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PN 200-110 Study #1t
ine Pulse
Change From Baseline — Vdlid Patients

Loadad e

ki il

Supine Pulse (beats/min)
T
\

N
]

/-su\
ndl V4
L — 7S
T4
P4 -

N
1
\

A PLACEBO

Treatmen:

X PN 200-110

1 .
Study Week '_ 0697
07-01050



Figure 4.

PN 200~-110 Study #1
Standing Systolic Blood Pressure
Change from Baseline — Vdiid Patients
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Figure 5

PN 200110 Study #11
Stand. Diastolic Blood Pressure
Change from Baseline — Vdlid Patients
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Figure 6

PN 200-110 Study #11
Standimg Pulse
Change from Baseline — Vdiid Patients
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Protocol 324

A Study to Evaluate the Effects of PN 200-110 vs Placebo on
Reproductive Hormone Levels in Healthy Male Volunteers

Investigator

Emile F. Wamsteher, M.D.
Madical Director
Clinical Concepts, Inc
689 Front St

Objective

T=ansckh, NJ 07539

To astess the effects of FN 200-110 on male reproductive hormons

leve iz 1n man,

Fopulation

Subjests

Healthy, male volunteers aged 21 - 25 were selected,
They were

exhibited nc sbnormal clinical or laboratery signs,
excluded if they had any significant illness in previous 2 weehs:
history of any significant Jdisease; bradycardia; history of

alcoholism or drug abuse,

Trial Flan

-~

This wes a randomized dJdoi™le-t)Vind, parallel groue, placeko

controlled study. A totai of 20 patients were entered ints the

study. PN was supplied as identically appearing capsules of 2.5,
& or 7.% mg or placebo. Patients were randomized 1nto one of twe
groupe.

Duriyng Period 1, days 1 - 7, al) subjects received placeto one
capsule tid. During Peried 11, days 8 - 14, one group continued
receiving placebo tid and tiie second group received PN 2,5 mg on
days & and 9, © mg tid on days 10 and il and 7.5 -3 tid on Jdays
12, 13 ard 14, On day 14 only the first two dozes ware

administered. (Table 1).

- On each study day, urine
samples were collected for determination of urinary FSHE and LH
levels., On days ! - 6 ana 8 - 13, a 3 hour total urine sample
wses collected at 7 a.m concluding at 10 a.m On days 7 and 14, 3
successive 3 hour urine samples were collected, for a total of 9
hours. Table 3 summarizes this schedule. On days 7 snd 14, 9
hourly blood samples were obtained for serum FSH, LH,
testosterone, and prolactin,

Takle 2 shows schedule of evaluations,
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Results

Twenty eight subjects were enrolled in two separate periods.
Subjects 1| - 17 were completing study days 8 ~ 14 and final
evaluation dey 15 when subjects 19 - 18 were reaching day 8. One
subject was withdrawn prior to active phase when cocaine was
found in his urine.

Scon after second set of subjects were randomized, an unusual
number of elevated SGPTe were noted in both sets of volunteers.
1t was later determined that the incidence of elevated SGPTs was
the same in FN and placebo groups. At the time, however,

investigator was unaware of the ,andomizatian gnd—it—was—deeided—

to discontinue the study when subjects 19 - 23 had completed
ttudy day 9 1.¢ end of zecond day of randomization., Of the
subjecrs entered, 17 had been randomized, 14 to PN and 13 to
placebo; 9 PN and & placebo completed the trial.

Sub jects were aged 11 to 33 yearz, mean 5.0} al) were male and
19 were white and 9 blach. There were no clinically significant
differences between the two groupsz. There was 8 statistically
significant differaence for height, <Seventeen subjects, 9 FN and
& placebo, were included 1n analysis to assess effecte of FN on
male reproductive hormone levels.

Analysis of hormone level data is presented in Tables 3 - 1..
Serum F3H, LH, Testatterone and Prolactin levels aro given in
Table 3. This table prezents data collected at each hour during
siudy day 14 compared to average cf 9 hour collection on day 7.
Tat'le 9 preseants same dats for 9 hour aversge of day 14 compared
t> similar 9 hour average at baseline day 7. Except for LH,
statistically significant within group changes from baseline were
noted in hormone levels for PN and/or placebo groups at veriocus

SFF:? times | - @ hours post dose. Statistically significant between
S group differences occurred only for prolactin at 1, 2 and 2 hours
e post dose and LH ot 8 hours post dose. There wae a greater
‘jEQ decrease in prolactin with placebo than with PN,
e u»
;:{EE For the 9 hour averages for days 7 and 14, the only statistically
E}TT cignificant changes were within group mean decreases in prolactin
ol in beth groups. There was no indication that PN resulted in
B clinically significant changes in serum hormene levels,
£y Urine FSH and LH levels are shown in Table 10. The only
,E: statistically significant between group differences occurred with

FSH on day 9. The within group changes from Laseline were nut
statistically significant for either group. Table 11 presents
data for 3 hour specimens of active versus placebo periods,
Table 12 presents data from urine samples collected durirng a 9
hour period on day 14 compared to day 9. No statisticelly
significant differences were seen between groups.
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Lonsultant’s Review,

Safety

D~ Wayne Bardin, Director, Population Council, NY City, was used
as a consulrtant. Dr Bardin concluded ",..you have performed s
rigorous examination of the effects of PN 200-110 on
gonadotropin, testosterone and prolactin secretion. Under the
conditions of your study, no significant changes were seen. In
my view, .t seems unlikely that a different study design or
method of sampling could have revesled the diffeence that would
nct have been detected in this study. "

Clinical

Pl

Thr2e PN and & placeha subjects reorted changes in their physical
eraminations but none were clinically significant, mainly
brutsing at site of venmipuncture, There ware slight changes n
blood pressure and pulse rate in both groups, but these were not
significant. EC(G cnhanges are shown in Table 17. <., ...

Laboratory Tests

Results of al) tests are presented in Tables 18 - 18. Tables 20,
23 and 6 liszt a1 1nstances of newly oc-arring or deteriorating
ebnormal laburatory tests excluding SGPT, which is presented in
Tables 27 and 23, Twenty one subjecis exhibited elevated SGHT
values. Nine PN and 7 placebo had newly occurring or
deteriorating SGFT values., There were statistically significent
elevations in both treatment groups. but not between groups,
Hepatitis profiles were ubtained and Table 30 lists those
patients with positive findings,

Adverse Raactions

s
<5’=2 Table %27 Yists a1l ACRs reported. Table 33 lists total fregquency
. cf newly occurring events, Most frequent event was headache.
E::i Discussion
-
Efif There were no clinically significant effects of FN on male
o reproductive hormone: as compared to placebo. There were a
A number of subjects who developed elevated SGPT levels during the
ﬁ::?. study both with PN and placeto. It was felt that there waz no
-t drug relstionship 1nvelved but that this was due to laboratory
we. error or to contact with hepatitis,
Reviewsr “s(ommencs.
1. The elevated SGFT levels is 8 cause for slarm, but this abnormality
( was investigated in protocol 392 and wes found ncy to be drug
related, From reports in 398 it appears that subjects were housed in
: a mote) and school dormitory and possibly contracted sub clinical

hepatitis. There was no evidence of liver damage on rechallenge with

PN

2. This study appears to demonstrate thst there i3 no effect on male
reproductive hormones with PN,

Nno o4
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TABLE 1
PN 200-110 STUDY NO. 324

DOSAGE SCHEDULE®

nR22

PERIOD I PERIOD 1I
Final
Tresataent Placebo Phase (Slngle-Blind) Active Trestaent (Dcuble-Blind)** Evaluation
Group Dsy 13
Study Days 1-7 Day 8 Day 9 | Day 10 | Day 1Y | ([Pay 12 | Day 13 [Day 14***
Group A One (1) placebo capsule tid PN PN PH PN PN PN PN No study
(PN 200-110) : . 2.5mg | 2.9 59| 5.0mg | 5.0mg | 7.5m0 | 7.5 mg 7.5 mg mediceation
tid tid tio tid tigd tiag tid adminlistered
Group 8 One (1) placebo capsule tid Pch Peb Pch Pch Pco PLn Pet No study
(Placebo) tid tid tid tid tid tid tid medicaicion
administered
¢ (s Single-Blind >< C: .le-Blind

PN = PN 200-110 Cepsule
Pcd =« Placedbo Capsule

*Study medication sdminisiered tid at 7:00 AM, 12 noon, and 5:00 PN at least onL (1) hour prior to the respective meals,
Any subject who could not tolerate the dosage regimen of study medication was
time; no aiteration {n the prescribed dosage regimen was permiited.

**Dose indicated was according to s t.i.d. dose reglamen (i.e., respective dally
2.5 mg tld « 7.5 mg, 5.0 mg L1d = 15 mg, and 7.5 mg tid = 22.5 mgy.

testhe final dose (5:00 PM) was not scheduled for sdafn{stratlion on Study Oay ta,

Boses required for PN 200-110 were

\'

[

to be discontinued fraom the study at that

1 %I9=1
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TARE 2
Pt 200-110 SRAY MO, 3N
SUSAAY OF CVRLUATIONS T0 B FEWORKD

! Enttial FEMOD § (Placebn Mhase) PERICD 21 (Act]re Trestaent Fhuse)
fvalmtion + Toe-Vedk
Pareanter {within Study | Study | Stwly | Study | Study | Study { Stedy Study | Study | Study | & r { Study | Study | Steey | Study 7ol daw-Up
tus woshs) ) Doy § [ Doy 2 J Bey 3 [ Doy 4 [ Ouy S [ Duy 6 | Ooy 7 Goy 8 | Ouy P | Oay 10] Gay 1} Doy 12] Osy 13! Doy 18] Gey 13 visit
Sethgrawng Infer-
setion (OW #X) ]
sepatitis Prefile X x®
(CNF W)
Urinary Orug
Screen (CW 08} [ 4 x* x
Mmysicel Euna
o ™) 4
inclusion/
Esclusion x » |
Celterie (OWF X)
i
jonest n.Rey .
tewr ) »*
vital Signe -
(o vs) ] X x x ] F] x x x x » X x X X x
£CC Cvelumtion
(oW €eC) 4 X
Laberaler, .
Cvalust lons x x® x X xd
(CAF LAD)
agverse Rpect lone !
(cw M) x 2  ; X 3 . X 3 | X X x x X X
C ¢ (CW Com) K « RECORDED AS REQUINGD - X X
Semple Collec- .
tiens fot tarasne x* x* x* x* » x* xf *» r x® » xe xe 14
Lavels (COF ®)
(nd of Stusy B
taterast fen x
(cr ¢$) . l

Snleat ond urine seaples were collected ond stored In the frezen slete should \he meed for subiequent oulyuh'-tlu.
Pgach subisct wes (atatviewed to insure Lhat the taciusien/esciusion requiresents vers stifl setisfied,
Concusent st len of ¢ neres) chest X-rey perforasd within € sonths wes accepled in jleu of the pretrestement X-rey.
& fver funcilion tests entyr LOM, totsl BIilrubin, SCOF, SCPT, slnsline phosphetese.
A J-neut tetal wriae spaciasn for detlerulnetisn pf "wrsens Jevels (FSN and LW) wes collactad baginning ot Lhe tise of fhe firsl dose (7:00 M) of Lhe cay and
conclvtling thees (3) heuts Leter (10100 ¢ 1Y),
Tinree (3) successive J-tour wrine specimens for the drtemeinstion of Parsang levels (FSM erd LK) were collected fer o{tetsl of alne (7) hours, beginning et Lhe tine
of the 7:00 Ax fiawe on ¢ach of these study deys and concluding 4-he s sfler the noen do3e; | @., 4:00 PN. Ten (10) bdloos sempler wers siw collected hourly for @
[T ~ twurs folleving the 7:00 A duse Ter assay of secua FSH, LN, Lot wryene woloct in.
- . A\
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: "“ABLE 3
PN 200-110 STODY NO. 324

SCHEDULE FOR COLLEBCTJON OF CRINE
SPECIMENS FOR THE DETERMINATION
OF HCRMONE LRVELS (FSB AND XI8)

Study Sample Urine Sample Collections (Times)
Day Number )
1 1 Feginning 7:00 AM; Concluding 10:00 AM
2 2
3 3
4 4
5 5
6 6
P ——— e —
7 —Beginning—71+00-AM;—Concluding10T00 AN |
7t 8 Beginning 10:00 AM; Concluding 1:00 PM
9 Beginning 1:00 PM; Concluding 4:00 PM
b — —— — — o |
8 10 Beginning 7:00 AM; Concluding 10:00 AM
9 11
10 12
1 .13
12 14
13 15
e — o W
16 Beginning 7:00 AM; Concluding 10:00 AM
14* 17 Beginning 10:00 AM; Concluding 1:00 PM
18 Beginning 1:00 PM; Concluding 4:00 PM

51

*Three (3) successive 3-hour total urine specimens were obtained
for a total of nine (9) hours. The subject voided at 7:00 AM
("0-hour™) immediately prior to dosing, then all urine was
collected during the next nine (9) hours at intervals of every
three (3) hours. The subject voided at the end of each 3-hour
period, and this volume was added to the urine volume that had
beea collected during the preceding 3 hours.

07-00295
o NR24
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TAALE B
PN 200-110 STUOY ND. 324
PBLYSIS OF HORWOE LEVELS DETERMINED BY SERUM (BLOGD)
AARAGE OF DAY 7 BASELDIE (9 HOUR AVG) COWPARED TO DAY 14 (EADH [HOUR POST-DOSE)
Mean Change on Day 14 « Hour Post Dose
Varisble Treatment Baseline
Group Mean \ 2 3 L) ] 6 ? 8 9
FSH mlU/ml | PN 200-110 8.35 | -0.48 -0.23 0.32 <0.96 -0,57 T ~0,79(*) 0,12 10,68 0.54
(¢)
Placebo 8.3t | -1.06*’ ~1.18¢ -0.06 .0.68 -1.80% | -0.68 -0.31 -C.68 0.07
Wi slu/ml | PN 260-110 4.86 0.75 1.81 0.42 0.09 2. m—L <0.47 1.81 -v.91(¢)—‘ 0.09
. (%
Placebo 482 | -0.26 -1.26 -0.13 1,04 1,26 0.81 1.49 .31 ~d} -0.38
Lustosterme PN 200-110 614.20 | 75.47(%)= | 44.91 -63.09  |-32.64 ~75.86(%) | -54.64 <124,420¢ 138,680 163,42
ng/d) (‘) (‘)
Placebo 550.43 | 275.190 - | 72.57 0.82 48,94 ~26.81 -26.93 -4¢.3% <6.81% <l |-35.56
Prolectin | PN 200-110 7282 | 0,43 = | <1.08 = | 0,38 ~ | 1 93emnn | _3.97%de | .a.2.000 ~0.88 0.01 -0.04
ng/al ! . 8 h
Placebo 8.72 | -2.4708] | 3,600} | -1.720al] _3.1008a) | 3,750 -4.66% -1.41 -1.28 -0.78

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

90£00-20
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PN 200-110 STUDY NO.

TABLE 9

324

{ ’ ANALYS1IS OF BORMONE LRVRELS DRTERMINED BY SERUM (BLOGD) SAMPLRS
AVRRAGE OF DAY 7 BASRLINE (9 HOUR AVG) COMPARED TO DAY 14 (9 HOOR ;VG)
Variable Treatment N Baseline Mean S.D.
Group Mean ~ Change
FSH mIU/ml PN 200-110 9 8. 35 ~0.33 1.03
Placebo 8 8.31 =-0.7M 1.20
LH miU/ml EN 200-110 9 4.86 0.52 1.34
Placebo 8| 4.32 =0.13 218~
Testosterone PN 200-110 9 614.20 -48.04(*) 73.27
ng/dl
Placebo 8 | 550.43 22.01 106.75
Preolactin PN 200-110 9 7.82 -1.38***—1 0.70
ng/ml
Placebo 8 8.72 -2,53%%x_]| 0.96
T *)p<.10, *p<.05, **p<.01, ***p<,001
.
0.-00307
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’ TABLE 10
' PH 200-110 STUDY NO. 324
ANALYSIS OF HORMONE LEVELS OETERMINED FRON URINE SAMPLES
AVERAGE OF PERIOD J§ (DAY 1 - DAY 7) COMPARED 10 EACH DAY OF
PERIOD 11 (DAY 8-)
0-3 HR, SAMPLES
{. Hean Chlnke st Study Osy
[ﬁ Verisble Trestment Baseline 8 9 10 \ 1R 12 3 1a
Croup Mean
FSH mIU/al | PN 200-110 6.08 0.34 ~1.32 -0,%% «1.10 0.23 «0.99 2.2)
Placebo 7.64 6.1 ~0.89 -1.02 \ ~0.02 «0.64 -1.89 ~0.39
FSH mlU/hr | PN 200-1'0 331.29 194.49 1(".!6--1 53.05 70.94 !00.60-‘ -4.93% 127.60
Plscebo 577.7¢0 -27.37-{ -108.02-d -65.07 4\-09.57 —1!2.70-‘-') «25.97 26.5%
LH niU/ml PN 202110 19.23 -1.81 «3.81s «3.25 -2.92 «4, 14 -3.37 «0.37
Placebo 14.08 1.50 "-1,78 ~4.63¢ \ 1.2% ~1.5%0 -0.73 -0.6)
LH alU/hr PN 200-110 1518.90 - 323.65 ©s3.97 183.32 ---1 76.43 -97.02 36.21 80.65
Placebo 1182.21 98.54 | -286.34 -305.]1(')f1) ~131.71 | +314.64 ~21.34 | -52.59

{*)pc¢.30, *nl.08, ¢%pC. 01, #00pC. 001

80€00-20
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TABLE 11

PN 200-110 STUDY NO. 324

ANALYSIS OF BORMONE LEVELS DE. .PMINTD FROM URINE SAMELES
AVERAGE OF PERIOD I (DAY 1-7; COMPARED TO AVERAGE OF

PERIOD II (DAY 0-14)
0-3 HR. SAMPLES

:ilzi ..ll

Vvariable Trcatrent N Baseline Mean S.D.
Group Mean Change

PSH mlU/ml PN 200-110 9 6.88 -0.17 0.77
Placebo 8 7.64 -0.68 1.98

my 4 PN 200-110 -] 531.29 91.84 198.5%

(1)

Placebo 8 577.70 ~51,25(*)-] 75.34

LB miU/ml PN 200-110 9 18.25 -3.38 5.77
Placebo 8 14.88 -0.93 4.34

LH mIUu/hr PN 200-110 9 1518.90 105.30 395.68
Placebo 8 1162.21 -144.86 291.23

(*)p<.10, *p<.05, **p<.01, ***p< . 001
07~-00303
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TABLE 2

P 200-110 STUDY NO, 304

ANALYSIS OF RURNONE LEVELS DETERMINED FROM URINE SAMPLES
AVERAGE (5 DAY 7 (9 HOUR AVG) CONPARED YO DAY 14

- Gn— -

;. i odida il

b el

e

07-~00310

0829

Mean Change at Hours Poat Dose E
BGaseline
Yariasble Treataent N Mezn 0-3 3-6 6-9 0.9
Group
FSH aIu/al | PN 200-110 | 9 7.0¢ 2.06 0.72 «0.06 0.91
Placebo s 6.27 0.980e -0.77 -0.5%0 | -p.23 -
FsH miushr | PN 200-110 | ¢} 709.33 =30.4A 150-22¢2) 1 -75.89 | —93.92
Placebo 8 546,79 57.468 -200.67¢ 26.21 «35.67
W alwel PN 200-110 ) 19,57 -C.48 -3.04 -5.59 -3.04
Piacebo s 10.42 3.83(*) -1.29 -2.54 0.00
W mlu/he | PN 200-110 9 { 1157.78 -158.22 -618.89(*) | -508.44 | -a28.52
Piacebo 8| 9o2.88 206.75(*) | -319.50° “18.25 | -77.17
(*)p<. 10, *p<.0S, **p<.01, s*opc.001



TABLE 21

PN 200-110 STUDY NO. 324

SUMMARY OF COMPARATIVE RESULTS
FOR URINALYSIS DATA

it

SUBJECTS 1-.17
Mean Change at
varisble Treateent Baseline S.0.

(Normal Renge) Group N Meun Day 15 S.0. Dsy 29 S.D.
: Specific’ PN 200-110 9 1.01a8 0.C05 0.006° 0.007 0.003% 6.005
* Gravity
* (1.005-1.032){ Placebo 8 1.013 0.004 0.007¢¢%{ (.003 0.007+=} 0,007

pH PN 200-110 9 6.00 0.350 0.22 0.9% -0.56(*)] 0.88

{5.0-7.0) .

Placebo 8 5.50 0.53 0.38 0.74 0.50 1.07
(*)p<.10, *p<.L3, **p<.01, ***p<. 000
Q7-00321
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TABLE 22
%' 20-110 SRAW M0, 324

SDONARY OF CONPARATIVE RESILTS
FOR URINALYSIS DATA

SBIXTTS 19-28*
Mean Changet at Dsy
Variable Trestment N | Baseline S.D.

(Normal Range)! Group Mean 10 1" 12 13 14 151 21 29
Sspecific PN 200-110 | 5 | 1.017a { o0.00%2 | 0.001 0.001 0.000 0.005 0.003 0.009 0.000 0.003(*)
Gravity
(1.005-1.032) | Piacebo 51 1.0186 | 0.00%2 | 0.0 0.001 0.000 -0.003 0.001 0.007 0.000 0.0m
pH PN 200-110 [ 5 6.00 0.00 0.00 2.80% % | (.40 0,20 .00 0.00 «0.20 0.20
(5,0-7.0) i h

Flaceoo s| s.e0 0.45 0.40 1.20(")=l| 0.40 0.60 0.40=) 0.00 0.40 0.40

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

*Finsl day of dosing was on Study Day 9. Data presented is post-trestment data,
t5.0. can be found in the statistical sppendix.
ttNa4 for ths placedbo trestment group

TE€SI
Z2e00~20
7T *1qer
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TASLE 23

N 200-110 SIUOY MO. D24

LABORATORY DATA - URINALYSIS
SEVLY-OCCURARING AND DOASENING®® ADNORPALITIES

Pte-P% 200-110

Ouring amd Pyust PN 200-110

Duratien Adnoreal
(Days) High (M) !
Treatesent Subject vVeriadles Husber of Nusber of Froe ot |
creup ns. (Normal Range) | Datersinstions rsluese Dstazainstions | Sssaline Valuest Lew (L) i
% 200-130 3 8ils (0-0) 2 - 6, ¢ 2 i J 1.0 » :
» »le (0.0) 2 o, 0 3 33 0,3, 0 u
114 pk (5.0.7.0) 2 6, € ] 21 6 2, 8,93, "
,0 ‘0 ,. [
22 o8 (5,0-7.0) 2 6 6 [ 24 5,92,6,5, ]
’l ’t €, 3,
$
3iie (0-0) 2 0, 0 [} 26 0, 0,0, 2, ]
l,0,0,0
3 ph (5.0.7.0) 2 3, 6 [ ] 26 8.2, 6, 8, ]
5, 6, 6, 6,
° FLd 8i1s (0-0) 2 0, 0 [ ] 26 0, 0, 0, 0, n
. c, 0,0
26 pM (5.0.7.0) 2 6 & [} 22 €, 2, 6,7, "
3,6, 83,6
< stle (0-1) 2 o, v (' 22 1, 0,0, ), R
. 3. 0,0, 0
. 2
lacabs 2 YOC/HPF® {0-1) 2 3, 0 a 2¢ 2+ 2. 2. 2 "
RIC/HPF® (0-3) 2 . 10,0 a 20 1, 2, 1,0 "
s 8ils (0-0) 2 0, 0 3 N 0, 2,0 "
VOC/HPF* (0-%) 2 1,1 3 21 5 1,2 . [
[ ] pM (5.0-7.0) 2 7, ¢ 3 28 7, 2. 8 ]
sile {0-0) 2 0, 0 3 24 0, 1, 0 L]
12 81l¢ (0-0) 2 o, © 3 29 . 0,0 ]
20 oM (3.0-7.0) 2 6, 6 [ ] 26 6, 2,6, 6, ]
5, 6, 6, &
a8 oiis {0Q-0) 2 o, O [ 20 o, 6, 0, l! L]
3,0,0,0

ssprnotusl st Gessliine snd sorsesning by st lesast 3%,

*Coded s the fellowirng:

eunderiingd values sre outside the 3158 sdjusted nozesa. snge.

(O)encns, (1)e1-3, (2)ad-25, (1):.26-30

07-00323
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TABLE 24

PN 200-110 STUDY NO. 324

SUMMARY OF COMPARATIVE RESULTS

¢ FOR CHEMISTRY DATA
N SUBJECTS 1-17
Mean Change at
Varisble Treataent Baseline S.D. 1
{Normsl Range) Group N Mean Osy 15 S.0p. Day 29 S.0.
Calcium ag/dll PN 200-110 9| w.o02 0.31 0.08 - | 0.29 -0.08 - | 0.3¢
(8.6-10.6) h l
Placebo s{ 10.1 0.31 {-0.29¢e)l | o0.40 { -0.4asd| 0.3
Inorganic PN 20C-11C 9 5.09 0.54 (-0.32 0.57 ~1.54%0e| 0,43
Phesphorus
mg/01 Placebo ) 5.4 0.68 |-0.20 1.06 -1.88¢*+| 0,63
(z.s".’)
BUN mg/dl PN 200-110 9| 10.89 2.1 /8900 2.3 a.44¢ 5.20
(10-25)
Placebo sl ti.m 2.62 4,130 2.85...{- 3.88% | 2.03
iric Acld PN 200-110 9 3.63 0.62 [-0.09 0.51 | 0.720a 0.88
0/ dl 4
] (2:5-¢.5) Placebo 8| s.3 0.8 {-0.21 0.56 |-0.06 - | o.65
™ ucose wyral}l PN 200-110 | 9| 92.44 6.25 |-3.67 9.26 8.78 | 15.67
+65-110)
Placebo 8| 93.13 8.9 |-5.00 10.70 3.63 9.61
Total Protsin] PN 200-110 9 6.92 0.34 0.33 0.3 0.50* | 0.45
gn/dl, )
(6.0-8.5) PllCQbO a 7-“ 0057 "Ot“. 0.‘0 -0.18 0151
Abuatn gwdl| PN 200-110 | 9| a.as 0.27 | -0.03 0.50 0.39¢¢ | 0.26
(3.5-5.5)
Plscebo s 4.70 0.23 -0.35¢ 0.33 0.01 0.31
Total PN 200-110 | 9| 0.5 0.23 0.08(*%) 0.12 0.17¢ | o.21 i
8ilirubin ;
8g/dl Placebo ) 0.40 0.08 0.01 0.08 0.19(*)| o0.23 '
(0.0-1.5)
Cholesterol | PN 200-110 9 | 191.78 30.87 6.44 = | 20.37 8.22 — | 20.84
ng/dl i |
(150-300) Placebo 8| 223.63 | 38.99 [-17.63(0)] 24.97 | -21.000d] 22.95
(*)p<.10, *p<. 05, **p<.01, ***p<. 001
ra
9
07/-00324
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TASBLE 24 (CONTINUED)
PN 200-110 STUDY NO. 324

SUMMARY OF COMPARATIVE RESULTS
FOR OHENISTRY DATA

SUBDECTS 1-17
Mesn Chamge at
variable Treataent Baseline S.D.
(Normsl Rsnge) Group N Mean - Oay 15 S.0. Day 2% s.D.
Alkaline PN 200-110 9 45.22 7.24 | -6.78¢ 7.41 <3.67(¢) | s.10
Phosphntnsc
Units Placebo e 60.50 14.29 |-11.750 9.11 -9.50¢ 8.11
(20-115) X
LDH Units PN 200-110 9 | 1a3.11 22.05 12.m:)=r_u.s1 29.118% | 24 18
(100-300)
Placebo 8| 161.88 aa.56 | 1s.68 I} 28.38 9.38 35.86
SGOT Units PN 200-110 9 28.78 11.30 3.89 16.02 -3.33 13.02
(10-50)
Placebo 8 35.50 21.04 | -7.25 13,76 | -15.50(*) | 18.72
GPT Units PN 200-110 9 23.33 10.43 | s9.89* 56.87 8.56(*) | 13.37
.0-38)
l Placebo s 27.75 13.96 | 48.88° 46.14 | 0.00 | 13.22
adium sEQ/L | PN 200-110 9 1 142,11 1.76 2.44¢ 2.88 n.00 — | 1.41
(132-146) . l
Placebo . 8| 143.78 1.06 1.13(*) 1.55 —2.75ed | 2.25
Potassium PN 200-1°0 s | a3 0.40 | -0.50+ | o0.a8 |-0.08 0.66
nEq’)
(3.8-5.5) Placebo 8 4.83 0.37 | -0.54¢ 0.46 |-0.26 0.56
Chloride FN 200-110 s | 101.22 2.82 0.78 2.54 | 0.00 2.69
»Eq/1
(96=106) Placebo . | 8 | 101.75 1.56 1.25 2.82 |-0.63 * 3.42
€0, sEq/1 PN 200-110 9 26.56 3.13 | -a.00¢ 4.33 1.715(')--1 2.77
(19-32) H
Placebo 8 27.25 2.61 | -a.38ee 2.72 |-1.00 — | s3.85
Crestinine PN 200-110 9 1.10 0.11 | -0.06(e) 0.07 | 0.11ee 0.09
ag/dl
0.6-1.5) Placebo ) 1.04 0.17 | -0.01 0.08 | o.10¢ 0.09
(*)p<.10, *p<.05, **p<.01, **+pC.001
r
’ 07-00325
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TROLE 2%
PN 200-110 STUDY NO. 324
SINARY OF CONPARATIVE RESILTS
FOR CHEMISTRY DATA
SUBJELTS 19-28°
Mesn Crarget at Dey
Varidle Treatment N | Baseline S.0D,

(Normal Rarge)! Grouwp Mean 10 " 12 13 14 15¢¢ 21 >
Calcium mg/dl | PN 200-10 | S 9.72 0.38 0.34 0.02 -0.14 0.2 0.08 -0.10 0.14 0.02
{8.6-10.6)

Placebo ] 10.02 0.2 0.08 0.32(*) | -0.38* 0.68(*) -0.02 -0.03 0.02 0.8
Inorganic PN 200-110 { S 4.08 0.63 -0.42 0.40 1.08%* 0.40° 0.70%¢ 0.12 0.48 -0.37'-‘
Phosphoruys ")
wg/dl Placebo s 392 | 0.3 { 0.3 0.18 0.80¢ 0.30 0.98e¢ 0.38¢ -0.08 0.32
(2.5-4.5)
BN mg/dl A 200-10 ) 5 12.60 1.67 0.60 2.00 5.00* 1.40 2.00 0.40 2.00~ 1.00-
(10-25) ) )

Placebo S 12.00 3.8 0.20 1,80« 3.00(*) 0.20 1.2 1.25 —2.00-’ -1 .40-'
Urlc Acld PN 200110 | 5 6.08 1.0 -l.w-‘ ~0.38 0.30 0,74 0.10 «0.40 -0.40¢*)| -0.28
ng/d1 .
(2.5-8.3) Placebo ] 5.34 0.96 «0.24 J 0.24 0.36 <0.10 0.% 0.33 0.06 0.22
Glucose mg/dl | PN 200-190 | 5 100.40 6.69 }-16.60° -4.60 0.60 -6.00(*) 5.00 «2.80 -2.08 -13.00
{65-10)

Placebo $| 101.80 | 20.74 [-11.40 0.60 -3.00 -7.60 -8.20 -3.7% -13.40 -9,20

(*)p<. 10, *p<.05, **p<.01, #eeal 001

*Final day of dosing was on Study Day 9.
1S.D. can be found $n the statistical sppendix.
¥N=4 for the placeio treatment group

Date presented is post-treatment data.

-
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TAGLE 25 (CONTINED)
PN 200-110 STUDY NO. 324
SHVARY OF COPARATIVE REJATYS
FOR CHEMISIRY DATA
SUBXELTS 19-20°
Mean Chafget at Day
variale Treatment 1 | Basellne S.D.

{Normal Range) Group Mean 10 n 12 13 " 15t 2) -4
Total Protein | PN 200-110 | S 7.00 0.68 0.22 0,22 -0.40(*) | -0.12 0.06 «0.2(*) D.68* 0.340*
ol
(6.0-8.%) Placebo S 7.08 0.34 0.32 <0,32¢ 0.12 0.1 0.32 -0.03 0.3 0.2
Albumin gnvdl | PN 200-110 | 5 4.04 0.3 0.48 0.20(¢) 0.20 0.42¢ 0.2 0.549% 0.000» 0.640¢
(3.5-5.5)

Placebo ] 4.26 0.3 0.40° ~0.04 0.1 0.08 0.3+ 0.45 0.64(®){ 0.40(e)
Total PN 200-10 | S 0.50 0.12 <0.00 0.04 0.10¢ 0.1 0.08 0.22¢ 0.02 0.04
8ilirubin .
mg/dl Placebo 5 0.48 0.22 0.04 0.1a 0.12 0.08 0.08 0.08 0.02 0.1(*)
(0.0-1.5)
Cholesterol PN 200-110 | 5 176.80 33.32 -1.20 0.00 7.00 5.60 21.00 15.60 6.40 23.60(*)
mg/dl .
(150-300) Placebo 3 206.80 30.06 13.80 -8.00 6.40 -1.80 18.80 11.50 6.20 9,60

(*)p<.10, *p<.05,

*Final day of dosing was on Study Day 9.

*%p<.01, #oep<.00!

15.0. can be fourd In the statistical appendix.
=4 for the placebo treatmenrt growp

Cata presented is rost-treatment data.
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TABLE 25 (CONTINJED)
PN 200-110 SRIOY NO. 324
SUMARY OF COMPARATIVE RESATS
FOR QIENISTRY DATA
‘ SBLTS v-28*
Mean Charget at Oay
Varidle Treatment N | Baseline | S.O.

{Normal Rarge) Grouwp Mean 10 " 12 13 18 151t 29 >
Alialine PN 200-110 { 5 51.80 10.85 3.20 «5,80 -3,20 -2.40 0.20 -8.20(*) -4.20 7.00
Phosphatase .
\hit! Pl&m s 55.m ‘ 10‘9 5020(.) ’9-60. '0060 ‘2 -80 ‘3 .20 0.25 ‘ nao 2-00
(20-115) ’
L4 Units PN 200-10 | S 114,80 29.42 8.80(*) 12.80( %)=~ 15.80 19.60(*) 18.20¢ 8.40* 76,20 25.00
(100-3) o

Placebo 5 126.00 26.43 4,20 -5.60 | -0.60 2.00 14.60* 20.00 A41.40° 26.40
SGOT Units PN 200-110 | S 28,60 12.24 7.40 3.2 4.00 3.00 8.00 ~1.40 26.40 17.20
(10-50)

Placebo 5 3.2 7.19- 6.20 4,20 2.00 6.60 3.40 2.50 3.80 0.00
SGRT Wnits PN 200-10 | 5 72.00 62.39 -2.00 ~1.40 -‘ 1.60 6.80-‘ 8.80 2.60 ~-14.00 -14,20
(0-38) .

Placedo 5 51.00 24.04 4,40 -11.60°d 2.80 -3.00 .60 -2.50 ~3.80 «~2G.80
Sodium eEq/1 PN 200-110 | 5 144.40 '.52 -1.60 -1.20 -2.00(®) | -5.80""7 -2.20(*) -1.60 -1.20 «3.60%*
(132-146)

Placebo S 143.20 2.7 0.20 -1.60 <2.60(*) § -6.00* «1.00 -1.50 <0.80 «2.20(*)

*fFinal day of dosing was on Study Oay 9.

(*)p<.10, *p<.0S, *4pc.01, *eepc,001

(ata presented is post-treatment data.

15.0. can be fourd In the statistical appendix.

L et e cpet o

tiNz4 for the placebo trestment group
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TABLE 25 (CONTINJED)
PN 200-10 SRIOY NO. 324
{
SIMNRY 0F CONPARATIVE REIATS
FOR CHENISTRY DATA |
_PATIENTS 19-20°
Mean CHarget at Dey
Variale Treatment N | Daseline S.D. :

(Normal Rarge)| Growp Mean 10 1" 12 13 14 1511 21 )
Potessium PN 200-110 | 5 A78 { 0381 -0.12 -0.24 -0.08 -0.04 -0.08 -0.14 -0.36 0. 14
g/l .
(3.8-5.5) Placebo 5 aee | 0.8 -0.32 -0.24% 0.38* | -0.12 0.00 -0.48(*) -0.34 ~0.44(*)
Chlnridn wEq/) PR 200-110 | 3 | 100,40 | 1.0 2,00* 2.60°- 3.40(%) | -2.40° | 1.80 - 1.80(®) 4.00° 2.60 -
(96-106) 1 (‘) ‘o

Placebo s| 10180 { 2.59 | - 1.40 0.40 1.20 <2.00 2,600 0.50 1.80 -3.000ed
€, wEq/) P 200-10 | 5| 2.00 | 1.87 | -4.00% -0.60 -3.40 0.20 -A.40(*) -3.60 -5.40¢ -s.zn-‘
(19-32)

Placebo s| 26.60 | a.16| -0.20 2.60 0.80 2.20* 0.40 -3.00 -1.80 1.00 -}
Crestinine PN 200-110 | 5 1.10 | C.07| -0.04 -0.02 0.00 0.06 0.08 0.02 0.04 0.04
®g/dl
(0.6-1.3) Placebo ) 112 | o.13 ] -0.04 -0.08 0.00 -0.02 -0.02 0.00 0.60 -0.00

(*)p<.10, #p<.05,

*Final day of dosing was on Study Oay 9.

**p<.01, #*epc,001

15.0. can be found in the statistical appendix.
ttMad for the placetio treatment group

Oata presented {s post-treatwment data.
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IABLE 2¢

¥4 200-110 STUOY WD, 324

LABORATORY DATA - CHEMISIAY

BNEGLY-OCCURRING AWD FORSENING ABNOCANALIVIES

Pro-Pu 200-110

Outing mnd Post PN 200.119

Durstion

e

Annorasl
(Days) uigh (M)
Treatsent | Subject verissles Musder of Nusber of Fros or
Greup Me. (Naswal Range) | Detersingtiens Yaluas® Datersinations { Baseline valueae tes (L)
PR 200110 . Clucese my/a} 2 103, 101 3 29 0, 9, 18 "
{65-110)
7 i{nargenic 2 3.4, 3.0 2 0 3.3, 3.9 "
Phospherus
=974}
(2,.5.4.9)
1 SLOT units 2 3, N [ ] 2N 62, a2, 90, L}
{1c-57) S35, 32, a2,
30, >
2 Inorgenic 2 A, 4oy . 2 3.9, 3,7, L]
Phosphozus g_._g. 3.3,
=g/01 - 3.8, 4.0,
{2.5-4.9) 6.8, 8.0
Glvcese ag/sdl 2 ”%, 108 [ ] 26 ”n, 12, L]
(§3-110) rve weve 122, 0!,
2, %,
137, &
LDM units 2 1466, 109 4 26 104, 120, [ ]
{100. 300} 123, Wy,
134, 123,
348, s,
‘s 142
SEOY units L
{10-30) 2 37, 23 ? 26 3, 2¢, 27,
31, 43, 32,
- , 3¢, 203,
. 29
? Inorganie . 2 3.3, 3.6 2 3.8, 3.9, "
. Phosphotys 4,7, &.3,
sg/6l 4.3, 3.9,
(2.5-4.3) $.8, 3.8
27 Glucose wgr@l} 2 114, 103 ) 24 108, Y8, ]
(63-110) 101, 9%,
142, 93,
84, 7¢
Placesu 10 Inorgynic 2 3.8, 4.9 b ] 2% 8.0, 3., ]
Phosphesus 3.3
ag/el}
€2.3-4.3)
12 Lnerganic H 3.5, 4.6 b 2 §:3, 4.0, L]
Phnsphetus 3.6
ag/dl)
(2.5-4.9)
20 Inergante 2 3.3, 3.8 [} 2¢ 3.8, 4.0, ]
Pnospherus 4.3, 3.3,
ag’sal 3.2, 4.8,
(2.9=4.3) 4.3, 4.3

nderlings velues aze sutside the 3135 3qjusted norsal reage.
Adngrasl ot bJeseline snd worssning by at least 19%,

07-00330
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SASLE 26 (COmTImutD)

N 200-110 STUGY NO. 324

LABOAATORY DATA - CHNENISTRY
MEVLY-DCCURRING AND VORSEMING ABNORNALITICS

{ ]
\ Prs-Pu 200-%10 Ouzing and Post P 200-ty0
—
Duratien Adnerasl
(Days) nigh (n)
tzestaant Subject vatisbles W der of Nuabsr of freos oz
SE3up Ne. (Noras} Rangs) | Detersinstiens values® Detersinations | Saseline Yalvese Lo (L)
Placedo 2% Inergenic 2 3.3, 4. ] 21 3.3, 4.7, "
Prospheltus 3.3, 8.3,
ag/d} 4.0, A.8, .
(2.5-4.3) 3.5, 3.0
25 Glucase ag/d} 2 iy, M 4 26 2, 87, N, ]
{63=-1%0) 83, 81, ta,
70, 082, 9
. b7 tnorgenic 2 3,3, .8 [ ] 0 8.6, 3.9, L]
-n-.:n-n.- 3,4, —’_—‘.
agsdl 4.6, \.3,.
(2.5-8.3) 3.6, 5.0
SSOT units 2 3o, 33 [ 29 30, J4, 3%, ]
(10-50} 31, 86, 31,
a6, 3?7
*Ungeriined valusy ars outsids ths 2153 sd)usted norssl range.
tABnorsal st Dassling and sorsening by ot least 4%,
-
. L3
Vd .
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( PE 200-110 S5TUUY NO. 32 2
( PRIAWUVENCY ¢ P ALL NEBWL{-OCCURRING
- LABORATCRY AR QRMALITIBST
. ov—— —-——oo-—-—qu‘ —
PN 200-110 ' Placebo
Vatiable (N=14) (N=13)

Hematology:

WBC oY) 4] 1

WB:! Bigh 1 1
; Neutrophils & Low 3 3
i Lymphocytes Bigh 3 5
; Bosincphile—¥% High 2 ¥
; Bagophils § High 0 1
; Urinalysis:
‘ pH Righ 4 2
WBC/HPF High 0 2
| RBC/HRF Righ 0 1
Lo Bile Bigh S 4
i -
é Chenistry:
? Inorganic Phosphorus  High 3 5
: mg/dl

Glucose mg/dl Righ 3 1

LDHB units Bigh 1 2
i SGOT units Bigh 2 )
| SGPT units Bigh 9 7

.tDefined as an abnormality reported during the double~blind
period that was not present during the placebo washout or
an abnormality reported during the placebo washout .hat

; worsened during the treatment period. The methods used to

classify a variable as "abnormal™ are descrited in the

| Statistical Methodclogy Section of this report (pp. 6

‘ through 7).

( . -
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TABLE 3¢

PH 200-110 STUDY NO. 324

LISTING OF ALL POSITIVE PINDINGS O THE HEPATITIS PROPILES

i

Subject | Treztment Study
Number * Group Day Detected Antibody or Antigen
19 PN 200-110 10 Hepatitis B Surface Ag
Hepatitis B Antigen
21 Hepatitis B Surface Ag _
Hepatitis B Antigen
29 Bepatitis B Surface Ag
Hepatitis B Ant.gen
6 Placebo -14 Repatitis B Core Antibody
Hepatitis B Surface Antibody
14 Hepatitis B Core Antibody
Hepatitis B8 Surface hAntibody
29 Hepatitis B Core Antibody
Hepatitis B Surface Antibody
8 Placebo 18 Hepatitis A Antibody
{ convalescent)
15 Placebo 29 | Bepatitis A Antibody
{ convalescent)
»

07-00335
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TABLE 31

PN 200-110 STUDY NO. 324

LISTING OF ALL POSITIVE PINDINGS
ON THE URINARY DRUG SCREENINGS

Subject | Treatment Study
Number Group Day Detected Substance
18 -14 Cocaine Positive

Placebo

07~00336

0844
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TABLE 32

PN 200-116 STUDY NO. 324

ALY
ADYERSE REACTION LISTING

Dsy and Scverity of

"

"Prescntcd on:y if there are sultiple occurrences.

**Presented only if cifferent from informatior presented under first ancd last occur

7=00337

ence.

NRAR

{ ‘reataent Subject Adverss React ion
. Group tambes First Last lorst
~ Occurrence Occurrence® | Occurrence®™*
PR 200-110 1 Hesdache 10 - Midd 12 - Miid
5 | Headsche 13 - Mild
Nasal Congestion 15 - Mi)d
13 Cols Symptoms 1% - Mild
15 Headache 8 - Mild
19 Hesdache 1 - Mild 2 - Mild
Lightheadedness 1 - Miid
Gas Pain in Chest/Abdomen S - Mlid
UR] Symptoms 10 - Miid 14 - Mf13 17 - Moderate
Cough 10 - Mild 14 - Mild 11 - Mocerate
" 22 Neck Pain 12 - Moderate |13 - Mild
H 24 Headache 1 -~ Midd 14 - S=vere
|
25 Drajed Fesling 6 - Moderate
Headache § -~ Midd
o Upset Stomach 6 - Mild
Placebo 3 Headache 5 - Moderate
8 Tired 8 - Mild
UR! Symptoms 11 - Moderate |14 - Mild
10 Sore Throat 9 - Moderate |14 - Mild 3
14 Congestion 14 - Mild i
15 Headache 1 - Mild 13 -~ Moderate s
Nusal Congestion 14 - Mild 3
20 Giarrhea 2 - Mild 14 - Kilg !
Stuffy Nose 11 - wild ’
Elevated ‘empersture 11 - Mild ¢
21 Sharg Abdominal Pain S « Moderate
Cola Symptoms 8 - Mild 13 - Mild
Coughing 10 -~ Mild 14 .. Mildg
Heagache 14 - Moderate
23 Headache 12 - Mild
Ve
28 Headache 5 « Mild 14 - Mild
ta



TABLE 33

PN 200-110 STUDY NO. 324

NEWLY-OCCURRING ADVRISE REACTIONS?Y

\\ Frequency
Adverse Reaction
PN 200-110 Placebo
(N=14) (N=14)
Miscellanecus
Temperature Abnormal 0 1
Musculo-skeletal
Neck, pain/sore/stiff 1 0
Respiratory
Coughtiug 1 i
Nasal Cu..7~stion 1 3
Throat, pain/numb 0 1
Central Nervous System
. Fatigue 0 1
: Beadache 4 1
Total number of subjects
with at least one newly- 6 6
occurring adverse reaction

Icl‘\

*pirst reported during (or within 3 days following) double-bliéa-
treatment or increasing in severity over that reported during
the single~blind placebo period.
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TABLE 1
P 200-110 SRUOY NO. 324
SUMBRY OF COMPRRATIVF RESKTS
FOR HBMATQLOGY DATA
SUBXELTS 19-28°
Mean Charget at Deay
Varidle ] Treatment N { Baseline S.D.

(Normal Renge)| Group Mean 10+ 1t 12 3 14 151t 2m »
Hemoglobin 200110 | S| 1578 | 0.3 -0.08 0.23 0.30- | ©.06 <4 | 0.0 0.08 - 0.30° 0.7
gwdl { i y
(14-18) Plarebo s 15.24 | 0.64 | -0.80 .42 0.36sd | 6.72(0)4 | 0.06 0.60(*)- -£0.52 -0.42
Hematocrit % | A zo0-10 ) s | sae0 | o.89| 1.00 2.00 1.80-—‘ 0.60 0.60 2.20° 2.50(¢)| 1.0
(42-52) %

Placebo s| as.40 | 1.52] -0.75 0.20 0.40d | -1.40 1.00 0.78 0.20 1.20
wee x 107 PN 200-1% | S 7.76 | c.60{ 0.5 0.33 0.14 0.12 1 C.% 4 0.3 2.40 -0.90(*)
cu ) (
(3.8-10.8) Placsbo | 5] 0.8 | 2991 3.0 0.08 0.38 18- | -1.08¢0)d{-2.a5 KRN -1.30
Bards X PN 200-110 | 5 0.00 | 0.00| 0.25 0.00 0.00 0.00 0.00 0.60 1.00 0.40
(0-3) .

Placebo 5 0.20 | c.a5| -0.25 0.00 0.60 -0.20 -0.20 0.25 0.20 -0.20

(*)p<.10, *p<.0S, **0<.01, *%%n<.001

LIE00-20

*Final day of dosing was on Study Day 9 Dsta preserted is post-trestment data.
+4Nag fur ;™ Freatment group
15.0. can be found in the statisticel sppendix
ttt=4 for the plecebe treatment group

t1IN=3 for the PN 4n-110 trestment group
¥z for the PN 200-. (L “~ettment group
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THELE 19 (CONTINED)
. PN 200-110 SUOY NO. 324
SIMARY OF COVARATIVE RESAYS
fOR HBATAL(CY DATA
SUBXELTS »-28*
. ) Mean Charget at Day
Varigle Treatment N | Basellne { S.D.
(Normal Rarge) CGroup Hean (¢ A 111¢ 12 13 14 15t ¢ ] 2w -
Neutrophils X | PN 200-110 | S 54.00 8.92 -7.50 <0.67 6.40(%) 8.80* 3.2 -4 80 7,75 «2.40
(50-80)
Placebo 5 37.40 8.7 «2.50 -3.80 3.00 0.60 -4,.20 «7.50* -0.8) 2.2
Lymphocytes X | PN 200-110 | 5 41,20 1.9 | -13.00 1.33 -%.40 «10.20 -3.80 3.00 3.00 2.40
{15-40)
Placebo S 34,2 9.50 5.50 8.00 0.60 2.40 7.00 2.7 3.0 1.40
——
Monocytes X PN 200-110 { 5 2.80 2.28 2.2% -0.33 -0.80 1.80 0.60 1.40 0.00 0.60
(C-10)
Placebo 5 5.80 1.52 -1.75 -4 . X)* -3.200 -1.20 -2.80(*) -2.25(¢) «1,80(*)! -2.40
Eosiropnils X | PH 200-190 | S 2.00 3.08 0.25 .33 -0.20 -0.40 -0.20 -0.40 -1,50 -1.20
(0-3)
Placebo 5 2.40 0.55 -0.75 . 0.20 1.00 «1.40(*) 0.40 0.50 -0.40 <0.80
Basophils % PN 200-100 | 5 0.00 0.00 0.00 0.00 0.00 0.00 0.20 0.20 0.25 0.20
(0-3)
Placebo S 0.20 D.45 -0.25 -0.20 -0.20 .20 (.20 0.5 0,20 0.2

(*)p<.10, *p<.0S, *%0<.01, ##8p< 001

*Final day of dosing was on Study Oay 9. Oata presented is post-treatment dats.

#4tiz4 for each trestment grouwp
Q 15.D. can be found in the statis*icu apperdix.
.ﬁﬂfsa for the placebo trestment grow:
3 for the PN 200-110 treatmert group

CxN=A for the PN 200-110 trestaent group
(o
o
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TABLE 20
R 200-110 3TUDY MO. 324

LASORATORY DATA - NEMATOLOCY

MEPLY-DCCURRING AND BORSENING ASNOANALLITILS

-
Pru-Active Trestnent Pstios Outing ang Pest ,ciive Yseatapnt Perteg
Durstisn Dnorasl
{Deys) wigr (M)
ITestaent Subject Yariadles nueber of Muaber of rzes ot
Grous no. {Nosesl Range) | Detersinstions Valuese® Dsterainstions | Saseling vslues® Lew (L)
o 200-91%C [} (.l"""‘l. 3 4.0, 3.0 3 29 0.8, 10.9, ]
(0-3) 0.0
| ] Eosinophils & h [ 1} 6, 2 3 3 2, 8, % "o
(0-3)
3 Neutrophils £ 2 64,0, 36.0 2 20 34.0, 30.0 L
{30-80)
Lysphocytes § 2 33, ¥ 2 0 83, 44 N
{13-40)
19 usutreaphils 8 2 50, &% 7 22 s, 3%, 8, e
(50~40) 37, 30, &9,
a2
2 »0Cx10? cu.na. 3 8.3, 8.8, ’ 26 7.5, 7.7, "
4.0-10,8) 7.7 7.8, 8.8,
8.6, 7.8,
16.4, 6.5,
q.0
Nsutrophils X 3 a2, 20, % 9 2¢ ad, 31, &3, Le
(30-80) 63, 47, a0,
6,33,
Lyaphocytes & 3 39, 32, At ? 26 a8, &g, ), L
(15-40) 29, 30, 93,
36, 80, 39 .
24 Lyephocytes 8 ) 35.0 [ ] W 26, 31, )3, [
(13-402 30, 33, 43,
3.8
Placede 2 Lysphocytes § 2 43, 38 3 20 33, 38, 13 L
115-40) -
s #Cx107 cu.ne. 2 4, 8.2 . 1) e.9, 3.6, te
(4.8-10.8) 3.3, 4
Neutrophils & 2 €, €Y 4 2 €a, 39, [§
(30-80) €0, 32
Lyaphocytas § 2 33, 2¢ 4 20 33, Aa, "
{13-40) 36, 32
Sosinophils 8 2 0.0, 2.0 4 8 0.0, 0.0, ]
(0-3) 2.0, 7.0
s Sasophils X 2 6.0, 0.0 L] 20 3. 1.0, L
[{: 2 }] 0.0, 0.0

sungerliined velues are eutsids the 2138 adjus.4¢ normal Tenge.
1ABNOT B8] ot Dassling: and worsening by st lesst 138,

G7-00313
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TAMLE 20 (CONTINUED)
™ 200-110 STUOY NO. 338

LABDRATLRY DATA — MENMATOLOCY
MEVLY-OCCUARING S50 BORSENING ABNORRALITICS

Pre-Attive Trsatsent Peried During and Post-Active Yreatmant Periegd
Ouration Aonerse]
(bes) Migh (W)
Trestoent Supject varisbles Nusber of naber of rees or
Croup ne, {Notmal Rsngs} [ Dstersinetions vYalusse Deterninstions | Sansline veluece Low (L)
Placbe 0 Lysph zytes § ] 23.0 [} 26 As, #3.0, "
243-40) 23.0, 34.0,
32.0, a8,
3s.0, 82
wenutzophila 8 ] 74,0 [ ) 26 43, 32,0, 8
(30-30) 7%.0, 7.0,
60.0, 41,
31.0, 48
3 Tosinophlls § 3 3.0, 5, 2 ] b3} 0, 2.0, "
(g-3) §.0, 0.0,
3.0, 2,0,
', 4.0
23 Lyephocytes 8 H 24.0, 24 [ ] 26 3%, as.0,
{12-40) 25.0, 48.0,
ey aeee 34.0, 47,0,
46, 2.0
20 vecz 10’ cu.se, 2 9.1, 9.8 s 20 13, 1.7, ]
(a.8-10.8) 0.4, 8.2,
9.5, 0.6,
13, 1.6
Ngutzophils & 2 54.0, 51.0 ? 20 $9.0, 43.0, L
(50-80} . 53.0, %6.0,
36.0, 70,
. 8.0
Lysphocytes 3 2 44,0, 40.0 [ 4 20 37, 38.0, L]
(13-40) 43.0, 37.0,
* 35.0, 37.0,
. - 23, 22.0
Eosinophils 2 0.0, 3.0 ) 20 3, 2.0, ]
(0-3) 2:0, 8.0,
2.0, 5.0,
3, 0.0

syngetlined values sre Outside the £15% slijusted norsal renge.
1ADnosesl st bsssline and wersening by at least 138,

07-~00320
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TABLE 17

y PN 200-110 STODY NO. 324
1N SUMMARY COMPARATIVE RESULTS FOR ECG VARIABLES
7 Eudpoint
Variable Treatment N Baseline S.D. Mean S.D.
Group Mean Change
Atrial Rate PN 200-110 14 65.4 12.19 9,2%* 11.16
(beats/min.)
Placebo 13 64.0 10.12 12,250 9.63
Ventricular Rate | PN 200~-110 14 65.4 12,19 9.2%* 11.16
{beats,’ain,)
Placebo 13 64.0 10.12 12,2%%% 8.63
QRS Duration PN 200-110 14 0.079 0.003 0.001 0.003
{sec.)
Placebo 13 0.082 0.006 -0.001 0.003
1
v T Interval PN 200-=110 4 0.387 0.037 -0,017» 0.028
RN ] qec.) .
:'. Placebo 13 0.395 0.027 -0.032% 0.049
(*)p<.10, *p<.05, **p<.01, ***p<.001 o
'd
07-00315
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TABLE 8
PN 200-110 STUDY NC. 324

SURGUARY OF MPARATIVE RESIATS
FOR HEMATOLOGY DATA

(*)p<.10, *p<.0%, **p<.01, **ep<, 001

tA complete follow-up laboratory evaluation was performed approximately two (2)

the final evaluation visit (Study Day 15).

weeks folldving

07-00316

0852

SUBXTIS 1-17 i
|
Baselinse Mzan Change at
Variable Tre=tmont Mean S D.

{Norwal Range) Grouvp N1} (Day 9) Day 15 $.0. Oay 25t S.D.
Heaoglobin PN 200-110 9 15.04 0.80 .0.04 0.37 0.40 0.77
gn/dl
(14.0-18.0) Placebo ¢ 15.65 1.13 -0.41 c.65 -0,38 c. N
Hemstocrit % PN 200-110 S 42,78 2.44 0.8 .77 3.44 2.13
{42-52)

Placebo 8 44,25 | 3.50 =0,13 2.53 1.50 .62
¥ac x 10° PN 200-110 9 7.24 2.01 0.36 1.05 -0,72 1.43
cu an
(4.8<10.E) Placebo 8 7.16 2.30 0.54(*) 0.73 <0.30 1,27
Gands % PN 200-110 9 0.11 0.33 -0.13 0.35 -0.11 0.33
(0-3)

Placebo s 0.13 0.35 -0.13 0.35 -0.13 0.35
Neutrophils x| PN 200-110 9 $9.33 9.5% ~3,38-. 11,35 -0.22 10.63
(50-80) (*)

Placebo 8] s6.50 | 10.03 s.ee<d | 10.41 1.25 9.66
Lymphocytes X| PN 200-110 9 34.78 7.12 00 10.01 -0.78 9.69
{15-40)

Placebo 8 36.88 9.83 -4,63 12.60 0.00 9.9
Monocytes % PN 200-113 9 3.78 1.39 0.63 3.20 1.78 2.77
{0-10)

Placebo s 4.38 2.00 -1,25 3.18 -0.63 2.20
Eosinophils %] PN 200-110 9 2.00 2.50 -1,13 2.64 -0.89 3.33
{0-35) ’

Placebe 8 2.00 .31 -0.50 1.85 <0.50 1.77
(0-3)

Placebn 8 0.13 0.3s 0.63 1.85 0.00 0.54
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. JSRAQIPINE - SAFETY UPOATE
R SUMMARY

This safety update is @ review of worldwide safety profile of isradipine
vsing data compiled since the previous update of November 22, 1988. US
and foreign dats are aupplied separately. This report slsoc includes
inftial marketing experience since isradipine has now been approved in 8
countries and is merketed in Great Britian,

In the US, both Sandoz end .ln conducting studies with immediate
release Dynacirc but for this repcc-t only data from completed studies have
been inclided. Studies currently ongoing with this formulation or
completed studies using other dosage forms, eg m>dified relesse or
intravenous dosage forms, were not analyzed for this report. There have

been NO serious or UNEXPET

i
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form since the last report.

In the preseant update, data from an additional 281 patients are analyzed
from Sandoi sponsored trials. Of this number, only 181 received
isradipine. The total number of isradipine patients is listed below; this
combines the numbers included in the original NDA submision and this
safety update. (The safety cutoff date for Sando nsored trials is
June 30, 1989. According to Mr Bitz, Sando:, n#dﬂl are included
ss their studies were still ongoing at the time this report was
finalized).

Total No {sradipine randomized patients/Intent-to-Treat 2065

Tota! Number Actually Treated by Duration of Therapy:

¢ 2 Weeks 2029
< Weeks OFr more 1510
10 Weoks 880
€ Months 48%
12 Monrths 367
24 Montns 98
> 24 Months 84

As may be seen from this Table, 2039 received at least one dose of drug
with 1510 receiving it for two weeks or more.

The previous updete inclucded data from 13! non US patients snd this

updete includes 3Jata from an additional £30 foreign patients being treated
By combining US and for@ign dats, & total of

for chronic angins pectoris.
3950 isredipine treated patients asre analyzed.

*
- -- ———Sponsor states that the results show that isradipine is sufe and well

tolerated. No deaths or serious ADRs implicated isradipine, according to
the investigators. .

Since January 1989, isradipine has been apgoroved for marketing in 9
countries, Great Britian, Belgium, Colombia, lreland, Switzerland, Chile,
Uruguey, Czechoslavahia and Egypt. It has only been launched in Britian.
Post marketing experience {s, therefore, limited.

. P



In ‘sddition to these reports, this safety update presents secticns for
wor ldwide regulatory actions, marketing history, package inserts etc. A
summary of worldwide literature is also included.

Sponsor concludes that “Based on the review of the large clinicel
experience with isradipine including clinical trials conducted in both the
US and oversers and the initial postmarketing experience with isradipine
4n Great Britain, it is concluded that isradipine continues to be & safe
and well tolerated drug."

et eer W v ——
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Jav 3.,

Dtvision of Cardio-Renal Drug Products
Medical Review

Number: NDA 19546

Drug Name: Dynacirc(isradipine)
Sponsor: Sandox

Submission Type: Clinical Report
Submisston Date: Oct 28, 1988
Date of Receipt:

Review Complete: Dec. 29, 1988

Pharmacologic Class: Othydropyridine calcium channel blocker

—Dosage—Formand-Strength:5=20mg Tapsutles
Route of Administration: P.O.
Dosage Regimen: Once daily

‘Pruposed'C%%nfcai—ﬂser~ﬂypertens%on

Title ov Study: Study # 308 The Multicenter Evaluation of the Safety and
Eff¥cacy of PN 200-100 Administration Once-Daily in the Treatment of
Hypertension Compared to Placebo. .

Investigator(s): Center A: Walter KIrkendall, M.D. Houston TX. Center B:
Gilbert McMahon New Orleans LA. Center C: Frank Canosa, M.D. Center U:
Nathaniel Winer, M.D. Kansas City, MO Center E: Andrew Lewin, M.:D. Los
Angeles, CA. Center F: Albert Carr, M.D. Augusta GA

Rationale:

I. Introduction and Objectives: Isradipine has been shown effective in
controlling mild to moderate hypertension. In the large clianfcal trials the
maximum dally dose seemed to be 20mg. Little further hypotensive effect. wvas
achieved above this level and above this dose the incidance of the side
effects resulting from vasodilation was considered unacceptable. 1In one trial
demonstrating efficacy of bid medication, once datly dosing falled to maintain
control of blood pressure. The dose was not pushed to a maximum and the study
was of limited scope. Clinical experience with this drug indicate that it is
best given twice daily. Pharmacokinetic data are not entirely Inconsistent
with once-a-day dosage and first order kinetics implies duration will increase
with dose as dose is increased. The objective of:this study, then, is to
deternine whether the maximum tolerable daily dose is effective when given at
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one time.

11. Matertals and Methods: Two hundred and eight patients were selected
according to the estabiished inclusion criteria and with diastolic blood
pressures between 100 and 120 torr. One hundred and seventy of these were
randomized after three weeks placebo washout to active treatment or plicebo
group. The balance between the two groups with respect to all demographic
characteristics examined s neaily perfect. From the summarized data no
correlation is apparent between any of these variables and a response to
treatment. Such a3 correlation is sought in examination of the individual CRF

Study plan shown in diagram is detalled in Table I.
111. Results: The inter-dosing interval was close to the intended 24h

between 23 and 25 hours. Eleven outside this interval were eliminated from
the study for other reasons. Seventy per cent. were titrated to the full dose
in the active and 78% in the placebo group. The fall in mean systolic and
diastolic blood pressures was significant in both groups from the first week
of the study. After the the first two weeks the difference between the

effectofdrug-and-placebo-appeared-and-snd—remained—signi ficant i fferent———
throughout the study even though placebo effect was significant through the

plateav period. Change with time in supine diastolic blood pressures are

displayed in the curves derived from the tabulated data given in tables 10-16

The categorical response to treaiment §s shown_in the table below.

-——

Nunmber of Patients (%)
Treataent Total Category*
Group |
1 2 3 4
PN 200-110 60 19 (32) 14 (23) 16 (27) 11 (18)
Placebo 64 10 (16) 10 (16) 18 (28) 26 (41)

*Category 1: supine diastolic <90 mm Hg with at least a
10 mm Bg decrease; Category 2: >10 mm Hg decrease, but
still >90 mm Hg; Category 3: >5~<10 mm Hg decrease; and
Category 4: <5 mm Hg decrease or an increase.

The difference in response between the placebo aniaisradipine groups §s
statistically significant. The response is.good about half the population,
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- and marginally effective or ineffective in the rest.
IV: Safety: There were 2} drop-outs from the isradipine and 23 from the
placebo group. The reasons for discontinuation are given in the table.
N 200-110 Group Placebo éx oup -
Reason Patient ®o. of Patients] Patient So. of Patients
Number (% Total N=84) Number {% Total N=g6)
Lost to 263 1 (18) 256 1 (1)
Follow-Up
Adverse 259 412 9 (11%) 204 4 ( 5%)
Reaction 251 606 315
26664 516
312 654 659
351
( Uncooperative 201 572 3 (4y) 314 .2 ( 2%)
Noncompliant 505 657
Ineffectiveness 203 4 ( 5%) 202 303 11 (13%)
of Study Drug 276 205 410
456 208 415
651 264 457
265 656
268
Other 207 358 6 (7N) 275 3 (4
251 414 352 . ~
274 453 517
TOTAL _ 23/84 (27%) 21/86 (24%)

The ADRs attributable to the drug were for the most part mild to moderate.

Headache was the most frequent of these.
and resulting in discontinvation occurred twice in each group.
of side effects {s not dose related and the study raises no new safety

issues.

N\

Those syaptoms described as severe
The frequency
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V. Discussion: The claim that this study shows isradipine to be effective
in controlling blood pressure in many patients may be accepted with
reservation. The data do not permit an unqualified statement that the drug is
effective when given once daily. In this study about half the patients with
wild to moderate hypertension responded to qd dosage. Nearly all the patients
studied (90%) were obese and 40L had normal eyegrounds. There were 17
diabetics and about half the patients were elderly. Many of these, it can be
argued, do not need medicinal treatment for hypertension. It would be of
interest to determine what relationship exists between those who may not need
{sradipine and those who do not respond to the drug.

It does seem reasonable to mention in labeling that with titration of the dose
iven once dajly with blood

pressure measurements taken twenty-four hours post dose. The argument for
once datly dosage can be strengthened by considering that improvement may
coa;}nue after the 2 week regimen followed in the other clinfcal efficacy
studies.

Summary and Conclusions: Study #332 quantitatively supports with peak and

trough—data the efficacy-of -bid-dosage: —Study-#-308-dose-not—claim-efficacy——
for qd dosage, but does show that some patients may respond to 2 small dose

once daily and that a reasonable approach to treatment with this drug may to

begin with a minimum dose given once dally for maximum time before increasing

the dose and beginning conventional bid dosage. .

RKimball
HFD-110_~~
0/Cs0O

HFD-110/RKimball
wang #0111Y -



N 200-0v
sady No. 308

TABLE 1
DOSAGR scrnenUIst

m® e recrmrrncrsmsw e rems oo rewmovhoe [ St ar e s v P P LT CER W W © PTG W ¢ @ g

' Active Treatmery

- osem remew smay e eWw s s w vwe e wmmen

Treatment Placebo Washout

Group st s e mrme® e ¢ cm e m cer e v ... - ——
Weeks ~3, -2, ~1 Week 1 { Week 2 Week
Placebo One, Pcbh* One, Fcb One or Two, | One, T or One,| Two, Three
capsule capsule Pcbh capsules| Three} Pcb | or Four, Pcb v mm e e e aa)
once-daily once-daily { once-daily capsulles capsules
once-dai ly | oncefdaily
- nms sommm vl s cRe DR w o ven - - wvmen s o mus s mBw s emels cw e comm W vomen o n - w o P S W P @ T W O AT . W B - . -
One, Rcb One, 5 mg One or Two, | One, or| One,| T™wo, Three
PN 200-110 | capsule capsule Smg . 'rhreeﬂ Smylor Bour, SM —-cicmciicma LD
once-~daily once~daily [ capsules capsules capsples
’ once-daily once-"]aily oncerdaily
, Total Dose/Day S mg 5S-10 my S-IS‘ 5~ 20 my
e s emmma cmm tomle c cm e cem e mmme mew e e o oo m———wle © o o o —— o el e cwwmll e s am e e e e e e o - . = —— © % w——
<— Single-Blind —>< mmm e e e o [IDoUbl e~ BN e -

’

*Pchb = placebo

. -~ . .
tAll study doses were administered once-dally before 12:00 noon, xcept on the day of each clinic evaluation
when the study drug was taken after the required blood pressure sfleasurements|had heen recorded by the invest
gator and his staff. Evaluations must have been performed i:»efor_l 1:00 PH on|each clinic evaluation day

(within 23 to 25 hours after the previous day’s dose).

t{The dose was increased by one capsule/day at weekly intervals until Week 4 if the average supine diastolic
B.P wms >95 mm Ag or had not decreased by at least 10 mm Ag froy baseline without administration of the

prescribed daily medication dose: otherwise the dose remainad cn anged for the next interval. At the end of
Week 4, a final titration to the next-available dose level was roitted if the patient, previously maintained

at a lowg dose regimen of 1 to 3 capsules once-daily, did not ftisfy the B{P. criteria at that time. Be-
glaning with Week 5, the dose remained unchanged unless an adveche reaction qccurred necessitating a dosage

reduction. ;
b )

€00~
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Figure l

PN 200~110: "UDY #308
Supine Sy:.olic TP
Change from Baseline
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Figure 2
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Figure 3
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Figure 4
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Figure d
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Figure 8
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§ vABLE 10
. ‘ PN 200-110 STUDY NO. 308
i SUMMARY OF COMPARATIVE RESULTS FOR BLODD PHESSURE AND| PULSE
: WEEK | - VALID ANO PARTTALLY VALID [PATIENTS
| ¥
Randoalred ) Paseline Adjusted | Trestment Pertied
Varisble Treeieant No. of Mean Change’ | S.D. Hean
! Group Patients | Nean 5.0. Change* Ngsn s.D.
Suoine Systolie PN 200-110 77 163.7 { 18.17 e8.210d0me 12169 ) ~B.13~— 159.9 17.38
8.P. (am Hg) . (‘) (‘)
Placebo 84 163.80 | 19.76 | -4.7694s 12051 | -a.83-d 158.2 | 21.13
Supine Diastollc PN 200-110 77 104.7 A.06 -3 .34e80 §l1e 99.3 7.88
8.P. (am Hg)
Placeba 84 105.3 5.59 «5.01e8s {14 100.3 8.3
Suplne Pulse PN 200-110 7 75.1 | 8.21] -0.02 vd7a | o.16 75.1 8.13
(per min)
Placabo CY) 74 .4 8.06 0.17 7.l06 0.01 74.9 3.34
i
Stending Systolin | PN 200-110 77 199.5 | 20.3 -3,7304e 1416 | -5.82 153.7 18.12
8.P. :{am Hp) : .
Placebo V) 159.9 | 22.02 | -3.190 12.P3 ~3.12 156.% 21.00
Standing Diastolfe | PN 200-110 77 103.9 { 7.8t -3.4308e 6. -3.87 100.4 9.08
B.P. (am Hg)
Placebo 84 105.3 | 9.29 -2.65%¢s 6.81 | -2.%2 102.7 10.06
Stending Pulse PN 200-110 77 79.2 9.14 2.14¢ 8.%4 2.13 81.3 8.57
(per min) .
Plscebo }fl 79.2 9.03 ' 0.08 8.90 0.09 79.3 10.42

£00-80

(*) p<.10, ® p<.NS, #v pC.01, **% p¢ 000

+Presentad only whean analysis of covarisnce assunpt lons were met.
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: TABLE 11

! ! PN 200-110 STUDY NO. 308

3 X Sllll.\tll‘( OF COMPARATIVE RESULTS FOR BLOND FJIESSURE PULSE

| WEEK 2 - VALID ANO PARTIALLY VM.!D!PA"EITS

|

| _‘ : -

| Randoa{zed Baseline ad fusted Treatment Psriod

Variasble Trestment No. of Hean Change S.D, tesn

: group Patients | Nean 5.0, Changa* Neen s.0.
Suplns Systolic PN 200~1iu 73 163.0 17. N «10,83%) e 12.38 {-10, 83w 182.2 16.90
a.P. (.. “q) ! " ] :

Placebo 82 163.0 | 20.00 | -s.0aeh ~d | 1p.8a | s.0a~d | 15709 | 10009
|
Supine Dlastollc PN 200-110 3 104.5 | 4.76 | «~B8.720}0~ .70 93.8 8.18
BQP. (‘. “g) .l.
Plecabo 82 105.2 $.57 -4.75%e 1{.« 100.3 9.3)

%

Suplne Pulse PN 200-110 75 7%.1 8.30 t.04 2.54 T6.1 9.14
(per &ln)
Placedo 82 7.0 § 809 | -0.35 1.50 74.0 | 9.18

, .

; '
Standing Systolle PN 200-~110 73 158.5 19.63 «8.790¢80—. li.&é «9.02 ~ 149.7 16.9%
8.P. .(ma Hg) 4 ) tH i

: Placebo 62 159.9 | 2z.18 | -a.a30d —d ] 19,90 | -a.v2 =d | 155.5 | 21.35
Standing Ofiastolic { PN 200-110 73 103.5 7.%8 -6 .96088 = 74.50 *7.13 == 96.6 9.9
8.P. (mm Hg) ol o

Placebo a2 105.2 9.39 -3 .43 % | .68 -3.28 -J 10t.8 10.83%
Standing Pulse PN 200-110 73 79.2 9.26 1.28 8.89 1.29 80.9% .91
(per min)
Plscsbo \02 79.¢ .12 |+« 0.V} 9. 10 0.30 79.4 9.688
e — r
*) p<.10, * p<.D%, "% p(.DY, “ew pg .00
g’nscntod only when snalysls of covariance sssuaptions were met.
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i TABLE 12
. PN 200-110 STUDY NO. 308
, SUMMARY OF COMPARATIVE RESULTS FOR 8LO0D an‘ssuat D PULSE
; WEEK 3 - VALID AND PARTIALLY VALID IPATIENYS
I
' Randosized Ssaseline Adjusted Trestaent Period
. Veriable Treatasent No. of Hean Change s.p. Hean
; Croup Patlents | Wean S.0. Change* Haan s.0.
Suglne Systolic PN 200-110 7 163.4 | 17,93 | <11, ategon 12,48 {-11,39— 152.0 | 20.33
8.F. (em Hg) L sbe ole
Placedo 80 163.1 | 20,22 | -2.79¢ ’-4 isi72 | -2.81=) | 160.3 | 20.37
Supine Dlastolfc PN 200-110 7 104.6 4.85 | -8.400Q0~ 2}20 96.2 8.63
8.P. (mm Hq) J ole
| Placeba 80 105.2 | s.63 | .3.94ede] 7{99 101.3 9.94
{
Suplne Pulse PN 200-110 " 75.3 8.38 -0.6) 8,13 | -0.4% 74.7 8.80
{(per min)
.Placebo 60 74.3 | 6.0 0.4} 7,88 | o©.23 74.7 g.12
' [
Standing Systollc PN 200-110 71 158.9 | 19.90 | ~11.340H0 " 13,11 |<-11.48— 147.3 20.33
8.P. (am Hg) - . ole ode
. Placebo 00 160.0 | 22.46 | -3.60¢{ 1012 | -3.47- 156.4 | 20.54
Steﬂdlt\q Olastollc | PN 200-110 " 103.5 7.75 -6.!9-%-...' 7,53 ] «6.53 —~ 97.1 9.36
8.P. (mn Hg) : ol
Placebo o 105.2 | 9.50 | -3.23eMe] 710 | -3.10 1 | 102.0 ) 11.54
Standing Pulse PN 200-110 -7 79.3 9.37° 0.32 8.p9 0.34 79.6 79
(per min)
Pleaceba )oo 79.2 9.08 '-0.7)7‘ 8.p7 Q.08 79. 1 10.38
) p<.18, * p<.0S, ** p<.01, *es pc.0ol
éunntm only when snslysis of covariancs assusptlions wers met.
L) .
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TAGLE 13
PN 200-110 STUDY NO. 308

SUMMARY OF CONPARATIVE RESULYS FOR 8LOMD H{ES&ME AND A‘II.SE
WEEK 4 - VALID AND PARTIALLY VALID |PATIENTS

Randoaized Saseline JLng Adjusted Trestasnt Ceried
varisble Treataent No. of Nean C ] $.0{ Haen
Group Patients | Mean S.0. Change* Nean S.0.
|
Supine Systollc PN 200-110 &9 163.% 17.87 «13.52vd0c 13.784 {=13,22~~ 150.0 19.3¢
BIP' ‘.. “o) (2 1] ."
Placebo 76 16v.6 | 18,73 | casonfl=d | 13,24 | -a.78~d | 1571 | t6.76
Suplne Diastollc PN 200-110 9 106.5 | .90 | <11.030dv— 7.4 93.3 | 9.19
8.P, (am Hg) ole
Placebo 76 10s.1 { s.aa { -a.500¢k~d 7.41 100.3 9.29
Supine Pulse PN 200-110 69 75.1 8.42 0.64 9.39 0.90 75.8 8.79
{per aln)
Placebo 16 74%.2 8.20 -0.20 8.21 | -G.44 74.0 8.3
Standing Systolic AN 200-110 69 159.1 19.9¢ wll1.,58000 14.610 }-11.43~ 187.3 18.V?
Bo'o '(-. Hg) -~ . . l .l
’ Placebo 76 158.2 20,93 -5.57'#'*—1 13.4 -S.TO-J 152.7 18.11}
Standing Diastolic PN 200-91D (3] 103.3 7.64 -G.JO-L--—- 7.5 -8, A Y 93.0 90
e.P. ‘.. m’ .l. ."
Placebo 76 108.8 { 9.22 | -3.a2epe-d 7.40 | -3.32~d | 101.3 | 10.8?
Standing Pulse PN 200-110 &S 79.0 9.38° 1.97 9.3 1.92 80.6 9.40
(pec ain)
Pllcebﬂ Z‘ 7,-, 9.22 "’0.“ ] 8.84; -0.,5 7‘.7 ,09‘
CX*) p<.10, * pc.05, ee p<.0Y, owe p(.OO'l
U.)oPreunted only when anslysis of coverfance assusptlions were met.
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TABLE 1A
P% 200-110 STUDY MND. 30
SIMMARY OF CONPARATIVE RESULTS FOR BLOND ESSURE A PULSE
MEAN OVER PLATEAU PERICD (YEEKS 3-6) - VALID PAYIENTS ONLY
Randoalz Basellne Adjusted Treatsent Period
Variable Treatacnt No. of Mean Change S$.0. Nesn
Group Patlents | Nean 5.0, Changa* Nean s.p.
Supine Systolic PN 200-110 60 162.2 17.14 14,629 % 12.30 |-14.50~ 147 .6 14.95%8
8.P, (mm Hg) ole ede
-lacebo 64 162.0 19.63 -5.3564¢ | 13.3¢6 -5.60—-‘ 136.4 17.23
Supine Olastolic PN 200-110 60 104.¢ 4.54 e11.43400u #.71 92.¢ 7.40
8.P., (mm Hg) o
Placebo 64 104.7 | 5.34 -6.394e0._| ¢.01 98.3 8.77
Suplne Puylse PN 200.110 60 75.1 8.18 -1.32 7.6% -1.09 73.8 8.10
(per ain)
Placebo 64 3.7 7.77 0.20 2.88 -0.11 73.% $.3%
Standing Systolle PN 200-110 60 137.6 20.30 -11.01*'0--‘ 14.28 {-11.98~ 145.8 16.19 1
8.P. (mm Hg) b .
Placebo 68 158.3 | 22.2a | -5.094¢ | 14,93 | -a.93—] 153.2 | 11.99
3
Standing Olastolfc PN 200-110 &0 102.7 7.48 «9.2240 0 .71 9.3l 93.5 .87
8.P. (mm Hg) ofe ole
Placeba (1} 103.5 9.22 -2.79H' —' 7. 10 -2.70—4 100.7 10.30
Standing Pulse PN 200-110 .60 7% 9.33 ~D, 54 8. 04 -0.28 78.6 9.09
(per min) )
Placebo (1] 77.9 8.11 1.17 7.1t 0.93 9.1 7.24
(®) p<.10, * pC.03, *% pC.01. *eo p<. Q0 ”‘
CyPresented only when analysls of coverlance sssuaptions were met
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