs ;
(vs)t X b 4 X X x X X X X X
]

Cardiopulmonary Exam —!
(cP)t X X X X X X !
ECG Evaluation t'
‘ECG) Y X X X X X X X x '
]

"Nest X-Ray ‘l
) x! |
R

H

-

]

Laboratozy Evaluation
(incl. urinalysis, CEC,

blood chea.)

(LAB) T X x2 X X
Caunert.s B )
(CoM)? X b X X X x X X x X

Medication Chack
() X X X X x X X X X

Adserse Reactions
(AR)? X X X X X X X b ¢ X

Enc of Study Information
(ES)* 3 x

e baseline chest X-tsy was taken any time Auring the placebo wastout period. A chest X-ray
obtained within six (6) wonths prior to sntering the trlal served as baseline for the study and
wes not repeated at the iInitial visit provided the X-rsy was nomal and 8 ciinlcal congition

‘_nquxxlm a repest fila had not occurred during this interval.

< shorstory evaluation st Time O included 24 hour urine collection ad plasma sanple for plasme
renin assasy.

3cr won esrly discontiustion fros study. .

1Cas report form identifiers.
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SUMMARY OF AVERAGE DAILY DOSE

TABLE 6

PN 200-110 STUDY RO, 7

OP PN 200-110 BY WEEK

~ Por Valid Patients

Statistic | Week 1 Week 2 Week 3 Week 4
n 9 9 9 9
:F—"EE——_‘ —
Mean 4.9 6.9 9.6 10.1
S.D. 0.35 2.51 4.94 5.78
Median 5.0 5.3 10.0 10.0
Minimum 4.3 3.9 3.8 3.4
Maximum 5.4 10.0 20.0 20.0
_Por All Patients
Statistic | Week 1 | Week 2 | Week 3 | Week 4 |
— n —f 2 {10 -10 10 e
Mean 4.9 7.2 10.6 0.8
S.D. 0.34 2.48 $.57 5.88
Median 5.0 7.0 10.0 10.0
Minimum 4.3 3.9 3.8 3.4
Maximum 5.4 10.0 20.0 20.0
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¢ 20-310 STUDY N0, 7

VITAL SIGNS
MNPLYSIS OF VARLACE
VALIC PATIENTS
daseline Nean Changs From Basellnes At
Treatsent l
variahle Growp N | uean | S.0. veok 1 Veek 2 | week 3 Week A

Supine PN 200-110 | 9 | 160.0 | 21.32 | -13.78% «17.00°* -16.25(*) -28.22¢

Systolie

8.P. (mm Mg) | Placebo 6 |155.7 [ 17.57 | -15.33¢ -15.67¢ -19,00¢* -10.33
Suplne PN 200-110 | 9 | 100.9 | s5.53 =9.67%+ -1a,110es | _13 agees -16,7800,

pDiastolic N
2.P. (mm Hg) | Placebo 6 | 99.3| 5.4 -5.33 -7.00* | -8.33 -4.67
Supine N20110] 9 | 67.6 | 9.04 -1.44 $.00(*) | 10,25 8.2

Pulse Rate N

(beats/ain) | Placebo 6 | 715.8) a9 | -2.% -1.67 Ry -2.50

[ ]

Stending PN220-110| 9 | 157.3 | 20.88 | -13.110 -12.00° -13.88¢ -18.22¢

Svstolic
8.P, (mm Hg) | Placebo 6 J1sr0)21.3a | 8.3 | -w.330 | <1e.000 | 433 .
Standing PN 200-110 | 9 97.3| 7.8 -7.440e 8.00(%) | -10.75%w | -10.72%%=

plastolic (¢) (*)
8.P. (mm Hg) | Placebo 6 | 99.7| 742 | -3.33 -4.33 20 < | -1 4
Standing PN200-110] % | 73.6 | 11.47 0.89 4.00 7.50~ 3.8~

Fulve Rate { (4)
(beats/min) | Placebo 6 | 85.5] 03] -2.00 -5.33 <917 5,50

‘0)p<. 10, *p<.05, **p<.01, *e+pd 001
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( TABLE 8
\. PN 200-110 STUOY NO. 7
VITAL SIGNS
ANALYSIS OF VARIANCE
VALIC PATIENTS
Baseling Plateau Period (Weeks 3-4)
Treatment Adjusted
variable Growp N Mean S.0. Msan Change S.0. Measn Changet
Suplne PN 200110 | 9 | 160.0 | 21.82 | -20.22° 18.77 | -19.08
Systolie
B.P. (sm HQ) Placebo 6 155.7 | 17.57 -14,67(=) 14.73 -16.37
Supine PN 200-110 | 9 | 100.1 | 5.53 | -15.840e8 3.88 | <15.32e—
Diastoiic . .
B.P. (m» Hg) Placebo 6 99.3 | s.e7 | -6.500 J .13 -6.59%-]
' Supine PN 200-110 | 9 67.6 | 9.04 6,670 6.76
Pulse Rate
(beats/min) Placebo I3 715.8 | a.79 | -s.33 - 9.21
Standing PN 200-110 | 9 | 157.3 | 20.88 | -15.72¢ 15.50 | -1a.27
Systolic
8.P. (mm Hg) Placebo [ 151.0 | 21.38 -9.17 12.22 -11.34
. -{ - - - — —— - - - — T T - T
Standing PN 200-110 | 9 97.3 ) 7.28 | -11.00%0— 6.82 | -11.61~
dlastolfc ‘ .
3.P. (ma HQ) Placebo 6 99.7 | 7.42 -2.83 7.03 1. 92w
Standing PN 200-310 | 9 73.6 | 11.47 4,83 10.21 2.77
Pulse Rate $
(beats/ain) Placebo 6 8s.s | 10.a3 <7.33(e)—] 8.47 ~8.24
| (*)p<.10, *p<.05, **p<,.01, ***p¢,001

tPresented only when analysis of covariance assumptions were met.
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TABLE 9

PN 200-110 STUGY NG, 7

VITAL SIGNS
ANALYSLIS OF VARIANCE
ALL PATIENTS
Baseline Week 1
Treatasent Adjusted
variable Grouwp N Mean S.0. Mesn Change $.0. Moan Changet
Supine PN 200-110 12 160.3 | 23.48 -9.67¢ 14.44 -10.17
Systolic
5.P. (mm NHg) Placebo n 164.5 | 19.39 -10.91* 15.16 -10.36
Supine PN 200-110 12 99.8 5.13 <7.67% 6.61% -7 .97
Diastolic
B.P. {om Hg) Placebo n 100.5 6.3) -4.36 9.03 -4.08
Supine PN 200-110 12 66.3 8.12 -1.7% 4,48 2o Fomm
Pulse Rate (J)
(beats/min) Placebo 1" 71.0 | 7.29 1.73 11.01 3,02~
Standing PN 200-110 12 156.1 21.69 -7.58 15.13 -8.83
Systolic
8.P. (ma Hg) Placebo 11 | 163.5 | 22.47 -9.00* LS N B
Standing PN 200-110 12 97.8 7.36 -4.58(*) 8.29 -5.41
Dlastollc
8.P. (mm Hg} Placebo 11 102.0 6.76 -4.09(e) 6.20 -3.1%
Standing PN 200-110 12 72.4 10.18 -0.33 6.51
Puise Rate
(beats/ain) Placebo 11 76.8 | 12.85 4.09 10.07

(*)p<.10, *pc.0S,

**p<.01, *#9p<.00)

tPresented only when analysis of covariance assumptions were met.
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TABLE 10

PN 200-110 STUDY NJ. 7

VITAL SIONS
ANALYSIS OF YARTVANCE
AL:. PATIENTS
Baseline Yeek 2
Treatment Adjusted
Variable Group [ ] Mean S.D. Mean Change S$.0. Mean Changet
tuplne PN 200-110 | 10 158.0 | 21.52 -16.50* 18.2% -18.20
Systolic
8.P, (mm Hg) Placedo n 164.5 | 19,39 -10.36(¢) 17.5% -8.82
Supine PN 200-110 | 10 99.6 $.46 -12.80%%8_ _, 6.32 13, 13—
Diastolic } o
8.P, (mm Hg) Placebo 1 | wo.s| 6.33 -2,55(0) 7.22 -t ) 25—
4
]
Supine PN 200-110 { 10 67.4 8.54 5.50* 6.40 4.64
Pulse Rate
(beats/ain) Placebo 1 71.0 7.29 2.55 9.60 3.32
Standing PN 200-110 | 10 154.8 | 21.25 «11.60° 14.46 -12.85
Systolic )
8.P. (mm Hg) Placebo 1n 163.5 | 22,47 -9.91(*) 14.78 -8.41,
Standing PN 200-110 | 10 96.6 7.25 =7.00(*) 11.82 9.2
Diastolic (¢)
8.P. (mm Hg) Flacebo 1 102.0 | 6.75 -4.82¢ 5.91 | -2.8%d
Standing PN 200-110 | 10 73.0 | 10,95 5.20 . 9.9a 8.1%
Pulse Rate
(beats/ain) Placebo 1" 7¢.8 | 12.8% -0.09 5.84 0.87

4

(*)p<.10, *p<.0S,

2#p¢.01, **ep<,.CO1

tPresanted only shen analy.is of covariance assumptions were met.
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TASLE 1t

PN 200-110 STUOY NO. 7

{(*)p<. 10, *Sn.05, **D<.0Y, =*op<.001

tPresented only when analyzis of covarlance assumptiocns were aet.

rePatient No. 132 aissing ¥Week 3 Tata, Mowever, his Week 4 svaluatlion was Included la s

anslysis.
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VITAL SIGWKS
ANALYSIS OF VARIANCE 1
AL PRYIENTS ‘
Saseline ! Platesu Period (Weeks 3-4)
‘
Treatment Adjusted :
varisble Group n | wean | s.0. Mean Chunge - { 5.0, | Meen Changet M
Suptne PN 200-110 | 10t} 158.0 | 21,52 | -18.8use 16.26. 19859 :
3ystolic .
€.£. (am W) Placedo ] 161.3 i5.65 -12.78° 14.91 -11.90
Sugine PN J00-~110 Ictr{ 99.s 5.38 «ta. 10000 5.61
Ciastolic .
| 6.p. (wm ¥g) | Placedo 9 }100.2} s.78 -3.78 —1 6.42
Supine PN 2C0-110 10ty 67.4 8.54 6.70% 6.3?
Pulse Rate
{beats/alin) Placevo 9 71.% 7.25 0.33 11.448 )
Stwnding PN 2006-110 10te{ 154.8 21.2% ~13 75 15.€2 «14.61%
Systolic
8.P. (mm Hg) rlacedo b 4 158.3 P B 1,11 11.87 -10.18
—_ - — - -4 .
Standing PN 200-110 | 10ttt 96.6 7.2 ~9.8000— 8.18 «10.68—
Diastolic 4 ol
| 3:°+ (ma ng) | Placedo 9 | :00.9] s.8 -2.67 —d 6.00 | V.26
Stenging PN 200.110 10ttt 73.0 10.93% 5.20 9.720 3.70
fPulse Rate
cbeats, ain) lacebdo ) 78.% 13.01 -2.23 10.09% -0.67




L TARLE 12
W Z200-110 STUY WD, 7

VITAL SIGNS - ENOPQINT OF ENTIR. SMUOY PERICD

AL PATIENT"
Baseline Endpaint
Treatasnt No. of Adjustes
vVariable Growp Patients | Nean S.0. Moan Change $.0. | Mean Chwenget | ven | S.0.
Supine PN 200-110 12 160.3 | 23.48 -18,50¢ 20.18 1a1.8 | 23.10
Systoldc
£.3, (m ) Placedo n 16a.5 | 19.39 «5.5 19.45 1281 ] 22,73
Suplne PN 200-110 2 $9.8 | s.1 “13.2%%. ! 8.4. 86.7 ] 9.0
Slastolle b
8.P. (mn %) Placebo n we.s | 6.3 - -] 9.5t 99.1 | 10.56
‘ne PN 200-110 2 6.3 1 8. 3.3 7.48 6.7 | v
.se Rate
(per min.) Placedo 1" .ol 7.2 3.5 10.79 4.8 | 6.38
Standing PN 200-110 12 156.1 | 21.69 -12.4¢ 9.1 -13.8 3.7 | 16.00
Systolic !
2P, (mm HQ) Placebo n 163.5 | 22.47 <7.9(*) 13,93 4.4 155.6 | 2.9
Standing PN 200-110 12 .8l 2.3 ~7.)* 9.32| 40— | 05| 8.00
_.astaltc - e :
8.7, (m1 HQ) Placebo 1" 02.0 | 6.75 -1.5 9.05 Dbmd | 100.5| 9.9
Sianalng PN 200-110 12 72,4 | .8 3.0 8.4 2.0 75.4 | 10.%
Pulse Rate
{gez aln.) Placebo " 76.8 | 12.85 6.3 10.58 1.4 7.1| 8.04

(.)p(!‘o. .p\.oa’. "“vc,' “’p(um'

tPresentec when Fnalysls of covariance assumptions are met,

7
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CATRGORICAL ANALYSIS OF SUPYNE DIASTOLIC B."

VALID PATIENTS ~ CHANGE Pusdt NASELTNE

PN 200-110 STUDY WO. 7

TARLE 13

AT WEEK 4

QHH HG)

Response Categoried

210 mam Hg Decreasc

e a——

.

£-<10 qq <5 mm Hq
Treatment No. of ' <85 mm Hg >85 mm Hg Uecrea Decrease
Gzoup Patients - |
; N (%) N (%) N (%) [ N (%) '
l‘ vem wonns ._1
PN 200-110 9 7 (78) 1 (1) : 0 (0) 11) }
| J
rv - .
Placebo € ¥ (17) 1 (17) i 1 (17 ; (%0) '
| ‘

]

Pearson Chi-Squar: = 6.146

D.F’ = 3

p = 0.105

» oy

t1 IVl

. i'LLJ



[ABLE 1A
PN 200-110 STUOY NO. 7

OESCRIPTIVE STATISTICS FOR BLOOD PPESSURE AND RLSE

TWO-WEEX EXTENSION PERI(D

varisbls veek 5 Yeek 6

(> 24 hours Treatasnt Baselineg Mesn Baseline Mean
after last dose) Growp Hean S.0. | Cwnge | S.0. Memn S.0. | Ownge | S.0.
Supine PN 20010 156.3 23.7Y {-20.25 (27.12 158.4 27.82 4.00 (26.68
Systolic 8.P.

Swine PN 200-110 103. 1 6§.28 {-16.71 14,08 101.2 7.6 | -3.20 |11.63

lastolic 8.P.

{m ) Placebo 101.5 s.9:? 5.00 |[13,12 $8.7 2.3% 0.67 }10.07
Suoine Puise PN 200-110 66.3 10.11 | <0.29 8.9 85.2 11.99 | <0.60 [10.81
(per min)

' leu:ebo 72.% 8.35 | -3.25 |i1.8 75.7 6.6 | -8.67 [15.31
Stwnding AN 200-1% 156.9 25.05 [-18.86 |[23.%m 163.2 2.93 | -1.50 }'9.46
Systollic 8.P,

(m Mg) Placedo 156.3 27.91 | «9.75 13.38 151.3 29.6% | -2.67 [13,01
tanding PN 20-110 7.4 7.37 [-w.00 (17,36 100.0 .21 | -1 0 N, 97

Din:ol,tc BIP. - - - T T o T - B o
(ma Hg) Placedo 100.0 8.33 3.50 5.00 96.7 6.1 | -2,00 |[16.%37

Standing PN 200-110 70.6 11.75 1.14 6.67 9.4 13.63 | -1.80 |5, 21

Polse

(per mfin) Placebo 80.5 20.2* | <0.%0 |13.82 as.3 21.73 | -7.67 |[30.35
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TABLL 15
l [}
; PN 200110 STUDY ND., 7
I
ErG EVALUATION
ANALYALS OF VARIANC™
!
Completers Only
frvfolint - A)! Patients
. Maan Change Froms Baseline Al
Varisble Treatasnt ] Baseline S.0. Yeelc 1 | Veek 2 Week 3 Week A | Weelks 1-4 | S.0. | N | Baselin= | S.0. Mean S.0.
Group Mean { Mean Channe
Atrial Rate FN 200-110 9 70.8 .92 3.C 2.1 9.0% 0 5.6 4.9(*) 7.45 | 128 68.7 7.9 4.6 11.94
(per atn) !
Placebo 9 71.8 8.32 -0.1 1.7 0.3 3.2 1 9.51 | 1 71.0 1.72 3.1 12.01
. - .
ventrl’ ular PN 200-110 9 7.8 .92 3.0 2.1 9.0%8.. 5.6 4.9(*) 7.45 | 12] €8.7 7.95 1 4.6 11.94
Rate (per ain) i
Placebo 9 71.8 8.32 | -0.1 1.7 -0.3 -l 3.2 1.1 9.5t | 11| 71.0 7.72 3.1 12.01
PR Intervrl PN 200-110 9 0. 163 0.014 | -0.003 | 0.001 0.000 -0.001% «-0.001 0.007} 12 0.172 0.01%| -0.002 | 0.01!
(sec) ‘
Placebo 9 0.174 0.017 { -0.003 { 0.004 -0.012¢ ~0.007 -0.004 0.0121 n 0.172 0.016] -0.005 0.010‘
QRS Ouratlon | PN 200-110 9 0.081 | 0.003 | 0.002 -o.om-‘ 0.002 0.001 0.001 0.005| 12} 0.082 | 0.00s) 0.0™ ] 0.007
(sec) | *) |
Placebo 4 0.088 0.019 { -0,001 0.(1]2-' 0.003(¢)| -0.002 0.001 0.002| 11 0.986 0.017{ -0,00! | 0.008
Q7 Interval PN 200-110 9 0.39%8 0.025 | -0.007 }-0.009 -0.M20 -0.008 -N. 01 0.025( 12 0.798 0.022{ -0.0G% | 0.027
(sec)
Placebo 9 0.387 | 0.0V? 0.00” |-0.004 0.0u -0.004 -0.001 6.0 1 0.387 | 0.016{ -2,004 | 0.027
bony
C7)p<. 10, <05, **pc.01, *%%pC 00} 1
™D .
(de] .

91 319V1




TABLE 18
PN 200-110 STUOY NG, 7
ECC CVALLATION

DESCRIPTIVE ¢ TATISIICS FUR TWO-WEEK
EXTENSION PERICC (Q0 UOSING)

| Woek 5 Yook § X
Treatmant Bassline boemy 1 Naseline Mean |
varisble Growp N Hean SO. [Ownge | S.0. | N Mean S.0. | Cwnge | S.0.
asrizl ate PN DO=-110 | 7 68.1 s.26 | 3.3 13.23] 5 66.4 4.9 | 5.8 9.01
tone ain)
Placedo HEE 70.% 12.% | 3.5 15.84 3 69.0 14,93 | £.0 19.98
Ventricular PN 20-%10 { 7 68.1% s.2al 3.3 his.stos 66.4 8,98 | .5.8 | 3.01
fate (per min)
Placebo A 70.5 12.5% | 0.5 15.84 | 3 690 |w. 31! .s.0 |19.98
*R interval (PN 20-110 | 7 0.164 | 0.016{ -0.n0s | 3.011{ 5 0.166 | 0.0t9{ :-.002 { 0.018
{sec)
Placebo a 0.170 | g.020} 0.002 | 0.005] 3 o.160 | 0.000f :. 0.00C
QRS puration PN D0-110 | 7 0.085 | o.00{ -0.003 | 0.010{ 0.086 | 0.009f -C.004 | 0.011
(sec)
Placebo 8 0.090 | 0.020| o0.003 | 2.005] 3 0.093 | 0.023| c.o000 | 0.000
QeT Interval [PN-200-110 | 7 -}- - 0,403 | 0,023 -0.077 { 0.025| 5 0.200 | 6.028} -3.010 | C.0%
(se2)
Placebo Ty 0.385 | 0.019{ v.00% | 0.010) 3 0.380 | 0.020f 0©.000 | 0.000

nRRO




TABLE 21

PN 200-110 STuDY NO, ?

LAB OATA -~ HEMATOLOGY

ANALYSI; OF CHANGES FROM BASCLINE (WEEX O) TO WEEK &

variable Treataent No. of Baseline Megan Change at

(Normal Range) Group Patients** Mean s.D. veek 4°* S.0.
Hemoglobin PN 200-110 10 14.9 1.47 0.62+ 0.73

gr/dl

{12-18) Placeb) 9 15.3 6.82 0.54(") Q.72
Hematccrit PN 200-1i0 10 4s.8 4.8, 1.80(*) 2.70

3

(37-52) Placebo 9 45.8 3.15 1.89%» 1.62
wBC x 163 °N 200-110 10 6.2 1.74 0.25 1.18

cu.mm

(4.0-11.0; Placebo 9 7.2 2.1 0.36 2.31
Neutraphlils PN 200-110 10 59.2 8.42 -1.30 7.36

4

(a0-75) Placebo 9 61.6 4.88 1.44 7.44
Lymphgecytes PN 200-110 10 32.4 7.56 1.20 6.94

%

(15-45) Placebo 9 29.8 4.24 0.1 6.68
Monocytes PN 200-110 10 _! a7 | 0.82 - =0.40 - - 17—

} 9 [ ]

(0-10) Placebo 9 4.2 1.86 -0.23 1.41
Eusinophils PN 200-110 10 2.5 1.18 0.10 1.29

X

{0-5) Placebo 9 2.7 1.12 ~-0.44 1.28
Basophlls PN 200-110 10 1.2 1.75 -0.20 1.87

4

0-1) Placebo 9 0.9 n.78 -0.22 0.83

(*)2¢0.10, *p<.0%, *%p<.C1, *9pC.0Ut

tPatient #10? (PN 200-110) svaluatad at
a8t Veek 2 (discontinuing pastients).

X 1 and Patlient #1116 (placebo) evaluated

oofour patients did not hlv-'final svaluations,
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TABLE 22
PN 200-110 STUOY NG. 7
LAB DATA - URLIN"LYSIS

ANALYSIS OF CHANGES FROM BASCLINE (WEEK 0) YO WEEK &

Variable ! Treataent No. of Baseline Mean Chaage at
(Normal Range) Group Patients Mean S$.0. Yeek 4°¢ S.0.
Specific PN 200110 13 1.017 0.005- 0.302 0.009%

Gravity
L0031 035 )P lacebo ' 7 T.020 U.u07/ -0.0G1 0.03)9
pH PN 200-110 10 5.2 0.3 0.1% 0.47
(5.0-6.0)
Placebo 9 5.2 0.44 .17 0.79

(*}p<d.10, *p<.05, **p<.Q1, **#p< 001

+patient #1071 evaluated at weck 1 and Patleat #3116 evaluated at Week 2.

1]
~
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TABLE 23

PN 200-110 STUDY NO. 7

LAB DATA - CHEMISTRY

ANALYSIS OF CHANGES FROM BASELINE (WEEK O) T2 ¥EEK 4

*Patient 2101 evaluated at week 1 and Patlient #1166 evaluated at veek 2.

l variable freatment No. of | Baseline ! Mesn Change at |
(Normsl Range) Group Patients Mean S.D. Yeek A* $.D.
Calctium PN 200-110 10 9.9 0.41 0.10 0.42

ag/dl
(8.5-13.2) Placebo 9 9.8 0.3 0.09 0.33
Inorganic PN 200-110 10 3.8 0.29 -0. 11 0.46
Pnhecsphorus
——e | —mgAdt———Placevo 9 b L 22 2 =U.03 0.5a
(205.‘-5)
BUN PN 200-110 10 16.a 3.37 0.60 3.53
mg/dl
(7-26) Placebo 9 14.0 3.486 0.22 3.58
Uric Acid PN 200-110 10 6.6 1.28 «C.37 - 0.91
ng/dl (1)
(2.0-9.0) Placebo 9 6.2 1.98 0.62 — 1,27
Glucose PN 200-:10 10 123.a 64.30 -1.70 5.98
mg/dl
(60-115) Placebo 9 120.3 47.98 ~5.56 18.58
Total Proteln PN 200-130 10 7.2 0.30 0.07 0.39
gm/dl
(6.0-8.5) Placebo 9 7.3 0.36 0.21 9.}5
Albumin PN 200-110 10 4.4 0.23 0.03 0.26
gm/dl
+\3.0-5.5) Placebo 9 4.3 0.36 0.09 0.26
Total PN 200~110 10 0.7 0.26 ~0.048 0.1)
Bilirubin
mg/yl Plicebo 9. 0.5 0.20 .00 0.192
(0.1-1,2)
Cholesterol PN 200-110 10 195.2 23.33 6.10 20. 91
mg/dl
P (150-300) Placeb. 9 235.9 37.73 9.22¢ 9.69
(*)p<0.10, *p<.03, **p<,01, ***p<.001 0633




TABLE 23 (Continued)

PN 200-110 STUOY NO.

LAB DATA - CHEMISTRY

7

ANALYSIS OF CHANGES FROM BASELINE (WEEK 0) TO WEEK &

variable Treataent to. of Baseline Kean Change at
(Norsal Rauge) Group Patients Hean S.D. Yeek A* S.D.
Alkallne PN 200-110 10 79.4 25.11 «1,70 - .69
Phecsphatase {
units Placebo 9 79.3 17.27 9.22+ 11.°6
(20-125)
LOH PN 200 110 10 202.6 36.86 7.00 26.31%
units
(75-250) Placebo 9 174.9 22.72 11,56 18.46
SGoTr PN 20t =110 10 23.0 10.92 2.80 7.18
uUnits
{Q-30) Placebo 9 21.8 9.53 -1.484 §.54
SCPTY PN 200-110 10 41.1 50.08 3.10 1
Units
(0-50) Placebo 9 28.3 18.19 -2.22
Sodium SN 200-110 10 141.2 2.25 1.40 2.68
mEq/l
(135-148) Placebo 9 141.8 3.23 -1.00 3.39
Potassium PN 200-110 10 4.4 0,30 ) «0.12 0.37
——mEqs/l T o - 1
(3.5-5.5) Placebo 9 3.3 0.23 0.07 0.38
Chloride PN 200-110 10 104.6 2.50 -0.30 2.1%
mEg/)
(94-108) Placebo 9 103.°9 2.62 «0.48 1.82
Creatinine PN 200-110 10 1.0 0.13 -0.01% 0.99
eq/dl
(0.5-1.3) Placebo 9 1.1 0.2 -0.01 0.16

(*)p<0.10, *p<.05, *=pl.01, **opK. 001

*patient 9101 evaluated at ¥eek 1 and Patient #1116 evaluated at Week 2,
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DESCRIPTIVE STATISTICS FOR TeC-2EEK

TABLE 24

PN 200-310 STUDY #0. 7

LAB OATA - HEMATOLOGY

EXTENSION PERICO (QD DOSING)

|
i

Variable Treatament No. of Baseline Mean Change ct
(Normal Range) Group Patlients Mean s$.0. Yeek 6°* S.0.
Hemoglobin PN 200-110 7 15.4 1.1 0.17 0.59
—~——ghi4L -

(12-13 Flacebo 4 15.4 1.25% 0.73 0.968
Hemztocrit PN 200-110 7 46.1 3.34 1.14 2.04
i

(37-52) Placebo 4 46.3 4,72 1.25 4.50
wBs x 103 PN 200-110 7 6.1 1.77 0.0?7 0.50

cu.mm

{ (4.0-11.,Nn) Placebo 4 8.2 2.69 0.03 2.00
Neutrophlils PN 200-110 7 6.7 8.60 -2.00 6.58

X

(40-78%) Placebo 4 64.8 3.78 -0.50 9.82
Lymphocytss PN 200-110 ? 3. 8.07 1.17 5.25%

%

(15-45) Placebdo 4 26 .8 3.10 2.25 10.31
- - ————— [ - _ - -
Monocytes PN 200-11C 7 4.6 c.98 -0.43 1.51
(0-10) Placebo 4 4.0 1.83 -0.%0 1.29
Eosinophils PN 200-~-110 7 2.4 1.5 1.14 1.77

L 4
(0-5) Placebu a 2.3 1.73 -0.7% 1.7
Basophils PN 200-110 7 1.8 1.99 «-0.43 2.07

1

ri (0-1) PIICQDO ‘ 0-8 0.96 0-00 0.52

“patient Nos. 114,

117 and 12C egvalusted at week 3.
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DEISCRIPTIVE STATISTICS FOR TWG-WEEX

TABLE 25

PN 200-110 STUDY NO, 7

LAB DATA - URINALYSIS

EXTENSION PERIOD {QD DOSING)

varlsble Trestsent No. of Baseline Mean Change at
(Noxrmal Range) Graoup Patlients MHean S.0. Yeek §°* S.0.
Specific PN 200-110 ? 1.019 0.007 0.004 0.019
‘ Gravity
(1.001-1.035) | Placedo s 1.018 0.008 -0.002 0.00s
pH PN 200-110 ? 5.0 .00 0.1 Q.38
(5.0-600)
Placebo 4 5.0 0.00 0.50 1.00

-,

*patient Nos.

114, 117 and 12y evaluated at week 5.
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TABLE 26

PN 200-110 STUDY NO. 7

LAB DATA - CHEMISTRY
BESCRIPTIVE STATISTICS FOR TWO-WEEN

EXTENSIUN PERIOD (9D DOSING)

: variable Treatment Ho. Basaline | sesn Change at |
(Noreal Range) Group Patlients Mean S.D. Week 6°* $.0. i
Calcliunm PN 200-110 7 9.8 0.56 0.04 0.2¢6

mg/dl
(8.5-11.0) Placebo 4 9.8 0.48 0.15 0.62
Incrganice PN 200-110 ? 3.5 0.30 9.24 0.6a
PRosphorus
ag/dl Placevbo A 3.6 0.24 -0.35 0.a7
(2.2-3.5) .
BUN PN 200-110 7 16.1 3.63 -0.14 2.6
mg/dl
(7-2¢) Placebo A 12.5% 4.44 -0.25 2.97
‘ uric acia PN 200-110 ? 6.2 1.33 -0.14 0.9
mg/dl
(z.0-9.0) Placebo A 6.7 2.4 .48 1,25
Glucose PN 200-110 7 Mg S | 78.48 ~10.86 27.05
mg/dl
(60-115) Placebo 4 116.8 35.73 «21.00 28.13
Total Protein PN 200-110 7 7.1 0.44 «0.16 0.56
gn/dl i N ) 7 o
16.0-8.3) Placebo T8 7.2 0.30 0.08 0.33
Albumin PN 200-13%0 7 4.3 g.33 Q.00 0.2%
gm/dl
{3.0-5.5) Placebo 8 4.3 0.a6 c.10 0.36
Total PN 200-110 7 0.7 0.26 -0.09 Q.16
Bilirubin
mg/dl Placebo 4 0.5 0.0¢8 0.83 0.06
(0.1-1.2)
Cholesterol PN 200-110 7 196.7 22,29 -9.57 19.85
mg/ol
[, (150~300) Placabo 4 220.8 37.70 16.50 16.90
*Patient Nos, 114, 117 and 120 evaluated at veek 5.

0637




TABLE 26 (Continued)
PN 200-110Q STUDY NC. 7
LAB DATA - CHENISTRY

DESCRIPTIVE STATISTICS FOR Tw0-WEEK
EXTENSJON PERIOD (QD DOSING)

Treatsent

-—

variable No. of Baseline Mean Change at '
(Norsal Range) Group Patients Mean S.D. veek 6% 5.0,
Alkaline PN 200-110 7 0.3 19.19 -4.14 $.97
Phosphatase
——units Placebo 4 F2+3 ~H45 P50 | Pes-2
(20-125)
LOH PN 200-110 7 203.4 35.48 -8.71 21.682
units
(75-250) Placebe 4 184.8 26.24 -12.25 22.41
sSGor PN 200-110 7 22.9 12.8¢% J3.57 s, 89
unite
{0-50) Placebo 4 19.3 12.04 -6.00 7.26
]
SGPT PN 200-110 7 47.3 59.34 3.71 15.03
Units
{0-50) Placebo 4 21.0 11.75 4,75 12.42
Sodium PN 200-110 7 140.7 2.43 1.43 1.27
mEg/l
(135-148) Placebo 4 151.3 2.50 1.00 4,08
Potrssiuym PN 200-110 7 8.4 0.29 0.07 0.38
u.Eq/l
(3.5-5.5) Placebo 4 4.3 0.3} 0.20 0.90
Chloride PN 200-110 7 105.4 2.30 0.00 3.70
mEq/l
(94=-108) Placsbo 'Y 105.0 1.63 ~2.00 2.0
Creatinine PN 200-110 1.0 0.15 -0.03 0.08
mg/dl
(C.5=1.5) Placebo 'Y 1.0 0.29 0.03 0.17
*patient Nos. 114, 117 and 120 evaluated at Week 5.
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TABLE 27

PN 20L.-110 STUDY NO. 7

kd

I\

.
ridediod i i b

'
AL

. LABORATORY DATA = NEWLY ODCCURRING ASNCRMALITISSR "
i Couble-8ling Abnormal
Trestaent Variable Patient ¥ashout Perioc Perlod Kigh (H)
Group {Noraal Range) Number : or
VYeek -3 |Time 0 (VWeek &4 | Veek 6 Low (L)
Hemaltology
PN 200-110 | Easinophils (%) 114 1 2 1 gﬁ v)
{0-5)
————48C X103 TU W 120 w0 ¢ VS T gy |  py o T
(4=-11)
Basophils (%) 120 N.D. 2 1 R
(0-2) 122 2 ! 2 2 H
Placebo Platelel Est. 117 Ncrmal Normal [Normal |Decreased L
(Normal) ——
1
Urinelysis R
PN 200-110 Specific 122 1.033 1.029% 1,040 1.046 L}
Gravity -
(1.001-1.033)
WBC/HPF (0-1) 122 0 1=3 26-50 0 H
Placebo pH (5-6) " s 5 ' 7 H
RBC/MPF (0-1) 119 1-5 0 1-5 628 H
Cheaistry
———1 PN-200-110 | LDM (62-2%50) - 108 200 | 261 303 N.0. ] wo
SGPT (0-53) 101 29 30 61¢ N.D. H
118 22 26 | 44,62 54 TH
Placedo uric Acid 13 7.7 10.0 13.5 12.3 nf
(2.0-9.0)

Sgefined as all pre-dose evaluations being normal and at least one abnormal post-dose
svaluation based on sdjusted normal limits or an abnormal baselins svaluation that
worssned by at least 135%.

Normal ranges pressnisd here encompsss all ranges used in this study. It shoulc be
noted however that the labotatory perforaing these assays changed the normal ranges as
of Oct., 17, 1983, In addition, patient 122 went to a separate laborstory for his vweek

-—- -=} gvaluation and so had a different refsrence nocmal range for this time point. The

exact normal range specific to ecach paticnt's svalutions were used in determining newly-

acturring abnormalities,

Cpatient 114°'s final evalustion performed at week S.

Patient 101's final evaluation performed at wesk 1. .

N.D. denotes svaluation not dons. ' ) B

Sunderlined values denote an abnormality,

fAbnormal st baseline and worsening by st least 15%.

: . 063
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TABLE 31
PN 200-110 STUOY NO. 7

ADVERSE REACTION LISTING

Week and Severity of |
Treataent Patiant Adverses Ksactiaon First Last Yorst .
Group Numbert Occurrance 0ccurrencet | Dccurrencett -
PN 200-110 | 101ttt Headache 1 - Moderate p
Techycardia 1 « Moderate -
105 Headache -2 - MWild 0 - Mild
81— Fatigue————— =g2—=—Mitd—1-0—=Nild -
1Attty Ringing in ear -2 - Mild 5 - Moderate| 3 . Moderste
Palpitations -2 - Mild 5 - Severe
118 Lightheaded 1 - Mild .
Thumping in chest 2 - Moderaste | 6 -~ Milg
Flushing f face 2 - Mild 6 - Mild
Headache 3 - Mild € - Mild
. 120ttt Edema; l.gs, ankles 5 ~ Moderate
i Tingling; extremities |S - Moderates
123 Headache 4 - Mild
3 L 21 3 12 3 2 ] SSS3uSTlcRSARENS
Placebo 104 Diarrhea 4 - Moderate
107 Skin pain -2 - Mild 3 - Mild
_ ) 111 8lurring of visien 2 - Wild
113 Rash, erythems -2 - Mila .| 0 - Mllg -1 - Moderate
— Headachse --—~10 - Moderate | 6§ - Mild - -
Burning/sching eyas 2 - Mild
Edema under eye 2 - Mild -
Upper respiratory
infection S . Mild
119 Sore Throat 3 - Mild
121 Diziiness -2 - Miid
Staph infection, thumd |-2 - Mild

tPresanted only {f there were multiple occurrences.

ttPresented only 1if different from informstion recorded under first

**t0iscontinued after Week 1 because Of sdverse reaction,
iscontinued after Week 5 decause of sdverss resctions,

or last occurrence.




TABLE 32

PN 200-110 STUDY NO. 7

COMPAPATIVE PREQUENCY OF PATIENTS

REPORTING NEWLY-OCCURRING
ADVERSE RBACTIONS

(APTER ADJUSTING FOR ADVERSE REACTIONS
REPORTED DURING THE PLACEBO WASHOUT PERIOD)

sl L sl

5o

td.

Wil

PN 200-110 Placebo
Adverse Reaction (N = 12) (N = 11) .
Niscellaneous —===_r- -
Eyes, Burning 0 1
Cardiovascular -
Edema 1 1
Palpitations 2 0
Tachycardia 1 0
Gastrointestinal
Diarrhea 0 1
Central Nervous Systen
Dizziness 1 0
Headache 3 0 .
Tinnitus 1 0 N
Autonomic Nervous Systenm
iushing 1 0
Tingliny 1 0
Visual Disturbance 0 1
Number of Patients - :
Reporting at Least S/12 3/11
One Newly-Occurring
_Adverse Reaction




Figure 1

teatridi o -“WLJ&III

P

PN 200-110 STUDY If’?

Supine Systolic B

Change from Baseline — Valid Patients

0 :
—5—
P o S
(@)
T
£
\./ 10
a.
cn
Q0
o
T
)
- Q@
L
Q.
‘3 -
~20- Treatmer
A PLACEBO
% X PN 200-11C
x - . —
"25 1
f 0 1 2 3 4
) Study Week
0642

an_nNN=ecn



Figure 2
PN 200-110 STUDY #7

Supine Diastolic BP
Change from Baseline ~ Valid Patients
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Figure 3
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Figure 4

PN 200-110 STUDY #7
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Figure 5

PN 200—-110 STUDY #7
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Figure 6
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W

The Evaluation of the Safety and Efficacy of Sandoz PN 200-110
Administered Orally in Ascending Doses for the Treatment of
Hypertension

Investigato

Jerry Mitchell, M.D. and Edward B. Nelzon, M.D.
Dept of Cardiolegy
The Methodist Hospital

FH32 Fondren-Brown Building
5535 Fannin St
Houston, Tx 77030

Ob jective
To determine the blood pressure lowering =ffect of PN 2Z00G-110
administered according to a ficed dosing zchedule, compared with
placebo in twenty four outpatients with hypertension.

Desqan
This was a randomiced, double-blind, parallel group, placebo
controlled study.

Fopulation

Patients of either sex, over the age of 18 years, with benign
essential hypertension were selected for the study. For the
double-blind period, patients had to have a supine diastolic
blood pressure (SDBP) of > 95 mm Hg on two consecutive visits
during the initial three week washout period. There was te be no
manifestation of a decreasing trend in blood pressure during the
washout period. The average.SDBP for each evaluation day could
not be less than that of the previous evaluépion day and the Time

TTT T 7770 SDBP could not have decreased by more than 10 mm Hg compared to

first evaluation day. Patients were to be evaluated before 11.00
a.m. each visit day.

Exclusion criteria included non benign essential hypertension,

SDBP > 114 mm Hg on two occassions, history of alcoholism, drug
abuse, cerebral insufficiency, anglna pector:s (except.stable, ..
al angina controlled
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mg or placebo.

During the first 6 weehs

caps

of

the

es of FN
study,

2.5 or

ul

medication was administered twice daily, before breahfast and
Morning dose was to be taken Z-2 heurs before visit.

supper.

. .
it fﬂg

automatically

for week 3.

rrst—week

PETTeRtS receivead
inc sed to 5 mg bid for w

If 1nv

-
[
NS

Domg
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©id. Dose was
and to 10 mg bid

estigator felt that the patient could not
tolerate 20 mg per day, dose was not titrated at wesh
the two weeh extension pericd, patients

3 During

continued with their

medication but the total darly dose wasz now administered on:ze

daily before breakfast.
could not exceed 20 mg daily.

Dose could be adjusted at wesk 4, but
On the day of clinic

visit, dose

was not taken until after blood pressures had been recorded.

Evaiuations

Patients were seen at weekly intervals during the study with

evaluation schedule being shown 1in Table Z.

ult

44
[

S

A total of 24 patients entered the double blind phase of the

study and all completed the bid portion of the protocel.
many were initially enrolled ?)
totally valid for efficacy evaluation and two were invalid.
of the latter did not take morning dose at week 0,
did not“take morning dose at week 1.
4__Lwo_week;exxension-periodTwen4y—3—fceeﬂved-FNvand—no—ﬂnfeTen¢Eff
tests were done due to small number of patients. ‘

There were 12 patients in each group.
2.3 years (range 44
(range 28 - ©7).
8 wh1te and 4 black;

Seven" pat1ents entered the

Twenty two were considered

i
{How
One
and the other == . se

LI TGS

Mean age of PN group was
67) and for placebo group 48.8 years
PN had 11 whites and 1 other wh11e placebo was -
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The reductions from baszline were:
Week 1 Week 2 3 Mean change
weehs 1 - G
PN Pl PN Pl P1 PN F1
" +2 9 2 1o To T 17
Supine Systolic 3.3 i1 3.% -3.¢ 1.9 6.3 -0l
Supine Diastolix -5.9 -0. -11.8 -7.8 -4.5 ~i0.8 -4
Supine Pulse 5.9 0. 7.3 3.5 1.2 6.7 1.8
Standing Systolic 2.1 -0.5 -10.3 -3.3 0.0f -10.6 ~-1.3
Standing Diastolic -4.4 0.7 -12.3 -2.1 -2.2] -11.3 -1
Standing Pulse 5.8 -0.7 5.4 2.5 0.2 5.7 0.7

These data are displayed

A1l Patients

Results for all patients

are shown below:

graphically in figures 1 - 6.

Week 1

Week 2 Week 3 Mean change
weeks 1 - 3.
PN P1 PN P1 P1 PN Pl
n = 12 12 12 12 12 12 12

o
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JztegoroIsi dnelszozoof Eiza Fressure
Categiricel analtysis orf ShRF at wesk > for 8171 patiepts iz
pelzw,  Zeventy five percent (75%) of PN parients versus
glacepos showed a clinically relevant decrease of at Jegszt 10 mm
Hg.
1
Rezponss Cateqories 1
Group n=s > 10 mm Hg Decrease Decrease of <5 mm “l
{ 85 mm Hq > 385 mm Hg F- < 10 mm Hg Dzcrease
1"‘;‘; i : 2 Pl ) B s} 00/0 1 8010 : 1. E)'\/’o
Placebo I2 1 0% i 3% 7 53% 4 3%

Once Daily Dosage

Clinical

No inference tests were done due to small number of patients.
Data zeem to indicate that qd dosing did not effectively controd
bloed pressure. (Table 12).

There wers no significnat changes in the physical examinations of
patients. There were 5 patients with newly cccurring
cardiovascular abnormalities, 4 in PN group and one placebo. Of
the 4 PN patients, two (PVCs and chest pain) had a previous
history of the events. The other two PN events were ankle edema
and pre- syncope. The placebo event was a left radial pulse
def1c1t. o . - s - ‘

N ‘i;’«.

Table 14 presents variable for ECG changes. There was a
statistically significant difference from placebo for P- R
interval at weeks 1 and 2 and for the mean over weeks 1 - 3.
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Aueczz Seasviorz
Teb}e.lé iizts ail ADRs reported in the study. Table 10 -ompare:
frequsncy of events in the twe groups. Fatigue was the most
commonly reported event., There were 7 PN patients with at lzast
a

200-110 significantly reduced blood pressure in this short
udy. The reductions appeared to be dose related and were

t

tetrstieattty =sTgrifreamt ty - PETERt Trom baseline and from
lacebo in most cases. It seems that once daily dosage i: not
f t

Reviewser ' s Comments
1. This appears to be a well designed, well conducted study. Active drug

shows efficacy in reducing blood pressure in hypertensive cases, more
than did placebo.

%)
.

There is no mention as to how many patients were originally enrclled
and how many, if any, did not qualify for the double-blind phase. i
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TABLE 1
PN 200-110 STUDY NO. 1%
STUOY DESIGN
Placebo (Pcb) |
vashout Period Extension tt]| Extension *-|
Yreatsent '
Group Yeeks -3,-2,-1 Yeek 1 Yeek 2 Yeek 3 ¢ Week 4 veek 5 |
Group I one (1) Peb. qne (1) two (2) two (2) one (1) to one (1> to }
cap (bid) PN 200-110 | PN 200-110 PN 200-11u four (4) four (&) i
PN 200-110 | ace 2.-mgcap | 2.5 mg caps | 5.0 mg caps | PN 200-110 | PN 200-110 |
(bid) ace (bid) ace (bild) ace 5.0 mg vaps | 5.0 mg caps !
once-a-day*®| once-a-3ay**|
<
Group 11 one (1) Peb. one (1) two (2) Peb. | two (2) Peb. | one (1) to | one (1) ts |
cap (bid) Pcb. cap caps (blig) caps (bid) four (4) four (&) i
Placebo ac* (bid) ac* | ace ace placebo caps| placedbo cazs|
once-a-gday** once-a-aayOOg
{==5ingle~blinde—>¢ Jdouble-bling- >

*ac - Before breakfast and suppe-.

esgefgre breakfast.

tIf the investigator felt the patient could not tolerate the maximum dose of 20 mg/day: starting wic:
veek 3, the dose could be maintained at 10 mg/day (S mg bid) or reduced to 3 mg/day (2.5 mg bid).

tisevan patlients (Pt. Nos. 16-22) entered the double-bliic,- two week extension; Weeks &4 and S5 - Srous— -

I patients continued to recefve PN 200-110 but the full daily dose was adeinistired on a once-a-day
During Week 4, titration
was allowed to achisve the maximal tolerated once-a-day dose as determined by the investigator andg
The highest allowablz ose was 20.0

regimen and Group II patients received placebo on a once-a-day regimen.

during week 5 the patients were maintainen on this dose.

sg/day.

0%-81b43
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(\ TABLE 2

PN 200-110 STUDY NO. 11

EVALUATION SCHEDULE

Active Treatment Period Once-A-Day
Placebo Period Tuice-A-Day Extension

Day V1 of ¥Weeks End of weeks End of Yeeks
-3 -2 -1 1 2 3 v 5 -
Time O .

”~
o

T Background inforaation
{BX) X
Physicsl ESxamination
{PE) X X
Inciusion/Exclusion
Checklist (IE) X
vital Signs
WVv8) X X X X X X X X X
Cardiovascular tvaluation
{cv) X X X X X
ECC Evaluation -
1€CG) X X X X X X X
nest X-Ray 1
{CX) X
Concomitant Meuication
{CM) X X X X X X X X X
Ladboratory Evaluation
{incl. urinalysis, C8C,
blood chea.) 2 2
(LAB) X _ X X X
Comments
{COM) X X X X X X X X X
Hedication Check

» {MC) X X X X X A X X

Adverse Reactions
{AR) X X X X X X X X
End of Study Information 3 3
{ES) X b3

Tthe baseline chest X-ray could be taken any tiae during the placebo washout serlod. A
chest X-ray obtalned within six (6) months prlor to entering the trial could sarve as
baseline for the study and was not receated at the initial visit provided the X-ray
was normal and a clinical condition requiring a repecat filla had not occurred during
this interval.

2Labo:ato:y evalyation at Tiae O included 24-hour urine callection and plasma sample
for plasaa renin assay. ’

3pr upon early discontinuation froa study.

0681
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TABLE S
o P 200-110 STUDY NO. 1
-
SULYSIS OF VARLANCE RESLTS FOR BLOOD PRESSURE AND RALSE
VALID PATIENTS
Verisble/ N | Baseling | S.O0. Over vYeels S.D. ‘
Treatment Growp Memn Yook 1 Vesk 2 veek ) 13
Supine Systolic &P )
| (mm HQ) -
AN 200110 12 w0 | 1.6 3.3 -3.% -13.9»‘-:1 ~6.9(¢) 13.31
Placedbo 10 ] 1.7 14,67 1.1 -3.2 1.9 ~J <0.1 6.2
Spine Oiastolic 8P .
(mm W) .
PN 200-110 12| 1023 5.99 .5.9-1 -11.8%¢ «18.8%a | _10.8%a | 5.1 .
)
Placebo 10] we.9 3.67 | -0.5-d <7.80ee s o | aaed ] an
' pine Aulse Rata
tper uin)
PN 200-110 12] e.3 | 6.3 s.s-..‘ 7.3¢ 6.8(%) 6.7¢ ass|
(*) -
Placebo 0] 3 |ni6| o8- 3.5(%) 1.2 1.8(¢) 2.1 |
Stending Systolic & z
(= W)
PN 200-110 112] wso |56 -2.1 -10,3% 19,5000 -10.6“——‘ 9.85
Placebo 10| wee |wer] o 3.3 00 = | «3d | o]
Standing Dlasto’ ¢ 8P
(= W)
PN 20u-110 12| 100.4 691 | -4n -12.3---:‘ -17.2m-:‘. 11,3000 | 6.49 )
Placebo 1wl wie .69 | 0. S0 | w22 | <15 A 3
Standing Pulse Rats
(per ain)
. PN 200-110 P 8.4 7.58 s.a(-)-‘ 5.4 5.9 S.7(e) 10.79
: (%)
| Placebo 10 78.7 3.4 | 07 2.5 0.2 0.7 3.% | .
.E:) “.‘o. * p(.OS. Lad “00‘. bt D(-w‘ 0 6 8 2



TARRE 12

AN 200-110 STUDY NO. 1t

CESCRIPTIVE STIATISTICS FOR BLDOD FRESSRE AND PUSE

TWO-WEEX EXTENSION FERIOD (QD OOSING)

EVALUATIONS RECORDED > 23 WOLRS AFTER LAST DOSE

week A Yeek S
Treatnent
Varimle troup Baseling Mean Saseline Mean P
w W‘"‘:B"'“L‘ﬁv- 0. [N wesr | S0, | Oege | S.0. -
Supine Systolic
8.P. (am Hg) AN 200-110 | 3| 1409.0 10.58 | -12.67 | 2a.58 | 2 | 1a7.0 14,14 { 3,50 | 2c.¢
Placedo o 128 7.4 10.5%0 ] e.66 {4 | 42,8 7.8 | 6.2%5 | ta.
Supine Diastolic
8.P. (mm Hy) PN 200-110 { 3| 10s.0 4,36 | -28.67 | 16.26 ] 2| 106.5 4.9> | 4.5 | 3.5
Placabo A 104.0 2.94 =3.50{ 4.04 ¢ & 104.0 2.54 | -2.00 6.98
{ wine Pulse
pet ain) PN 200-110 | 3 7.0 €.5) 6.33] 138012 78.5 3.5 | -6.00 1.31
4
Placebo Al 618 7.:8°f 15.56 {162 61.5 7.68 § 10.25 | 6.
Standing Systolic
B8.P. {ma Hg) PN 200-110 | 3| 143.7 9.07 { 17,67} 7.5t | 2] a0 9.9 { -4.%0 | 9.9
Placebo Al a8 M.791 -10.00{ 8.76 { 4 | 128.8 11.79 | -3.25 | 7.93
Stending Olastolic . B *
8.P. (mm 1g) PN 200-110 | 3| 104.0 6,25 -22.67} 7.0} 2} 1065 6.3 | -5.00 | 2.83
' Placebo (4| 1030 | .97 6.50| 6.25]a] 1050 | a97 )37 | s
Stending Pulse
(pst min) P 200-110} 3] @30 s.2| wn|n|2 8.0 1.4v ] 4,00 | 2.07) -
Placebo A 77.8 11.15 650 9.68[a 7.8 1.5 | 8.75 { 15.n
*Yeak 0
X —e - o

N N4aNnerm™~
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TABLE 14 :
- ]
~ ™ 200-110 STUOY N3, 11 :
EG: QIMNTITATIVE VARIABLES '
AMALYSIS OF VARIANCE
' AL PATIENTS ° '
Gaseline ¥esn Changs At Wean
varisbls Treateent No. Chenges At | S.0.
Growp Patists | emn S.0. Week 1 week 2 Week 3 | vesks 1.3
Atrial Rate
{per ain) PN 200-110 12 67.5 8.25 J3.82 6.00(*) 4.%8 4,93 9.5
Placebo 12 65.3 10.20 0.33 2.2 0.08 1.1 5,82
vetricular
Rate PN 200-110 12 §7.3 8.2 3.82 6.00(*) 4.58 4.953 9,53
(pes mln) -
Placebo 12 65.3 10.20 0.33 2.92 0.08 1.1 82
R Interval
c) PN 20-110 12 0.181 0.028 | -0.005 --1 <0.010 ----l =0.003 | ~0.007 --‘ 0.C1a
] | Praceve 12 | 0.52] 0.020| 0.009()=d | 0.000¢s)=d | 0.008 | 0.008(¢)<) | 0.C18
ORS Duration
{sac) PN 200=-110 12 0.088 | 0.0} 0,000 0.001 0.002 { 0.001 0.cn
Placedbo 2o 0.086 0.00% | 0.002 0.002 -0.001 0.001 0.C*1
Q-T Interval
(sec) PN 200-110 12 0.3 0.019 { -0.003% =0,003 0.00% | -0.002 0.0%8
- Placebo - 12 0.392 { 0.028 | -0.00% <0.011 0.005 | -0.002 0.c2t
(" “0‘03 o “005. . p(-O‘. e P(.m‘ -
‘Patient No. 1 (PN 200~110) is missing veek 1 evaluation,



fABLE 18

(\ PN 200-110 STUDY NO. 1%
HEMATOLOGY

ANALYSIS OF VARIANCE

varlable Yreatmen® No. Bassline Mean Change at
(Norsal Range) Group Patlents Mean s.D. veek 3 £.0.
Nemoglobin gm/dl | PN 200-110 12 15.8 1.45 0.08 1.04
flacebo 12 15.5 0.63 -0.42 (*) 0.78
Mematocrit % PN 200-110 12 47 .1 4.48 1.2 =— 3.60
(37-54) by,
Placebo 12 A7.2 2.41 -1.25 -4 2.96
Va8C x 107 cy aa PN 200-110 12 6.3 1.49 0.42 (*) 0.79
(3.8-11.0)
Placebo 12 6.3 1.72 0.0¢ 0.91
‘ Bands X PN 200-110 12 0.0 0.00 0.00 0.00
{0-6) .
Neutrophils % PN 200-110 12 58.1 7.76 -0.17 4.04
(A0-80Q)
Placebo 12 56.5 8.32 1.67 §.21
Lymphocytes % PN 200-110 12 33.5 7.50 0.33 3.1
‘ 151’0) - i .
Placebo 12 . 33.9 7.42 -0.67 4.42
Monocytes X PN 200-110 12 5.5 1.00 -0.25 9.75
(2-11)
Placebdo 12 3.4 1.62 -0.92 2.%58
Eosinophils % * PN 200-110 12 2.7 1.16 0.08 1.3
(1-7)
Placebo 12 3.9 2.50 -0.33 1.56
V4 aasophlls X% PN 200-110 12 0.3 0.43 0.00 0.60
. {0-1)
N L, Placebdo 12 0.3 0.43 0.17 0.72

(*) p<.10, * p<.03, ** p<.01, *** p<.001

06
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TABLE 19

PN 200-110 STUDY NO. 11

URINALYSIS

ANALYSIS OF YARIANCE

Variable Treataent No. Baseline mean Change at
(Normal Range) Group Patients Mean s.0. Week 3 s.0.
Specific Gravity PN 200-110 12 1.017 0.006 «0.001 0.005
{1.002=-1.0130)
Placedo 12 1.014 0.007 0.002 0.008
pH PN 200-110 12 6.2 0.72 -0.08 0.82
(4.8-7.8)
Placebo 12 6.0 0.92 0.08 0.6

%) p<,10, * p<.05, ** p<.01, *** p(C,001

0686




TABLE 20
PN 200-110 STUDY NO. 11
CHEMISTRIES
ANMALYSLS OF YARIANCE

Varisble Treatment No. Baseline Mean Change at
(Normal Range) Grtoup Patlents Mean s.D. Nesk ) 5.0.
Calcium m3/al PN 200-110 12 9.4 0.41 0.13 0.57
(3.5-”.0)
f{norgsnic PN 200-110 12 3.2 0.44 0.04 3.39
Phosphotuys mg/3l
(2.2-4.5) Placebo 12 3.2 0.37 -0.08 0.3
8UN mg/dl PN 200-11C 12 13.3 2.70 Q.17 2.13
(9-26)
Placebo 12 12.8 3.60 -0.33 2.3
Uric Acld mg/ul FN 200-110 12 6.0 0.96 «0.31 - 0.69
(202‘900) ‘0
Placebo 12 6.0 1.23 0.36(e)~d .64
{ Glucose mg/sdl o4 200-1710 12 97.3 15.22 3.75 15,73
(65-113)
Placebo 12 100.4 17.21% 0.%8 9.14
Totsl Protein gm/dl PN 200-110 12 6.9 0.38 0.13 0.52
(6.0-8.5)
Placebo 12 7.1 0.50 0.13 0.208
Albumin gm/dl - PN .200-110 - 12 4.8 0.2V} *30.01-1 . 0.35
(’o"’os) ( )
Placebo 12 2.3 0.22| -0.03- 0.22
Totsl B1llirubin mg/dl PN 200-~110 12 0.7 0.19 0.00 0.13
(0-2-‘05)
Plscebo 12 0.6 0.26 0.03 0.1
Cholesterol mg/dl PN 200-110 12 211.3 41,58 1.00 22.13
(150-300)
Alksline PN 200-110 12 79.7 16.89 E§.67%% 6.26
Phosphatase Units . .
(30-113) Placedo 12 72.2 19.86 0.75 6.70
{*) p<.10, * p<.0S, ** p<.0], *** §<.001 0687
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TABLE 20 (Continued)
PN 200-113 STUOY NO, 1,
CHEMISTRIES
ANALYS(S OF YARIANCE

variable Trestaent o . Saseline Nsan Cheange st
(Nurmal Rangs) Group Patients Mean S.0. Teek 3 S.D.

LOH Un{ts PN 200-110 12 180.2 32,49 -3.00 23.97
(60-225)

Placedo 12 169.5 25.04 1.78 17.70
scof units PN 200-110 12 20,2 5,77 1,92 7.10
(0-41)

Placedo 12 22.7 11.25 -0.50 €.07
SGPT uUnits PN 200-110 12 29,8 15.21% 1.58 13,28
(0-46)

Placeabo 12 32.1 20.73 -2.67 14.32
o .lum mEq/l PN 200-110 12 141.8 1.80 -1.50(*) 2.47

135-143)

Placebo 12 141.9 2.02 -0.92 2.02
Potassium mEqg/l PN 200-110 12 A.2 0.28 -0.09 0.22
("s‘sns)

Placebo 12 4.2 0.a1 -0.05 0.33
Chloride atg/l PN 200-110 12 103.3 2.9 1,75 2.22
(96~108) )

Placebo 12 102.8 2.34 -0.2% 2.93
coz agq/l PN 200-110 12 24,6 .24 0.8 2.2%
{22-30)

Placebo 12 24.9 1.51 0.687 2.3
Crestinine mg/dl PN 200-11%10 12 1. 0.24 0.01 0.07
(0.35-1.7) :

Placebo 12 1.1 0.19 0.04 0.16
(®) p<.10, * p<.05, ** p<,01, *** p<.001

07-01066



TMBLE 21

PN 200-110 STUDY NO. 1)
HEMATOLOGY VARIABLES

|\ DESCRIPTIVE STATISTICS FOR TWO-WZEK
EXTENSION PERIOD (QD DOSING)
Baseline Week 5
Variable Treatment No.
(Normal Range) Group Patients | Mean S.D. Bean S.D.
Hemoglobin gm/dl EN 200-110 3 14,9 0.44 0.00 0.78
Placebo 4 15.8 0.42 -0.60 1.14
Hematocrit § EN 200-110 3 43.3 1.53 1.33 2.52
(37-54)
Placebo 4 47.3 2.99 -1.25 3.10
weC x 03 cumm | PN 200-110 3 6.7 1.86 0.73 | 0.82
(3-8"‘1.0)
Placebo 4 6.4 1.17 ~0.63 0.95
.t (0-6)
F lacebo 4 0.00 0.00 0.00 0.00
Neutrophilc % PN 200-110 3 60.3 1.16 -1.33 3,22
(40-~80)
Placebo 4 53.8 6.99 1.75 4,27
(15-50)
Placebo 4 37.5 7.33 -0,.50 2,52
Monocytes % PN 200-110 3 5.0 1.00 -1.33 1.16
(2-11)
Placebo 4 5.0 1.83 -0.75 | 0.96
Eosinophils % PN 200-110 3 2.7 0.58 0.33 0.58
(1-7)
Basophils PN 200-110 3 0.3 | 0.58 | 0.33} 0.58
(0-1)
Placebo 4 0.3 0.50 0.00 0.82

(*) p<.10, * p<.05, ** p<c.01, #*w* B¢ 009



TABLE 22
PN 270-110 STUDY NO. 11
URINALYSIS VARIABLES
DESCRIPTIVE STATISTICS FOR TWO~WREK
EXTENSION EBRIOD {(QD DOSING) -

[N SO |

Baseline Week S
Variable Treatment No.

—ormal-Range) Group———Patients—Mean—1S:B:—1Bean—1—5:D=
Specific Gravity | PN 200-110 3 1.020 0.006 0.004 ¢.00?7
({1.002~1.030)

Placebo 4 1.01° | 0.007 | 0.007 | 0,006
pH PN 200-310 3 6.3 0.58 {-0.67 0.58
(4.8-7.8)

Placebo 4 6.0 1.16 -0,25 L0.96

(*) p<.10, * p<.05, ** p<.01, **% p<.001

0690
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TABLE 23

{ PN 200-110 STUOY NO. 11
1\ CHEMISTRY VARLABLES
DESCRIPYIVE STATISTICS FOR TWO-VEEK
EXTENSION PERIOD (QD DOSING)
Baseline Yeek S
variable Treatasnt No. of
(Normal Range) Group Patients | mean S.0. Mean S.0D.
Calclium mgsdl PN 203-110 3 9.0 0.35 0.77 0.13%
(3-5-\1.0)
placehe e 9.t 019 =1 1 14 V.39 v
i
Inorgan'c PN 202-110 3 3.3 0.34 0.67 0.55%
Phosphorus mg/dl
(2.2-4.5) Placebo 4 3.2 0.2a 0.33 0.70
BUN mg/dl PN 203-11C 3 12.0 3.00 4.67 3.06
(9-26)
Placedo 4 9.8 2.99 2.75 2.87
uric Acid mgsdl PN 200-110 3 5.9 0.25 0.07 1.11
(2-2"900)
Placeho 4 5.9 1.86 .43 0.56
Gluycose mg/dl FN 200-110 3 99.0 7.00 7.33 22.90
(65~115)
Placebo 4 94.0 12.99 -0.50 14.84
Total Protein gm/dl PN 200-11C 3 6.8 0.5% 0.30 0.36
(5.0-8-5)
Placedo 4 7.2 0.75 0.03 0.57
Albuain gm/dl PN 200-110 3 4.3 Q.06 ¢.00 Q.10
(3-""’)
Placedo 4 4.3 0.26 g.03% Q.44
Total Billirubin mg/dl PN 200-110 3 0.7 0.0¢ -0.03 0.06
(002"-,)
7
N Cholesterol mg/dl PN 200-110 3 213.3 | 23.12 -4,33 .42
{15G-300)
Placedo 4 231.3 4%5.87 -6.7% 20.02
07-N1req

-nfad



SR

TABLE 23 (Continued)
AN 200-110 STUDY NO. 11
CHEMISTRY VARIABLES

DESCRIPTIVE STATISTICS FOR TVO-WEEXK

EXTENSION PERIOD (QD DOSING)

Baseline Veek S
Veriable Trestaent No. of

{Normal Range) Group Patients | Mean s.0. Mean s.0.
Alkaline SN 200-110 3 §1.7 22.23 6.33 §.35%
Phosphatase units
{30.139%) -Placebo A 82-+8—|—236+18—4—10-+25——50F
LOK uUnits PN 200-110 3 167.0 37.75 15.67 15.01
{60-225)

Placebo 4 172.0 33.10 §.75% 28.10
SGOT units PN 200-110 3 16.0 6.08 13.67 10.02
(0-41)

Placebo 4 24.35 10.34 -5.75 6.80
SGPT units PN 200-110 3 26.3 14.84 16.33 7.3
(0-46)

‘ Placebo 4 328 23.13 -3.75 5.06
Sodiua m€q/l PN 200-110 3 140.0 i.00 1.67 0.58
(135-145)

Placebdo ) 142.3 2.65 -0.50 4.20
Potassium mEq/l PN 200-110 3 4.0 1 o0.31 0.00 0.27
(’n"s -5)

Placabdo 4 A.3 0.27 0.08 0.3
Chloride mEq/l} PN 200-110 3 102.7 2.31 0.00 1.00
(96-108)

Placsbo 4 102.3 2.06 0.50 3.5
€0, mEq/1 PN 200-110 3 24.0 1.00 1.00 0.00
{22-30)

Placebo 4 - 25.3 2.068 1.0u 1.4%
Creatinine mg/dl PN 200-~110 3 1.0 0.06 0.07 0.12
(0-501.7) - |

. Placedbo 4 1.0 0.26 0.08 9.15
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TABLE
fn 200-110 STUDY NO. 1Y

ADVERSE REACYION L'STING

Vesk and Severity of

Trzustoent Patient Adverse Reactlion First Last Vorst
Croup Nusber Occurrence Occurrancet | Occurrencett
PN 200-110 1 Disrzhea 2 « Severe
4 Dizziness -2 - Mild 1 - Mild
3 Headache 1 - Mild
Upset Stomach 1 - MoJderats
Ankle and feet edema 2 - Nild
Fatigue 3 - Moderate
Muscle crasping 3 - Moderats
Sleeplessness 3 < Moderlate
l[pm h § Moderate —
Rash J < Moderate
Restlessness J = Noderats
b Fatigue 3 < Moderate
12 Oecredsed enelgy 1 = Moderste
Syncope 2 - Moderate
Numbness, tight foot 3 « Mild
13 Diarrhea «2 - Moderats
Faclal flushing 1 « Mi)d 3 - nild
Fatigue 3 - Moderate
. 9 Inflasmed, tender neck |2 - Moderate | 3 - Mild
1 Dizziness A - Savers -
) Cramps in calves S - Mild
21 Cramp, cal? muscle -2 - Moderate| 0 - Mild
Pain, right shoulder 0 - Moderats
Shoulder, face pressure]0 - Moderate
Fatigue 3 - Moderats
Cramp, left calf 4 - Moderats
Dizziness 4 - M1ld
23 Headache, neck pain =2 - Modsrate
Chest pain -10 -= Severs 3 . Hoderals .
s L
Plscsabo 2 Headache -2 - Mild
3 Sack and arm rash 1 - Nild
. 16 Cough -1 = Moderate] 3 -~ Mild
Loose stools 1 - Mid
wheezing 1 « MNodezats
20 Lighthesdedness -2 - Mild
Hsadache -2 - Nidd 3 - Nilg
Swvelling in ankles -2 - Mild
Sors throat -2 - Mild
Pain, left shouldss 0 -« Mild 1 - Milg
Adbdoainal pain 1 - Moderate
Rectal bleeding 2 - ulld 3 - Milg
22 Disrchea 2 - wild
Lighthesdsdness 4 - Mild
r3 Neadache 0 - Mild 3 - Mgoderats| 2 - Moderasts

tPresentes only Lf thers were aultiple occurrances.

ttPsesented Only if different from infornation recorded under first

07=-01078

or last occurrence.
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TABLE 30
PN 200-110 STUDY NO. 11
COMPARATIVE ADVERSE REACTION PREQUENCY (NO. OF PATIENTS)
ADJOSTEBD POR BASELINE (PLACEBO WASAROUT) EPPECTS

™ 200-110 Placebo

Side Bffect (N = 12) (N = 12)
Skin
Pruritus 1 0
Rash 1 1
Muscul oskeletal
Neck Pain/Sore/Stiff 1 0
Respiratory
Wheezing 0 1
Cardiovascular
Edema 1 0
Cramps Leg/Foot 1 0
Cramps, Muscle 1 0
* Gastrointestinal
Abdominal Discomfort 0 1
Diarrhea 1 1
Nausea ] 0
Rectal Bleeding 0 1
Stools, Loose 0 1
Central Nervous System
Dizziness 2 1
Fatigue 4 0
Headache 1 1
Insomnia 1 0
Decreased Energy 1 0
Nervousness | 0
syncope 1 0
Autononic Nervous Systen
Flushing 1 0
Numbness 1 0
) Total Number of Patients
{ Reporting At Least One 1/12 5/12
. Newly-Occurring Adverse (58%) (42%)

Reaction

0694 07-01077



Figure 1

PN 200-110 Study #11
Supine Systolic Blood Pressure

Change from Baseline — Valid Patients
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Figure 2

PN 200-110 Study #11
Supine Diastolic Blood Pressure

Change Ffrom Baseline — Vdlid Patients
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