Do PN . ¥ 2 ¥ BEPRL
cLeo

PN 200-110 STUDY NO. 304

AVERAGE DAILY DOSE (mj) BY STUDY WEEK

VALID AND PARTIALLY VALID PATIENTS

V RN

Treatment | Week 1 | Week 2 | Week 3 | Week 4 | Week 5 | Week 6 | Week 7{| Week 8 { Week 9 | Week 10
B 200-110
N 42 41+ 42 40 40 40 39+ 40 37 36t
Mean 4.9 4.9 8.1 8.8 10.2 10.5 11.9 1.7 11.8 11.8
8.D. 0. 46 0.41 2.46 2.45 3.72 3.88 5.20 5.17 4.94 5.00
Min 3.2 3.8 4.3 4.6 4.3 4.7 4.6 4.3 4.7 5.0
Max 5.8 6.1 11.4 4.8 17.5 18.9 22.5 | 20.0 20.0 20.0
Propranolol
N 42 42 41 38 37 36 32 31 31 31
Mean 120.1 122.8 197.6 201.0 266.9 279.9 334.9 328.3 337.7 329.5
s.D. 9.63 21.64 76.97 €0.28 | 105.53 99.59 | 142.96|{ 142.16 | 149.97 | 145.94
Min 100.0 100.0 100.0 97.5 105.0 102.9 111.4 1i1.4 111.4 97.5
Max 160.0 240.0 480.0 308.6 531.4 420.0 480.6 480.0 574.3 480.0

+patient No. 312 failed to return the medication bottles for Weeks 2, 7 and
could not be determined for these time periods.

10 so his average daily dose
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SAMWNRY CONPMRATIVE RESILTS FOR TREATMENT X TWNESTICATOR,
TREATHENT X TINE, AD TREATHENT X TIME X IMVESTICATOR
INTERACTIONS FOR THE RATEAU FERIM - VALID PATIENTS

TABLE 9

Al 200-110 STUOY NO. 304

-
Treatmenkt X Treataret L Treatwent X
Baseline Mean Mean Change bjunbmbr Time Time X
(Sasple Slize) From Basel ine Inferaction Interact fon Investigawr
Variable Investigator Interactfisn
4 200-190 Propranclol | PN 200-110 Propranslal p-valus p-value p-value
Sitting Systolic A 140.2 (13) 2.0 (11) -14.12 -13.34 ‘0.065(') 0.512 0.531
8.P. (mm Hy) 8 161.2 (13) 163.6 (11) 24,19 «7.57
C 1.3 (11) ws.1 (9) -12.8 -13.00
Sitting Diastollc A 06,5 (13) 102.9 (11) -18.2) -10. 16 0.212 0.817 0.3%
8.P. (mm Hg) 8 100.1 (13) 100.8 (11} 14,44 -7.18
o 01.2 (11) 100.2 (9) -13.33 ~13.11
Sitting Pulse A 81.4 (13) 76.3 {11) 5.04 -10.65 10.904 0.254 0.55
(beats/ain) 8 76.8 (13) 76.6 (11) 3.98 -11.77
c 77.4 (11) 2.3 (9) 3.25 ~10.46

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

€260
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SUMMARY OOMPARATIVE RESULTS FOR BLOOD PRESSURE AD P#ES

R ————

TABLF 10

™ 200-110 STUdY WO. 304

WEEK 1 ~ VALID AND PARTIALLY VALID PATIENTS

0274

s

Baseline Week 1 _ Treatment Period
Adjusted
varisble Treataent No., of Mean Mean
Group Patients { Mean S.D, Change S.D. Change? Nean §.D.
Sitting Systolic PN 200-110 42 149.8 | 18.51 -9, 3nee 14,70 140.5 15.40
B.P, (mm Hg)
Propranolol 42 153.7 | 19.25 -7.0%8 13.25 146.8 19.49
Sitting Diastolic PN 200-110 42 101.9 5.09 ~-§.8%%¢ 7.96 -9.0 93.2 7.92
B.P. (mm Hg)
Progranolol 42 102.7 5.86 -6,7%4% 9.12 -6.5 96.0 2.15
gitting Pulse PN 200-110 42 77.5 | 11.52 31.5¢ 9.61 4.0 - ! 12.08
{ per min.) ade ale
Propranolol 42 74.7 | 8.09 | -8.0%e+ | 8.89 ~8.5 — 9.18
(*)p<.10, *p<.05, *¢p<.01, ***p<,001
+pdjusted means presented only when the analysis of covariance assumptions were met|
N v

0( I18JL



TABLE 11
PN 200-110 STUDY WO. 304

SUMARY COMPARMPIVE RESULTS FOR BLOOD PRESSURE MD !d&l
WERK 2 ~ VALID AD PARTIALLY VALID PATYENTS

0273

Basel ine Week 2 Treatment period
. : Mjusted
. Variable Treataent ¥o. of Mean Msan
‘ Group Patients | Mean s.D. Change S.D. Changat* Nean 8.D.
Sitting Systolic PN 200-110 42 149.9 18.51 -10.5%%* 12.65 -11.2 139.4 14.81
».p. (sm Bg) ‘
|
sitting piastolic | PN 200-110 42 101.9 | 5.09 | -8.9%e¢ 7.81 -9, 1 93.1 8.17
B.p. (mm Hg)
_ Propranolol 42 102.7 5.86 -7.80¢# 10.97 ~7.6 94.9 10.52
|
gitting pulse PN 200-110 42 77.5% 11.52 2.7 10.68 3.3 80.2 11.32
(per min.) ol ol
, Propranolol 42 74.7 | . 8.09 -g.00s¢ _J 7.81 ~8.5 J 66.7 9.26

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

+adjusted means presented only when the analysis of covariance

assumptions were met,

11 378Vvd
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TABLR 12
PN 200-110 STUDY 0. 304

SOMMARY COMPARATIVE RESOLTS POR RBLOOD PRESSURR AND PULSE

WEEXS 1—-6 -~ VALID AND PARTIALLY VALID PATIENTS

0276

Basaline Endpoiat (Weeks 1-6) Treatment Period
: Mjasted T
Variable Treatment No, of Mean Moan |
, Group patients | Mean 8.D. Change $.D. | Change? Mean 8.D.
J i
Sitting systolic PN 200-110 42 149.8 | 18.51 ~18.9¢4e 7 13.82 130.9 12.58
B.p. (mm Hg) .
Propranolol 42 153.7 | 19.25 ~-9.,7%*+ _| | 16.15 | 144.0 25.75
‘.Po (- m’ * *®
Propranolol 12 102.7 | 5.86 -9.00%¢ _{ | 11,29 -8.8 93.7 | 11.78
sitting l’llllu PN 200-110 42 77.5 11.52 3.4¢ -J 8.56 3.6 1 80.9 12.05
(per min,) bt sae
Propranolol 42 74.7 | . 8.00 | 12,300 1 | 6.7 -12.7 62.3 7.90

+Adjusted means presented only when the analysis of covariance

JBY s = U

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

asswaptions were Mﬁt'

Z1T 3TEVL
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TAME

i 200-118 STV WO, 304

SUNBARY CONPARATIVE RESULTS FOA YETAL SICNS - OYER WTE RATEAU PCRIOD (WEEKS 7-10) - VT!‘ PAVIENTS

Savellne Sison Change At Nean Over Weeks 7-10 | Troataent Peried
Yoelable Tre tasat . of .
Crowp Pationts { Wean $.0. Veak 7 Yok 8 Yook 9 Yook 10 Hsosn Change $.0. Nean s.0,
Sttting Systells | MW 200-%10 3 wr.9 | 1.7 | 10,0000 o <06, youe <16, 2900 -18,2000 17,9000 15,25 | W ’. 7
8.0, (an Ke) | h
Progransiel 1Y) 150.3 | 10,95 | .-9.8ee0 3 | -10.g00e 11,4000 12,9000 -11.z000 ] 1.8 e | .9
Sittiag Dlastelic | P 200 190 » 1009 ] 5.35 | -t veee <13 . 6000 o -16. 100 o 16900 o | | <15, 4000 o 7.2 0.6 $.08
8.P. (en W) [} I} . .
fropranetel " 1010 | 303 ] -9.seee 9.yeee | 10,9000 -9.0000 || _10.0000 8.5 n.e | 600
Sitting Puese ™ 200-110 ” 10.6 | 10.79 3.2(%) — 2.0(°) - 640 2.9(¢) — Y LI, 8.92 0.y .85
. (por oia.} ole ode 0 odd wle
. Prepeanslel " 1.2 ] 097 | -t0.00ee | cr0.8000 I | ctnideee I | cvreeen ] 2190000 7.% 6.4 'R
(*)p<. 10, *pC. 03, *#p<. 01, $°9pC,. 008 :
|
[
Al
'
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/
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SUNMNARY CONPARATIVE RESULTS FOR BLOOD PRESSURE AND PUL

TABLE 14
PN 200-110 STUDY NO.

305

ENOPOINT OVER PLATEAU PERIOD (WEEKS 7-10)

‘VALID AND PARTIALLY VALID PATIENTS

SE

0278

QoG ™. o

Treataent
Baseline Endpolnq Adjusted Perlod
Variable Trestaent No. of Hean
Group Patlients Nean S.D. Nean Change S.D. Change* Mean ) S.0.
sitting Systolic 8.P. PN 200-110 AQ 150.0 16.85 ~18. 5800 116.77 131.5 |14.77
(ma Hg) |
Propranclol 32 151.0 18.06 -13,3¢0s 13.60 137.8 (18.91
5itting Olestolic 8.P. |PN 200-110 40 101.9 5.20 -16.19¢% = §.18 «-16.1 = 85.8 7.29
ton Hg) ¢ ol
Propranolol 32 101.7 5.67 -10.2%¢¢ = 8.57 | -10.2 91.6 | 7.87
sitting Pulse PN 200-110 40 77.7 11.42 5.2% 12.49 5.8 =~ 83.0 |12.87
(p.r .‘".) . 'l. .J.
Propranclol 32 74.9 8.78 -11.89ve <l 671 | -12.5 4 | 63.1 ] 8.15

Adjusted means presented oniy when the analysis of vovarisnce assumptions were met,

"2)p<. 10, *p<.05, *¥pC.01, *##pC.001

‘oo
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SUMMARY COMPARATIVE RESULTS FOR BLOOD PRRSSURE AND P

TABLE 15

PN 200-110 STUCY NO. 304

ALL PATIENTS - ALL WEEKXS

ULER

0279

Treatment
Basel ine Bndpolint Mjosted Period
Varisble Treatment No, of ' pean
Group Patients Mean S.D. Mean Change S.D. Change® Nean | S.D.
Sitting Systolic 8.P. PN 200-110 46 149.7 7.7 ~18.64%* 15.96 131.2 13.49
{mm Hg)
Propranolol 43 153.7 19.02 | -11.70ee _{ 15.08 2.1 | 21.29
Sitting Diastolic B.P.| PN 200-110 46 101.6 5.10 ~-15 .64+ 8.16 -15.8 86.0 7.08
{mm Hg) :] :1‘
Propranolol 43 102.6 5.82 -9,20%¢ _J 9.53 ~9.0 . 93.3 | 10.05
gitecing Pulse PN 200-110 46 76.6 11.47 5.3%* —J 12,15 5.7 -.J 81.9 12.90
{pexr min.) ode wde
propranolol 43 74.7 8.00 | -11.6%%s _I 7.71 12,0 -1 | 63.1 | 8.76
"v)pL.10, *p<.05, **p<.01, *4*p<. 001
tadjusted means presented only when the analysis of covariance assumptions are met.
5
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TABLE 16

PN 200-110 STUOY NO. 304

BEVLY-OCCURRING PHYSICAL EXAM ABNORMALITIES

Treatment Patient
Group No. Variable Abnorsality
PN 200-110 101 Eyes Tiny bubbles on anterior lens
103 Heart Pounding sound: - Grade 11
systolic murmur, left sternal
border
Abdomen Bruit over aortas
108 Heart Grade 11 soft systolic murmur,
left sternal border (not noted
on intial physical exam)*
Extremities 2% edema both legs
109 Extremities Trace to 1* edema
112 Eyes Grade Il A/V = 1/2, increased
light reflex (not noted on
initial physical exam)®
158 Skin Setorrnea around nose and ear
(not noted on initial
physical exam)®
Rectal Prostrate enlarged 3X (veek -4
exam not done)
Extremities 3% edema on inkles
137 Meart Loud Grade I1-I1I blowing
systolic murmur st apex
213 Heart Tachycardias possibly drug
Telated
283 Extremities Trace pedal esdemsg -~ bilaterally
302 Eyes 0.U. arcus senilis (not noted on
initial ,hysical exam)e
Lungs Increased A.P. chest diameter
(not noted on initial physical
exam)®
Back Kyphosis (not noted on initial
physical exam)®

*Coded as & pre-existing abnormality.

0280
0./-01884
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TABLE 16 (Continued)

PN 200-110 STUOY NO. 304

NEWLY-OCCURRING PHYSICAL EXAM ABNORMALITIES

Trestsent Patient
Group No. Variable Abnorsality
PN 200-110 304 Extremities 1% edema both lower extremities
{Continued)
305 Ears, Nose, Throat Chroniec otitls - perforation
(not noted on initial physical
exam)®
— — 319 AGdomen T 1 01d right lower quadrant )
surgical scsr (not noted on
inftial physicsl exam)e
354 Ears, Nose, Throat ¥hite papillary excrescence in
left canal obscuring T™
357 Extremities Trace pedal edema
Fropranolsl 201 Heart SEM 2/6 slong left sternal
border (not noted on initial
physical exam but was recorded
pre~study)e
25a Lymph Nodes Submandibular lymph nodes
palpable, non-tender**
Extremities Swglltng. tenderness around
knees, ankles, wrists, both
elbow jJoints - limitation of
movemeni on dboth shoulderses
31 Eyes 0lg T™ scars (not noted on
initial physical exam)e
313 Extremities Knee surgery scar {(not noted

on initial physicsl exam)®

*Coded as a pre-existing sdnoramality.

eeCoded as new non-drug related abnormality at

Week .4 and Week 10,

0/-018685
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TABLE 17

PN 200-110 STUDY NO. 304

NEWLY-OCCURRING CARDIOVASCULAR ABNORMALITIES

Trsatment Patient week(s) of
Group No. Variable Occurrence Abnormality
PN 200-110 101 Other 10 Ophthalmologic - *TYiny
bubbles® on anterior lens
00 - normal variaticn
103 Heart 10 Murwur
Abdomen 10 Abt .mingl bruit
106 Abdomen 4 | Tapdernass to palpation
Other 4 vaginal discharge/abdominal
. cram.ing
108 Cough 4 Couch productive of clear
sputum
Palpitations 4 Jittery - 1 1/2 hour
pslpitations
Heart 6, 8, 10 Grade 111/V1 systolic
muraur - left sternal
border to apex
Abdomen 6, 8, 10 Abdominal bruit
. Extremities 1, 2, 4, Non-pitting ankle/leg edema
’ 6, 8, 10
109 Palpitations 1 S minutes of palpitations
112 Heart t, 2 Grade I1/VI systolic murmur,
lower left sternsl
border to apex
Pulmonary Findings 1 Fine rales - left lung base
13 Extremitiecs 1, 2, &, Pitting bipedal edemg to
6, 8, 10 lowver 1/3 tibla
115 Palpitations ] Had palpitation after first
dose of study drug -
tesolved spontaneously
118 Heart 1 Atrlial gallop-lower lett
2, &, 6, sternsl border
8 Grade I1/v] systolic nurmur,
lower left sternal border
135 Extremities 1, 2, &, Bipedal pitting edems to
6, 8§, 10 knee - increased from 1¢

on YWeok ' to 4* on Weegk

0/~01887

e, W . W S




{

TABLE 17 (Continued)
PN 200-~110 STUDY NO. 304

MEVYLY-OCCURRING CARDIOVASCULAR ABNORMALITIES

Treatment Patient week(s) of
Gcroup No. Vacisble Occurrence Abnormality
PN 200-~110 152 Pulmonary Findings 8 Bibasilar end, expiratory
{Continuud) wheeze
160 Heart 6 Grade 11.vI systolic muraur,
lower left sternal border
Extremities 2, & Trace non-pitting bipedal
edema
202 Extremities 4 Slight increase in pre-
existing edena
205 Others 1, 2, & Symptoms of URl-improving
at veek &
207 Extreaities 10 2 mm pitting edema; noted
pre-study and on initial
| physical exam. Not Aoted
_ at Week 4 and subsequsant
CV evaluations, However,
wvas noted on final phys-
ical exam.
210 Chest Pain Exertional 2 One angina episode in las:
week
Orthopnea 1 Pillow orthopnea
212 Cough 2 Cough secondary to UR!
213 Heart Exan 10 Tachycardia (Heart Rate =
120)
216 Chest Pain Exertionsl 8 Daterioration of angyina
Dyspnea Exertion 8 Oeteriorating dyspnea on
exertion
217 Other 8 Rattling in throat - 1 Week
224 "Other 2 Dizziness lasting 30 minutes
resolves spontaneously on
sitting
253 Other 2, A Mild hegdaches

0/-0418E8
0283




TARLE 17 (Continued)
PN 200-110 STUDY NO. 304

MEVWLY -OCCURRING CAROIUYASZULAR FINORMALITIES

Treatment Patient Veek(s) of
Group No. arisble Gccurrence Abnormslity
PN 200-110 255 Extremities 1, 2, 4, Pedal edema
{Continued) 6, 8, 10
302 Heart Exam ] Irregular beats - left axis
deviation - non-diag-
nostic ST Y.wave changes,
occasional premature
] nodsl bLeats -
304 Ablcounen 10 Trace 1* edema with vaso- .
dilated skin
305 Extremities 1, 2, & Slight non-pitting ankle
edema
Other 10 Earache
Other 10 Perforation right tympanic
membrane
309 Cough 2 Mild cough-secondary to
sinus drainage
316 Palpitations 1, 2, 4, Mild pslpitations
5, 8, 10
319 Palpitations 4, 6 Palpitstion 30 minutes
. after taking medicatfon -
lasts adbout 90 minutes
355 Palpitations 1, 2 Palpitations start one hour
post-dose - lasts several
hours
Other 1, 2 Appears flushed from neck
up
Propranolol 104 Extremities 1 Slight pedal edems
Other 1 Cloudec sensorium - 5 days
" 107 Extremities 8 Trace pedal edema
bilaterally
116 Extremities A, € Trace pitting bilateral
edema to lower 1/3 tibia
117 Abdomen s Abdominal bruit

00 18&%8 1




TASLE 17 (Continued)
PN 200-1t0 STUDY NO,. 304

NEWLY~OCCURRING CARDIOVASCULAR ABNORMALITIES

- .reatsent Patient Week(s) of

Group Mo, variable Occurrences Abnorsality
Propranalol 182 Palpitations 8 3 minutes of palpitdations
(Continued) while sitting

Extreaities 8 Trace bilateral edema -
foot/leg

153 Exiremities 1, 2, & Trace pitting edema
bilaterally over tibla

Other 4 Cout attack - previous

_ - _ history of gout— {1
158 Pulmonary Findings A, & fgles in lungs - left and
right base and upper lobes
159 Extremities 4 Trace pitting edema to midg
tioia
209 Dyspnea Exertion 2 Mild shortness of breath
(5-7 minutes) resolves
spontaneously

Dyspnea Sitting 1, 2 Milid shortness of breath
lasting 5 minutes each
(multiple episodes)

Dyspnea Suplne 1, 2 - Milg shortness of breath
lasting 5 minutes each
(multiple episodes)

Other 2 Chest Pain - tightness of
chest; mainly subcostal
reglon

2n Oyspnea Exertion 4 2 blocks for past week -
possibly due to uncon-
trolled blood pressure
214 Dyspnea Exertion 2, 4, 6,7 3 blocks - improving

Extreaities 2 Trace edems

Cther A, 6 URI - Ringing in ears
(possibly dus to Tylenol)-
Tesolved

215 Other ) Mild lower back spasa
301 Pslpitations 4 2-3x/week - after eating -
less than 1 minute

Other 1, 2 Mild chest discomfort afte-

eating

02859
0.-01£30




TABLE 17 (Contlinued)
PN 200-11C STUDY NO. 304

NEWLY-OCCURRING CARDIOVASCULAR ABNORMALLITIES

w—

Ireatment Patient Week(s) of
Group No, Variable Occurrence Abnormality
Prepranolol 306 Cough 1 Dry cough related to
{Continyed) resolving UR!
31 Dyspnea Exertion 1 Shortness of breath -
wheezing
Dyspnes Sitting 1 Shortness of breath -
wheezing
- Byspnea—Supine 1 -Shortness—of-—bresth—
wheezing
Cyspnea Paroxysmal 1 Shortness of breath -
wheezing
Pulmonary Findings | Non-cardiac bronchaspasa
352 Other 8 Diarrhea
356 Cough 1, 2
Dyspnea Exertion 2 Bronchitls past week - lung

field clear




TABLE 18
PN 200-110 STUDY NO. 304

CARDIOVASCULAR EXAMINATION
MEVLY-OCCURRING ABNORMALITIES®

No. of Patients with
Patient Number Newly-Occurring
{veexs of Occorrence) fbnormality/No. af Patients
Monormality Normal at Initial visit
M 200-110 Propranolol PN 200-110 Propranclcl
Chest Pain Exertion 210 (2) 2/43 0/40
_ 216 (8)
Oyspnea Exertion 216 (8) 1 209 (2) 1/38 5/40
211 (&)
214 (2,4,6,7)
311 (1)
356 (2)
Orthopnea 210 (1) 1744 0743
Dyspnea Sitting 209 (1,2) 0/46 2/43
311 (1)
yspnes Supine 209 (1,2) 0/45 2/43
311 (1) )
Dyspnea Paroxysmal 311 (1) 0/45 1742
Cough 108 (4) 306 (1) 3/43 2/41
212 (2) 356 (1,2)
309 (2)
Palpitations 108 (4) 152 (8) 8/45 2/43
109 (1) 301 (a)
118 (1)
316 (1,2,4,6,8,10)
319 (4,6)
355 (1,2)
Pulmonary Findings 112 (1) 158 (4,6) 2744 2/41
157 (8) Nt (1) |

*Oefined as an abnormality reported during the double-blind phase that was not pi-sent
dutring the placebo washout or an sbnormality (reported during the placebo phase) that
worsened during the double-blind phase of the trial.

0/-01892
.. D287
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TABLE 18 (Continued)
PN 200-110 STUDY NO. 304

CARDIOVASCLUAR EXAMINATION
MEWLY-OCCURRING ABNORMALITIES*

No. of Patlents Wwith

Patlient Numaber - Newly-'‘ccurring
(Yeeks of Occurrence) rermality/No. of Patlents
fonoraslity Normal at Initial Vvisit !
PN 200-110 Proptanolol PN 200-110 | Propranclol
Heart Examination® 103 (10) 7/36 0/35
108 (4,8,10)
112 (1,2)
118 (1,2,4,6,8)
160 (8) ,
213 (10)
302 (1)
Abdomen 103 (10) 117 (6) 4/42 1739
106 (8)
108 (6,8,10)
304 (10)
Extremities 108 (1,2,4,6,8,10)] 104 (1) 8/28 7/38

113 (1,2,4,6,8,10)| 107 (8)
155 (1,2,4,6,8,10)| 116 (4,6)

160 (2,4) 152 (6)
202 (a) 153 (1,2,4)
207 (10) 159 (4)

25% (1,2,4,6,8,10)] 214 (2)
305 (1,2,4)

Other 101 (10} 104 (1) 8/43 7742

106 (4) 153 (4)

205 (1,2,4) 209 (2)

217 (8) 214 (4,6)

224 (2) 215 (8)

253 (2,8) 30t (1,2)

305 (10) 352 (8)

355 (4,2)

Total Number of Patients
with st Least One Newly- 30/46 17743
Occurring Abnormality/
No. of Patientses

=

+pefined as an abnormality reported during the doyble-blind phase that was not present
during the placebo washout or an abnarmality (reported during the placebo phase) that
worsened during the double-blind phass of the trial.

*fisher's s .0113

sChi-squere s .0153

0/-01833

NI2RK




| |

e PR e e

BEST POSSIBLE copy

Fr-tocal  IGF
Title
The Multscenter BEvaiuation of the Safety and Effscazy, -f FN
209-110 1n the Treatment of Hypertension Lompared L= P:a,ozin
Investigators

Russel Greenway McAllister, Jr, M.D.
Veterans Admin Medical Center
Lexington, Kentucky

Arthur A. Sasahara, M.D. _______Udho Thadani, M,D.

Veterans Admin Medical Center Oklahoma University Health
Sciences Center

Brockton, West Roxbury, MA Oklahoma City, Oklahoma

Dates of Study: September 10, 1984, to June 13, 1986.
Ob jective

To determine the blood pressure lowering effect on PN 200-110
(PN), 2.5 - 10.0 mg bid, compared to prazosin 2 -~ 8 mg bid in
patients with mild or moderate essential hypertension during a
ten week period . . ,‘

. R L N

Design . ‘. .

RS Ry

This was.a, mu1t1center, rand‘om'uzed's HV“BWe b11nd ‘prazos’

(SDBP) of > 95 mm Hg at two consecutive visits was’ requ1red

Exc]us]on cr1ter1a gnc]uded ~laceb0»r-;

-~nders cont1n 0 s




Study Plan

There was a preliminary 3 to 5 week placebo washout period during
which time all previous antihypertensives were withdrawn.

Sitting blood pressure was evaluated weekly and patients with a
SDBP > 95 mm Hg at two consecutive visits were enrolled in the
double blind phase of the study. Patients were randomized to one
of the two test drugs and stratified as for previous studies, i.e
SDBP > 95 but < 105 mm Hg and SDBP > 105 mm Hg. Medications were
administered twice daily for 10 weeks as per Table 1. Initial
doses were 2.5 mg bid PN for 2 weeks or prazosin 1 mg bid for 1
week and 2 mg bid for week 2. If patients could not tolerate
dosage at week 2, they were withdrawn from the trial.

P LY S s

Evaluations

effécts of study drigs- onfp1a
5hQ¢mones.,KCenter C?perfo;med%;%ggggﬁgggg"

Results

If the average SDBP > 90 mm Hg at end of week 2, dose was
increased to 5 mg bid PN or 4 mg prazosin bid for weeks 3 and 4.-
Similarly, dose was increased for weeks 5 and &6 to 7.5 mg PN or 6
mg prazosin bid and weeks 7 and 8 to 10 mg PN or 8 mg prazosion
bid. If the SDBP was < 950 mm Hg at end of any two week period,
dose was kept at previous level and not increased. If at any
time SDBP was > 110 mm Hg, dose .could be increased earlier than
the two week interval. From week 7, dose was not to be changed,
except to decrease for ADRs, if necessary. At end of 10 weeks,
patient either entered open label long term study or was given
appropiate medication.

ests were

bra

2B evaluated .- -

performed for 1nvest1gators

olerance. testing (E Ar




Interact

The mean age was 54.9 years (25 - 75); 87% were white, 12% black
and 1% other; 94% were males. There were no statistically
significant differences between groups for any demographic
characteristic. The mean dose for valid patients is shown in
Table 7. Over 75% of valid patients were maintained at 2.5 - 5.0
mg bid PN and 50% prazosin at 12 - 16 mg daily.

ions

Table 8 summarizes results for valid patients from analysis of
interactions as well as efficacy results on investigator x
treatment basis for each variable for weeks 7 - 10. There was a
significant treatment x investigator interaction for sitting

Efficacy

Weeks 1

Systo1i¢c blood pressure. 1n center C, prazosin group showed a
slightly greater decrease from baseline than PN group, whereas in
the other two centers PN had a greater decrease than did
prazosin.

As in other studies, analyses were done within and between groups
as well as categorical analysis.
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n_= 1 2 3 4
PN 30 13 43% 12 40% 4 13% 1 3%
Prazosin 33 8 24% 15 45% 8 24% 2 &%

. For week 10, the results were similar with 77% PN being category

1 and 2 compared to 72% prazosin. PN had 83% with a SDBP < 90 mm
Hg compared to 64% prazosin.

N

Endpoint Analysis

Table 13 presents these results for all patients, irrespective of
validity. Both groups caused statistically significant
reductions in blood pressure with PN having the greater

} - reductions.

Results are presented graphically in figures 1 - 6.

Vasoactive Hormones, Center B

Results are shown in Table 14. Measurements were made at
baseline and at week 10. There -was a statistically significant
difference in PRA for prazosin but there were no between group
statistical differences.. The mean change in PGE2 levels showed

a large increase (61.47 pg/ml) for prazos1n while PN was
unchanged (0.28). ) |
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; Clinical Laboratories

Samples were analyzed at three separate laboratories. Table 23
presents hematology results. There was a statistically
significant increase in WBC in center B. Hemoglobin was decreaed

5 with prazosin in centers B and C. Table 24 presents urinalysis
results and Table 25 chemistries. Statistically significant

; . changes occurred for prazosin for glucose and chloride and with

: PN for SGPT., Tables 26 - 28 list newly occurring test rersults.

! The number of patvents with most frequent occurring abnormalities

1 were:

E PN Prazosin

: Glucose 6 2

| Total Bilirubin S #

35 SGOT 7 0 ==
SGPT 8 2 =

= and #* p , 0.05 and < 0.01 compared to prazosin.
Individual cases discussed in the report.

Dropouts

These were listed in Table 4. There were 10 withdrawn in PN

j group and 9 with prazosin. Six PN withdrew due to ADRs compared i
i to 5 prazosrn.u“ ason s ~in PN _group were headache, edema, ) .
; nausea/vom1?fﬁ§,f macula eye hemorrhage; the other PN

withdrawals were hnre ited to drug. Prazosin reasons were

headache.,,g‘l‘upsw *tachycard1a, f1ush1ng/pa1p1tat1ons, increased
heart rate/shoft “‘ ol o e EE - h
insufficien ,gp;poqg s 3 IR ST R T NR R

‘ v
aw

- ADR . FEETERTC PN“n-u

- $on v .
RE > e gy 200 4D, e e 3 -




1

2

3.

after the first week with even low dose 5 mg daily and this
improved as dose was increased. There were no significant
changes in ECGs or laboratory data. ADRs occurred in 56% PN
compared to 74% prazosin patients.

Reviewer ;s Comments

This study has same problems as before regarding timing of blood
pressure measuremets, original number patients enrolled etc

ETT results should be ignored as prazosin is not an antianginal drug

The study demonstates that PN is an effective antihypertensive and

-better than prazosin: - " i

Y




M 200-110 STUDY WO. 305
DUSAGR SCHEUULE

Active Treataent?
Placebo L..
reatment Washout Titration Period . Plateau Period
Group Weeks -3,-2,-1 Week 1 Week 2**  weeks 3 & 4*" weeks 5 ¢ 6% Meeks 7 6 8  Weeks 9 ¢ 10
N 200-110 One, Pcb* cap One, 2.5 m3 One, 2.5 m3 One or two, One, two or One, two One, two,
roup bid PN 200-110 PN 200-110 2.5 mg PN three 2.5 | three, or three or four
cap bid cap bid 200-110 mg PN 200~ four 2.5 PN 2.5 g
cap(s) bid 110 cap(s) 200-110 M 200-110
bia cap{s) bid cap(s) bid
To *al Dose/Day S my 5mg 5-10 =g 5-15 mg 5-20 mg 5-20 ng
Tasosin One, Pcb cap One, 1 =g One, 2 wm One or two, One, two or One, two One, two,
roup bid Prz** cap Prz cap 2w Prz three 2 mg three, or three or four
bid bla cap(s) bid Prz cap(s) four 2 g 2 mg Prx
' bid Prz capls) cap(s) bid
bid
Total Dose/Day 2 g 4 m 4-8 ng 4-12 m 416 my 4-16 ng
e 8ings -~ < pouble~Blind >
Blind
cb = Placebo

rg = Prazosin

ose wvas administered a.c. hefore breakfas: and supper.

wdtine,

he dose was increased by cne capsule bid if the sitting diastolic blood pressuze was >
.ntervals or was >110 mm Hg after one week of treatment at the lower dose, ur in the o

wosed a hazardors state to the patlient.

€8¢€0

Pirst doses of ph.cebo and ac

ve drugs were taken at

0 sm Hg at bi~weekly

nion of the investigator

I I
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TABLE 4

PN 200-110 SYTODY WO. 305

REASONS FOR PARTIAL VALIDITY FOR RFFICACY ANALYSIS

[ W

Valid
Treatsent Patient | Thru Reason
Group Week Week Discontinued
PN 200-110 106 1 (Week 1} ADR ~ Headache, f. 'gh-
ing, nausea/vomiting
115§ § (Week 6) ADR =~ Edenma
202° 9 (Week 10) ADR - Macula hemor-
thage: eye
205 'Y (Week 8) ADR -~ Headache
252 1 (Week 1) Unrelated Illness -
Chest pain¥
258 2 {Week 2) Unrelated Illness -
Pulmonary edema
314 5 (Week S) Other - Lost to follow
317 7 (Week 7) ADR£§tugz Drug Ineffec-
tive - Blurred vision, edema,
fatigue, ear pressure
352 4 {Week 4) Uncooperative
353 5 {Week 5) ADR - Headache
Prazosin 109 1 (Week 1) Other - Study {nter-
feres
116 4 (Week 5) Other -~ Lost to follow
207 8  |(Week 8) Study Drug Ineffective
217 4 (Week S) Unrelated Illne -
Headache
285 1 {(Week 1) ADR ~ GI upset
307 3 (Week 3) ADR ~ Increased HR/
pulse, aching legs, shortness
of breath
316 5 (Week 5) ADR - Headachs

*In addition, three (3) patients were considered totally invalid

for the efficacy analyses for the reasons described below:

Patient No. 112 -~ (Prazosin treatment group) Discentinued from
the study at Week 3 (ADR -~ Tachycardia) but did not mcat
blood pressure entry criteria for advancement to the active
treatment phase.

Patient No. 225 -~ (PN 200-110 treatment group) Completed the
study but d4id not meet the blood pressure entry criteria for
advancesent to the active tzeataent phase.

Patient Wo. 306 ~ (Prazosin treatment group) Discontinued from
. =study at Week 2 (ADR - Plushing, increased heart rate, throat
tightness, and pailpitations) and wvas <808 compliant durinc

the active treatment period.

At the Week 1| and Week 2 cliniec

visits, the last dose of medication was taken the evening

03
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TABLE 5

PN 200-110 STUDY NO. 305

98¢€0

NUMBER OF PATIENTS BY EFFICACY ANALYSES CLlSS!FIClTIOW

PH 200-110 Prszosin Jotel Total
Investigator
Yalid | Partlally Invalid | Valid | Partially Invelld Vaiad | Partially Invelld
Valid valid Valid

A é 2 0 é 2 1 12 4 1 17

] 16 4 1 19 3 0 35 ? 1 43

¢ 8 ) 0 8 2 1 16 6 ) 23
IR R S R P E R R R R R E R A SRS L E AR IR T E R RN EERTREEEARRNARTESR I'.IIIS.C‘I-“"."Ib‘.:".-’-- BREBERE 2 it £ 3
30 10 t 33 7 2 63 17 3 83

S QL
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TABL
; PR 200-110 STUDY %O, 303
i
DESCRIPYIVE STATISTIICS FOR MEAN DAILY DOSE (IN MC)?
| VALIO PATIENTS
TREATMENT « PN 200-110 (N=30)
veek 1* Yeok 2 Yook 3 Veek A Yook S Week 6° Yeeok 7 J Yok 8 Yeek 9* Veek 10
“M ‘l” ‘.,’ 70;’ 7-‘9 ‘o,‘ 6028 ’-“ ’o" ,o’a ,..6
s.ot 002‘ 0.2. 2." 2.6’ ‘o" 3.,8 5.2‘ 5-35 ’c," 5."
|
uin 4,29 4.29 4.82 4,64 §.29 4.30 A.29 A.64 4.64 4.38
Max $.42 $.36 14.64 14,29 16.88 15.00 20.00 20,00 20.00 20.00
TREATMENT = PRA20SIN (N«33)
Week 1 Yeek 2 Yeek 3 Yeek & veek 5 Yeek 6 Yeek 7 Yeek A Week 9 Yeek 10
Nean 1.78 3.92 6.13 6.45 7.81 7.99 9.48 9.52 9.48 9.39
s.D. 0.10 0.16 2.01 2.04 3.29 3.46 4.5% 4.60 4,58 A.43
Hin 1.57 3.43 3.7t 3.75 2.86 3.%6 3.43 3.43 3.56 . N
Max 2.29 4.00 8.00 8.67 12.00 12.00 17.14 16.00 16.00 16.00
Calculated on returned medication count and number of cspsules consumed,
Ns29; Patient No. 111 missing data for Weeks 1 and 6, Patient No. 110 missing data for \Week 9,

0387
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TAB.

PN 200-110 STUDY NO. 305

S MARY COMPARATIVE RESULTS FOR TREATMENT X INVESTICATOR |

TREATMEA X TIME, AND TREATMENT X TIME X INVESTIGATOR INTERACTION FOR
THE PLATEAU PERIOD - VALID PATIEHTS

Treatuent X
Treataent X Trestaent X Yime X
Baseline Mean Hean Change Investigator Tiee Investigator
, (Sample Size) from Baseline Interact fon Interaction | Interaction
Varisble Investigator
N 200-110 Prazosin PN 200-110 | Prazosin p-value p-value p-value
sitting Systolic A 155.8 (6) | 156.8 (6) -26.86 -3.75
6.P. (mmiig) 8 149.3 (16) | 153.7 (19) -18.17 ~7.62 0.033% D.4629 0.6308
: c 145.1 (8) 150.8 (8) -7.56 -12.63
Sitting Ofastolic A 100.3 (&) ' | 101.8 (6) ~16.48 -9.29
B.P. (mmhHg) 8 101.3 (16) | 102.1 (19) -17.13 -13.10 0.1%0 0.4991 C.3964
: c 100.3 (8) 103.5 (8) -11.91 -14.06
Sitting Pulse A 77.5 (6) 72.2 (6) -0.29 0.52
{per ain,) 8 76.8 (16) 82.4 (19) 0.91 1.76 0.7048 0.0663 0.6992
c 75.8 (8) 90.7 (8) 4.70 1.56
Stending Systollic A 153.5 (6) 157.G (6) -29.25 =7.71 f
8.P, (mmMg) B 148.0 (16) 150.5 (19) -15.46 -4,38 0.35912 0.6513 0.6324
c 151.5 (8) 153.6 (8) -11.19 -10.28 ]
Standing Olastolic A 104.7 (6) 100.2 (6) -22.88 -8.25
8.P. (mmlig) (1] 102.3 (16) 100.4 (19) «-17.2) -11.99 0.09?2 0.6269 0.7179
C 103.0 (8) 104.5 (8) -8.81 -10.09
Standing Pulse A 81.7 (6) 71.2 (6) 1.86 6§.33
{per ain,) B 83.0 (16) 85.8 (19) 1.08 4.05 0.9922 0.0623 0.1297
c 7%9.1 (8) 93.1 (8) 6.23 8.97
[ —
w .
Qo !
on | .

€ sIqelL




TABLE 14

PN 200-11C STUDY NO. 305
SUMMARY COMPARATIVE RESULTS

FOR VASOACTIVE HORMONES ~ CENTER B

’ Baseline Week 10
Treatment No. of
Variable Group Patients Mean $.D. Mean Change Ss.D.
'‘lasma Renin Activity PN 200-110 15 1.5 1.02 0.39 0.87
ng/ml/hr)
Prazosin 19 1.4 1.25 0.65%* 0.89
:ngiotensin-1I PN 200--110 16 31.6 8.07 0.38 6.83
pg/ml)
Prazosin 19 30.7 6.41 2.79(*) 6.52
.ldogterone PN 200-110 14 14.6 9.10 -0.21 7.38
ng/d41)
l Prazosin 19 21.9 12.21 -0, 11 10,79
ortisol PN 200-110 10 17.3 4,35 -0.10 6.74
ng/dl1)
Prazosin 14 20.6 8.19 -0.79 11.92
'costacyclin 6-Keto~PGFja PN 200-110 18 51.0 28.92 -2.61 22.92
pg9/ml)
Prazosin 19 45.5 37.16 3.79 19.42
'rogtaglandin PGEy-M PN 200-110 18 88.14 57.58 0.28 66.19
p9/ml)
Prazosin 19 90.9 80.64 61.47(%) 150.71

') p<0.10, * p<.05, ** p<,01, *** p<, 001

P —
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PN 200-110 SYTUDY NO. 305

TABLE 13

SUMARY OF ECHOCARDIOGRAPHIC DATA

CENTER C OMLY

COMPLETED PATIENTS ONLY

8aseline
varisble Treatment No. of
- Sroup——|-PatientsNesn—1-9:0:— Menn Charge—{—S: 05
Rortic Root (cm) PN 200-110 é 3.38 | 0,26 | -0.08 0,18
Praszosin 7 3.30 | 0.26 | -0.04 0.19
Left Atrial Oiameter Systole PN 200-110 [ 3 3.68 {| 0.57 0.12 0.17
(am)
Prazosin 7 3.71 0.70 | -0.09 0.47
Right ventricular Diameter {cm) |} PN 200-110 é 2.02 § 0.63 0.43 -—-‘ 0.67
Prazosin 7 2.11 | 0.80 | -0.20 —! 0.74
Left ventricular Internal PN 200-110 8 4.92 0.81 0.07 0.31
Diameter Diastole (om)
Prazosin 7 4,96 | 0,49 0.04 0.42
Left ventricular Internal PN 200-110 6 3.10 0.41 -0.25 0.60
Dismeter Systole (cm) :
Prazosin 7 3.14 | 0.686 0.04 0.55
Minor Axis Shortening (pct) PN 200-110 6 35.67 | 3.98 7.17 ~‘ 10.98
"
Prszosin 7 37.71 | 8,68 | -2.71 6.87
Posterior Yall Thickness (om) PN 200-110 é 1.13 1 0.29 | -0.10 0.14
Prazosin 7 1.04 | 0,20 0.03 0.16
Septal wall Thickness (cw) PN 200-110 é 1.03 § 0.27 0.05 0.08
. ' Prazosin 7 1.7 { 0.31 ] o.0% 0.12
(*) p€0.10, ® p<.03, ** p<.01, °*° p<.00Y . -“$5

nannNn
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TABLE ¥
M 200-1W SOV W, 305
EXERCISE TOLERANCE TEST AT DEPOINT OF EXERCISE
CEMYER C LY
Berk 2 Youk & Sesk 6 lnT s Yok 0
Verishle Troatannt Sassline l3assline Sess)ine Semel l+ qmtln
Hoan " [T " Mean tesn Hasn
Nean Chenge aen Chorge [ Cherge Naan Charpe Neoan Change
Exorclise Ourstion (sec.) { PN 200-100 300.8 22.9 3 | 53%.4 20,0 4| 400.0 -55.3 62,7 41.7(*) 487.7 .
Peazosin $12.8 8.9 8 ] 312.0 3.0 4 | 2.0 4.9 312.8 -13.0 312.8 -8.9
Stending Mesrt Aate PN 200-1%0 165.3 =-3.0 9 | 168.4 -1.2 A | 1573 -4.9 1477 10.0 142.7 12.3¢
‘“' afn,)
Pracosin 161.8 7.0 4§ 1600 1.0 4 | 1620 1.0 167.0 | 5.0 161.8 2.9
Stonding Systellc B.P. PN 200-1%0 218.) =-11.3 312080 «32.8¢ 4 | 2410 -19.9 228.0 =33.3 2%.0 <34,0°°
(o W)
Prazosin 213.0 -13.3 4 § 213.0 «33.0 41 213.0 «35.0 213.0 «33.5¢ 213.0 -37.3(°)
Standing Disatolic 8.P. PN 200-1%0 110.3 «8.0(*) | 3§ 110.4 «12.8 4 {113.0 4.3 114.0 -14.0(*) 114.0 -24.7(°)
(mn Ng)
- Prezosin 96.0 -6.9 [ 26.0 -).3 [} 6.0 -8.9 96.0 -13.53¢ 96.0 -11.0
ST Segeent Change PN 200-1%0 0.7 «0.0% b 0.20 | -C.16 [} 0.23 <0.13 0.00i 8.07 0.00 0.40
Prezesin 0.40 -0,20 [ 0.40 } -0.20 [} 0.40 <0.33 0.40]| -0.28 0.40 -0 .J

€®) pC.10, ® p<.03, ** pC.01, 90 pC,000

91 31qey




L TR

TABLE 9

PN 200-110 STUDY NO. 305

SUMMARY COMPARATIVE RESULYS FOR BLOOD PRES
VALID #ND PARTIALLY VALID PAVIENTS -

SURE AND PULSE
€K 1

0392

Geseline
Treatsent Period
Treataent ¥o. of Hean Adjustedt
Varisble Croup Patlients | Wean S.0. Change $.0. ¥Mean Change Nean S.0.
Sitting Systolic PN 200-110 39ttt 151.8 14.96 11,4000 13.56 11,7 140.3 19.55
8.P. (maMg) 1
Prazosin Ao 154.2 | 13.24 | -s.1e 12.91 -4.8—] 149.2 14.36
Sitting Diastolic PN 200-110 39 102.2 5.97 -10.4000 8.61 -10.4 91.8 9.79
8.7. (saHg) ‘
Prazosin 40 102.4 $.27 -9.0% e 16.23 -8.9 93.4 §.20
i !
Sitting Pulse PN 200-110 39 76.7 11.66 4.1 H2.21 3.1 80.8 12.88
(per min.)
Prezosin AD 82.3 12.51 3.4 i8.16 4.3 85.7 12.03
Standling Systollc PN 200-110 39 153.2 15.61 «13.58¢ .99 -13.3— 139.6 17.63
8.P. (mmHg) obe ole
Prazosin a0 1s1.8 { 14.71 | -2.2 —I 11.90 -2.4—) 149.6 16.13
Standing Cilastolic|{ PN 200-110 39 104.0 6.09 -9.2%%s B.24 94.8 ¥.57
8.P. (mmHg) {
Prazosin 40 101.7 §.20 -7.1%%8 7.21 4.7 8.61
Stending Pulse PN 200-110 39 82.1 13.35 3.300) 1y.20 85.4 15.02
9 (per aln.)
X Prazosin 40 84.7 12.81 7.100s p.81 91.8 15.57
[ -
:_Z(')pﬂ).‘o. €p<.0S, **p<.01, *0pC.001
(4o}
N tPre only when analyslis of covarfance essumptir te set.
ttPat 111 missing Veek 1 evaluation. -

\_J' 4.
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SUMMARY CONPARATIVE RESULTS FOR BLOOD PRES
VALID AND PARTIALLY VALID PATIENTS -

L L T e

.

TABLE 10

PN 200-110 STUDY NO. 305

E AND PULSE
EX 2

Baseline
Treatment Pexiod
Trestmant ¥o. of Nean Adjustedt
Vvarisble Group Patients | Mean S.D. Change 1.0. Nesn Change Hean s.0.
Sitting Systolic PN 200-11G 38 150.1 14.30 -12,3000 lL.2¢ -12.8 137.6 16.80
8.7. (maHg)

. Prazosin 38 153.6 13.28 -8.898 15.62 -8.2 144.8 17.19
Sitting Diastolic | PN 200-110 38 101.7 5.80 | -10.6%%" B.AY -10.7 91.1 9.03
8.P. (mmHg)

Prazosin 38 102.2 5.35 -9.5us B.27 -9.4 92.7 8.46
Sitting Pulse PN 200-110 Je 77.0 1.7 4.6° .72 3.5 81.6 13.35
{per ain,)
Prazosin 38 83.6 { 12.24 S.9nee 10.00 7.0 68.9 11.40
Stendlng Systolic { PN 200-110 38 151.7 | 16.17 | -14.800e 1B3.77 -18 .9 136.9 17.40
8.P. (mmHg) | :
Prazosin 38 ts2.1 | 1a.98 | -6.9¢ — | 15.24 -6.9—! 145.2 18.19
Standing Dlastollic} PN 200-110 38 103.8 6.12 -10.30¢%s 7.94 93.5 9.80
8.P. (mmHg)
Prazosin 38 101.7 €.36 -§.8¢nr P.54 92.9 10.31
.o-. Standing Pulse PN 200-110 38 82.1 13.56 4,500 1p.02 4, 22— 86.6 15.6%
il (per min.) , (‘)
¢ Prazosin 38 85.1 | 12.86 B.500s 12.24 8.8—I 93.6 14.25
EtPnunted only when anslysls of covarlance assumptions were wet.
[
w
(®)p< 9<.05, **p<.01, **epC . 00)
- .
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YALIO ANO PARTIALLY VALID PATIENTS -

8 200-110 STUOY RO, 303

e 1t

SUNMARY COMPARATIVE RESULTS FOR BLOOD PRESBURE AND PULSE

ENDPDINY ANALYSIS FOR

EXS ¥ THRU 6 (TITRATIOM PERIOD)

039

Baseline
Trestment Period
Frestuent No. aof Nean Adjustedt
varisble GCroup Patlients [ Mean S.0. Change Mean Change Nesn $.0.

Sitting Systolic PN 200-110 40 151.3 15.03 ~l6 . A00 8, - 16 . o L9 16.82
8.P. (mmHg) . ol

Prazos!in a0 156.2 | 13.2¢ -p.600rt -8.0~d 148.7 16.69
Sitting Diastalic PN 200-110 40 102.9 5.93 ~14,.3000, -t A 87.8 9.9
8.P. (mamHg) (‘) (‘)

Prazosin 40 102.4 | $.27 | ~10.5vved -10, 74 91.5 7.47
Sitting Pulse PN 200-110 40 76.8 11,5¢ 3.7(*) 2.4 80.4 12.86
(per min.)

Pragosin 40 82.3 12.5% 2.8 3.9 84.9 12.46
Standing Systolic PN 200-310 40 152.8 16.59 17,8000, w17, Yonum 135.4 17.49
8.P, (maHg) 4 .

Prazosin 40 151.8 | 14.77 | -8.20% 8.4 183.6 16.44
Stsnding Dlastolic| PN 200-110 40 103.9 6.05 ~13.800 -13.2 90.1 11.44
B8.P, (maHg)

Prazasin 40 101.7 6.20 -9, o8 -10.5 91.9 8.50
Standing Pulse PN 200-110 &40 81.9 | 13.28 4.7 4.4 86.6 16.58
{per ain.)

Prazosin 40 84.7 12.81 S.2% 5.8 89.9 13.98

{*)p<n.tn. opC. 08, **pl .01, *8vpC. 00

tPresented anly when analysis of covarlance assumptions were met,
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™ 200-110 STUOY NO. 305

SINARY CONPARATIVE RESILTS FOR BLOGD PRESCIRE
VALID PATIENTS - WEEXS 7 THRU 10 (PLATEAU Taum)

D ARSE

039!

Baseline Heman Chu‘lp at Week Mem
Trestaent | Wo. of ‘ of Vedks
verlale Group Patients ) Mesn s.0. 7 ) ] o © (7-10) s.0.

Sitting Systolic | PN 200-110 30 149.5 | 15.36 | ~17.500e R I T U | S T L -15.6%%% | ~16.7%%%w | 13.65
B.P. (maHg) ) sde ot ade

Prazosin 33 153.6 | 1705 27,50 -g.a0e R RTT -o.50en | _g.resnll | .95
sitting Diastolic | FN 200-110 30 100.9 | 5.02 [ -14.00ee Iy LTI, - 15, 1% -15.67%% | -15.6%0nw | 6.63
B.P. (mg) . .

Prazosin 33 w2.4 | 5.51 | -vayees e I Jworend | ouorend | c1z,600nd | 58t
Sitting Pulse PN 200-110 30 76.7 | 11.28 3.0 2.8 2.1 -0.6 1.7 9.61
{per min.)

Prazosin 3 82.6 | 12.% 0.2 0.9 | 1.5 3.3(%) 1.5 7.27
Stending Systolic | PN 200-110 30 150.1 | 17.07 | -16.2%%s- -10.6%%% T T T SO J0 YT R JRT YT N IETIOY
B.r. (emip) ol sde ) [ obe

Prazosin 33 152.5 { 15.06 [ - -6.9¢ ~J -5.60 ~t -5.3 ~J 790 =] | 650~ | 15.3:
Standlng Dlastolic| PN 200-110 30 103.0 | 6.00 | 14,9000 17200 | -14.50ean ~17.000% | _16 1m0 | 8.0
8.7, (mg) ob | h {

Prazosin 33 101.3 | 6.51 | 11,600 -10.6%%v] ~g.890e] | _11.3eeed | Lip.geen | 77
standing Pulse PN 200-110 30 81.7 | 14.26 4.2(*) 3.8(%) 1.7 1.9 o 2.6 — 9.7
(per atn.) , th h

Prazosin 33 88.9 | 13.38 5.6 5,500 6.5¢%e 6. 10 syeend | 7.2

(*)p<0.10, *p<.05, **p<.N1, **%pC.001

*Patient No. 110 (PN 200-110) had n. study data recorded for Week 9 visit,
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PN 200-110 STUDY NO. 305

SUMMARY COMPARATIVE RESULTS FOR BLO0D PRESSURE ANO PULSE

039

ALL PATIENTS ~ ENDPOINT ANALYSIS OF WEEXKS t THRU 10
8sseline
Treataent Perloc
Trestaent No, of Nesn AdJjusted?

Varisble Group Patlients | Wean S$.0. Change ¥esn Change Mean s.0.
Sitting Systolilc PN 200-110 At 1s1.8 | 15.09 ~14 9reeg, «15 2 136.8 17.6¢
8.P. (mmHg) 4

Prazosin A2 153.5 { 13.67 ~8.2000d ~7 . Gl 145.3 16.9¢
Sitting Olastollic | PN 200-110 &1 i02.1 5.86 «15.0%00 «15, Queam B7.2 8.3
B.P. (maHg) ) }

Prazosin 82 102.2 | 5.23 | -11.20eeld 11,2 91.0 7.7
Sitting Pulse PN 200-110 41 76.8 11.38 2.2 1.5 79.0 13.0¢
{per wmin.)

Prazasin 42 82.1 12.22 3.0(+) 1.7 8s5.1 15.7¢
Standing Sysolle | PN 200-110 41 153.1 16.649 -18.8%08., -18. e 134,2 16.0:
a.r, (emNg) . . 0§

Prazosin .2 151.3 | 14.%8 -6.90 o S 144.3 19.4:
Standiang Oisstolic{ PN 200-170 At 103.9 5.97 -15.8%%%~ «15 . 2 88,1 10. 34
B.P. (mmHg) s

Prazosin a2 01.7 | 6.22 -9.0e0e] ~10. 5—d 91.9 9.5
Standing Pulse PN 200-t10 (] 81.% 13.12 3.2(%) 85.1 6.0
(per ain.)

Prazosin A2 85.1% 12.63 6€.Qve 1.1 17.3

L4
-

(*)ps~ 10, #p<.a5, *9p<.Ql, *2+pc. 00!

tPresented only when anslysls of covarliance essumptions were cet,



TABLE 18
PN 200-110 STUDY NO. 305

CADOIOVASCOLAR EVALUATION
NEWLY-OCCURRING AENORMALITIES

Treatment Patient Week ﬁl Variable Abnormality
PN 200-110 102 2 Other Mild bitemporal headache
6 Other Left knee pain; old
problem exacerbated
8 Other Knee pain improved
10 Other Knee pain stable
i 704 [ Other Fractured left clavicle
8 Other Clavicle stable
106 1 Other Severe migraine type
headache -~ condition
deteriorating
108 1 Other Insomnia
2 Other Insomnia improved
115 4 Extremities Two days history of

bilatcral pedal edema;
increasing in day and
decreasing at night,

. 2+ at exam
6 Extremities Bilateral ankle edema
getting worse, 3* to
mid-calf
205 6 Chest pain at |One episode of sub-
rest sternal chest pain
312 8 Other Shoulder - relatea to
0ld injury 8 yrs. ago
317 2 Other Nosebleed
€ Chest Pain Stated chest pain

occurred under right
arm to RUQ~-possibly
related to back
injury (old)

7 Extremities Slight edema ankles

0420
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TABLE 18 (Continued)
PN 200-110 STUDY NO. 305

CARDIOVASCULAR EVALUATION
NEWLY-OCCURRING ABNORMALITIES

Treatment Patient Week Variable " Abpormality
Prazosin 307 2 Dyspnea Has developed occasional
(Con't) exertion shortness of breath
on exertion
310 4 Cough Related to hay fever
Other Hay fever
3N 8 Other Leg pain - injured right

leg on 3/21/86 - felt
at that time it was
not significant

316 2 Othe Knee pain
Palpitation Palpitations occurred
once for about 15
min.
4 Palpitation Feels flutters in chest
approximately 2 times
a day

0421
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TABLR 18 (Continued)
PN 200-110 STUDY NO. 30S

CARDIOVASCULAR EVALUATION
NEWLY-OCCURRING ABNORMALITIES

Treatment Patient Week Variable Abnormality
PN 200-110 355 . 2 Other Lower back pain - Qif-
(Con't) ficulty getting
around
4 Other Lower back pain - stable
6 Other Lower back pain -
improving
8 1 Cther —n——
Extremities Swelling in hands -~ 1+
10 Extremities Hands and feet 1+

edema - patient was
taken off dicretic to
begin study-retains
fluid

8 Other States heart pounds
occasionally when
nervousness occurs

10 Other Heart pounds rot as
noticeable
Prazosin 103 2 Other Cold with chills,
‘ cough, fever, aching
muscles
6 Other One to two seconds of
dizziness
8 Heart examina~|Intermittent S4 - atrial
tion gallop
Other Aead cold for 2 days
105 1 Other Pre-existing abnormal-

ities: headache
stable to increased:;

edema stable

2 Other Headache deteriorating;
edema stable

4 Other Headache; edema stable

6 Other Readache stable; edema
improved

8 Other Aeadache; edema

improved; new abnor-
mality - constipation

0422
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Tre Mulrocentasr Evaluation cf the Zafery and Efficac, of FN
SOn-130 Jombaned with Hydrachlorothiszide in the Treatment
Hypertenzion Compar=d to a

F ropranc Tol

-
-1

- : . - , ‘
Combination »f Hydrochlorarhiaziae and

Investigators

Albert A. Carr, M.D.
Medical School of Georgia
Augusta, Georgia

Jerry R. Mitchell, M.D.

Baylor College of Medicine
Houston, Texas

Nathaniel Wi~-- 0. " Manuel T. Velasquez, M.D.
” suri Milwaukee County Medical

(pfb | Comp lex

ri Milwaukee, Wisconsin

Date: 4 to May 20, 1985
Ob jec
to evaluate the efficacy and safety of PN 200-11- (PN) combined
with hydrochlorothiazide (HCT) in the treatment of hypertens1on . , X ?
compared to a comb1nattonwof Hcmaand propranolol O e A
Design
»\.\.»-4.;@,‘ T crayy ev 2%

o e AR GeInasaee ot

-This was a_ random1zed doubie}b1and paralle] -group, -propra
T e e '23%3{ PNy coi-‘:-n: ,,,.af.:éﬁ

" controlled study_ - . “
- . mﬁi’ﬁ’?{ig —/ N "sx N

tr1aI.

least one week prior to entering a 2 - 3 week placebo run in
_period during which a1l other-antihypertensives, ex




Exclusion criteria were secondary or malignant hypertension;
angina; MI in previous 6 months; arrhythmias; investigational
drug in prior 4 weeks; medications or diseases that could
interfere with study drug evaluation; CHF; bradycardia; AV block
> 1st degree; diabetes mellitus requiring insulin therapy;
bronchial asthma or COPD or respiratory allergy; alcohol or drug
abuse; pregnant or lactating females; certain specified
medications.

Medications

Identically appearing capsules of either PN 2.5 mg or propranolol
60 mg were supplied. HCT was supplied as Esidrex. Dosage is
summarized in Table 1. Medication was to be taken twice daily

before breakfast and before evening meal.
Study Plan

After completing the run-in period, qualified patients entered

double blind active period and were randomized to either PN or
propranolol (both in addition to HCT). As for previous

protocols, patients were stratified as per their blood

pressures. Initial dose of drugs were 2.5 mg PN or 60 mg

propranolol bid for two weeks. If average SDBP > 30 mm Hg, doses
were increased to 5 mg bid or 120 mqg bid respectively for weeks 3

and 4. Similarly, dose was increased every two weeks if

necessary to 7.5 mg bid or.180- mgrb:dggweeksﬁS‘and%S).%then*do mq e o
or 240 mg bid for weeks 7.and 8...1f"SDBP,< .90
weeks 2, 4 or 6, dose was not incrgg;gq
Period. If SDBP increased abo Dt
increased as above. If g yit

A total of 78 patients were randomized i&'%oub]e blind phase, 40
PN and 78 propranolo]. Of,these w6 2 xf 3 PN.and29 propranolol




Mean dose is summarized in Table 7 and 8. PN dose at weeks 7 - 1)
averaged 13 mg daily and propranclol 257 mqg daily. The average
dose of HCT was 50 mq daily; 4 PN and 7 propranolol patients
received 100 mg HCT daily.

Interactions

Table 9 summarizes analysis of interactions for valid patients.
It also shows efficacy results by investigator for weeks 7 -
10. No interaction for pulse or blood pressures was
statistically significant.

Ak

gfficacy

Eff icacy was evaluated as in previous studies, within and between
gqroups and cateqorized by reductions in blood pressure.

Weeks 1 - 2.

Table 10 and 11 presents data for weeks 1 and 2 for valid
patients. After one week, both groups had equivalent and
statistically significant reductions in blood pressure from
baseline. At week 2, propranolol had slightly greater decreases
than with PN, but these differences were not _statistically )
significant. The differences in pulse rate were significant with "‘
propranolol causing a decrease .and PN.an. tncf“’“ g@JhegﬁR&ma«ﬂuwwwmﬁﬁgggﬁﬂﬁ
reductions in SDBP at these times were: . A bt

f“%&* ..
PN

Propr

hﬁéii 3ia

and 13. Both drugs caused stat1st1calﬂyﬁsignifﬁcant reductions™
in blood pressure with no between group dlfferences, except for




Fixed Dose Weeks 7 - 10

Tables 16 and 17 present data for valid and "all" patients. Both
drugs demonstrated clinically and statistically significant
reductions in blood pressure compared to baseline with no
statistically significant differences between groups. Reductions
in SDBP for this period were 15.1 mm Hg (PN) and 15.5 mm Hg
{(propranolol). The differences in pulse rate were significant

bewteen groups (3 - 4 bpm increase PN and 14 - 20 bpm decrease T e
propranolol). -

Categorical analysis for weeks 7 - 10, using same criteria as in
prev1ous stud1es.

PN
Propr

Daily Dose PN n = 33 .. .-~ uw@aumwoatly Dose=prog awn~=w29ﬂﬂ¥@W*£%§J >’@$§¢

1 2 3 4
n = 33 8 24% 21  64% 4 1% 0 0%
n = 29 8 28% 16  55% 4 14% 1 3%

At least 10 mm Hg reduction was seen in 88% PN and 83%
propranolol patients. Sixty nine (69%) percent propranolol and
55% PN had a SDBP < 90 mm Hg at weeks 7 - 10.

Prescribed daily dose for valid patients over weeks 7 - 10 was:

4

5mg 10 . 30"00«;‘* S ’ =120 -m - = 10 f',f;‘ % - .- # g :.i_’?&;;x{




ECG changes are shown in Table 22A and 23. Twenty one PN and 24 i
propranolol group had new events reported. One in each qroup

were discontinued from the study, tachycardia and bradycardia
respectively. Sinus tachycardia was more frequent with PN and

sinus bradycardia with propranolol. The tachycardia was in a

range of 100 ~ 110 bpm, an increase of 10 - 20 bpm over

baseline. The bradycardia rates were in 40s with a decrease of

25 - 30 bpm over baseline.

Clinical Laboratory Tests
Table 27 summarizes per time point data for patients with
completed data weeks 6 and 10. The changes observed were not

- ¢hincally significant. Table 28 lists newly occurring abnormal

test, by patient. The changes were not considered clinically
relevant. Table 29 compares incidence of new events across both
groups.

Dropouts

Adverse Reactions.

Table 4 listed all drop outs. Five PN discontinued due to ADRs: 2
for tachycardia; wurticaria and rash/edema; GI reflux; headaches,
short of breath and palpitations. Four propranolol discontinued

for ADRs, 3 for therapy failure and one MI.

T A

PR - GRS T P < B
R R C}‘;' b v

- . . o N
[P RenEd, defrs ~T. P ;
TUNILS S o - .
R ey T N 4

Summarizedfg;viéﬁj

e 30 by patient and 31 by.

.- +

- number of patients reporting ‘at least one ne ‘event

[

A
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Discussion

The addition of PN to HCT resulted in both clinically and
statistically significant reductions in blood pressure from
baseline at all time points. There were no statistical
differences between PN and propranolol for blood pressure but
there were differences for heart rates. Even though PN had a

- higher incidence of ADRs 73% versus 45%, the events were not
serious.

Reviewer’s comments.

1 It is presumed that dose of HCT was not changed during study.

j 2 Same comments as before regarding timing, stratification etc

3 PN appears to be as effective as propranolol when combined with HCT.
Protocol 304 showed PN to be more effective than propranolol but this
could have been due to the high % of blacks. In this study there are

= also a high % blacks but patients were receiving HCT in addition to

i beta blocker. Would the results have been the same if the population

had been white ?
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PN 200-110 S MO. 307 . el
PLOW CHART <,
[~ T ) END OF MBEK -
Single-0lind Double~8lind: Actjve Treatment Period
Placebo Run-In Titration Period ! Plateas Perliod 12
Initia) Period rolloe-up
Visit —_- 2valuation
-3 -2 -1t 1 2 3 4 s 6 7 | 9 10
-4 Tiwe O Pinal
2valua-
tions
JBackyround Information
CAF 8K, X
Physical Exam CRF PC X .3
Cardiovascular Evaluation
CRF CV X X X X Xe
Pazient Inclusion/Exclusion
Critecia CRF IE x
8lood Pressure; Vital Signs
CRE VS X X X X X X X X X b 4 X X b 4 Xe
Laboratory Evaluation
tincl. urinalysis, GaC, x X x! x'{ xV | x| x! X x! x! X! x* x!
blood chewm.) CRF LAB
ECG Evaluation CRF ECG X X X X Xe
Chest X-ray, CAF CX A Xee
-
Cencomitant Medication
CRF Ot x = AS REQUIRED -~
Comment CRF COM X - AS REQUIRED -~
—
Medication Check CRF MC X X X b 3 X X X X X " b 4 X Xe
Adverse Reaction CRF AR X X b 3 X X X X X X X b b 44
End of Study Information
CRF £S5 X¢

*Or upon discontinuation from the study.

Q@ **An end of study chest X-ray wes optional at Centers A, B, and D; Center C did not ped
-, “These evaluations (Time 0) were pecformed prior to initiating double-blind active tre
\ only two weeks in dutation,
C  *A chest X-ray obtained within six (6} months prior to the patient entecing the trial |
L P/ Provided that the chest X-vray was norwal or according to the investigator's judgemen
oo not clinically relevant and a clinical condition which ¢
co an X-rav was obtalned.
Q L} wtlon tests only: LDH, SCOT, SGPT, alkaline ph

a ber, 1984 as the study was ongoing.

equited a chest X-ray had noy
* and total bilicubin

form end of study chest X-rays.
atment period even If the run-{n peciod was

may have served as baseline for the study
any abnormalities were considered minor and
occurred curing this interval., 0 “ervige,

« These tests were initlated du, ober
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PN 200-11u~-2TUDY ND. 307
DOSAGE SCHEDULE

LAY

Active Trsataentt

Placebo
Treataent Run~1In Yitration Period Plateasy Periodtt Optional
Group Weeks Tapering
~3, =2, -1t | Weeks 1 & 2¢¢ VWeeks 3 & 4¢¢ VWeeks 5 & €ee¢ || Weeks 7 & 8 veeks 9 & 10 ore
< MAINTAIN CONSTANT DOSE AND DOSAGE SCNEDULE FOR HYDROCHLOROTHIAZIDE (Esidrix®) >
PR 200-110 Pcbe bid 2.5 mg 2.5 mg 2.5 mg, S mg 2.5 mg, 5 mg
Group PN 200-110 or 5 mg or 7.5 g 7.5 mg or
bid PN 200-11D PN 200-110 10 mg > {Taper off
bid bid PN 200-110
! bid
Totsl Oaily i
Oose S mg 5-10 mg 5-15 ag 5-20 mg >
Commerenmemereee MAINTAIN CONSTANY DOSE AND DOSAGE SCHEDULE FOR HYDROCHLORQTHIAZIDE (Esidrix®) >
Prapranclol { Pcb bid 60 wg 60 mg or 60 mg, 120 mg j§ 60 mg, 120
GruLp Ppnlee 120 mg Ppnl or 180 mg ng, 180 mp » |Taper off
bid bid Ppnl bid or 240 wg
) fpnl bid
?
Yotsl Dally )
Dose 120 mg 120-230 »g 120-360 mg 120-530 mp >

<~ Single —> « Double-8lind

8lind

tThis period may have been shortened to two weeks 1f the patient's supine

the first two visits.
*Pcb = Placebo

*sPpnl « Propranolol

sDose of the study drugs was administered shortly after swakening in the
5:00-8:00 p.m.,

+¢+The dose was Increased by one capsule (2.5 mg PN 200-110 or 60 ag propr
supine diustalic blood pressure was >90 ma Hg at the clinic evsluation.
the average supine disstolic was >110 me Hg.

tiBer'aning with Week 7, the dose of the study drugs r~-ained unchanged.
" 0 & lower level in case of an adverse ree At no time was

1310 bid or 60 mg propranolol bid or exceed

Pleae

diastollc blood pressure was >110 mm Hg or

orning and before the evening wmeal between

olol) biZ2 at bi-weekly Intervals §f the
The dose may have been incressed any time

However, the dose wes reduced '~ a stepwise
the dose of the study drug )¢
mg PN 200-110 bi# or 240 ag propranolol bid. -

n 2.5 mg




TABLE 4
PN 200-110 STUDY NO. 307

REASONS FOR PARTIAL VALIDITY FOR EFPICACY ANALYSIS

valid
Patient Treatment Thru Disco~tinuation Reasons
No. Group Week Week
152 PN 200~-110 2 2 Urticaria -
Adverse Reaction
157 PN 200-110 3 k] Edema, Rash, GI Reflux -
Adverse Reactions
206 PN 200-110 9 9 Subject Relocated
253 PN 200-110 9 10 Tachycardia -
Adverse Reaction
302 PN 200-110 2 3 Noncompliant - 50%
of Medication Taken
in Wk 3
310 PN 200-110 6 6 Headaches, Shortness of
Breath, Palpitations,
Flushing -
Advarse Reactions
314 PN 200-110 5 5 Tachycardia, Chest Pain
Adverse Reactions
155 Propranolol 4 4 Study Drug Ineffective
204 Propranolol 8 8 Bradycardia -
Adverse Reaction
208 Propranolol 4 ””V7*3W~““__"'~ﬁyocardial Infarction
312 Propranolol 3 3 Treatment Failure -
Study Drug Ineffective
315 Propranolol 7 7 Treatment Failure -
Study Drug Ineffective
351 Propranolol S 5 Lost to Follow-Up
401 Propranolol k) 4 Upset Stomach -
Adverse Reaction
406 Propranolol 6 6 Dizziness -~
: Adverse Reaction
451 Propranolol 7 ? Stomach Discomfort -

Adverse Reaction/Study
Drug Ineffective

0406
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TABLE 5
PN 200-110 STUDY NO. 307

TION

WOMBER OF PATIENTS BY EPFPICACY ANALYSIS CLASSIFI
4
PN 200-110 o Propranolol Total
Investigator | Partially - Partially Partially Total
Valid] Valid }Invalid]valid} valid jiInvalidjvalidj valid {Invalic
A 8 2 0 9 1 0 17 3 0 20
B 8 2 ] 8 2 0 16 4 0 20
C 8 3 0 7 3 0 15 6 0 21
D 9 0 0 5 3 0 14 3 0 17
Total 33 7 0 29 9 0 62 16 0 78

S 3Tavy



TABLE 7

PN 200-110 STUDOY NO. 307

MEAN DAILY DOSE {IN MG)
VALID PATIENTS OWNLY

Treataent Treatment
Yeeks 1-3 Yeeks £~-10
PN 200-110 | Propranclol PN 200-110 | Propranolol
feek 1 Week 6
M 33 29 N 3 29
Mean .86 118.44 Mean 10.47 221.38
s.D. 0.44 7.63 S.D. 4.49 102,190
LG 308 R Min. 4.29 90.00
Max. 5.7% 128.57 Max. 20.00 480.00
Yeek 2 Veek 7
N 33 28° N 33 29
Mean 4.87 120.88 Mean 13.20 257,74
5.0. 0.50 19.43 S.D. 7.39 132.67
Min, 3.2 90.00 Min. 4.58 107,14
Max . 6.43 205.71 Max . 38.00 540.30
Yeek 3 Week 8
N 33 29 N 33 29
{ Mean 7.32 177.72 Mean 12.50 255.97
S.0. 2.67 78.87 S.0D. 6.0 125,13
Min, 4,38 94 .26 min, 4,64 120.00
Max ., 13.00 437 .14 Max. 22.86 480,90
Yoek & Yeek 9
N 33 29 N 33 29
Mean 8.23 177.55 Mean 12.97 257.06
S.0. 2.67 73.27 S.0. 6.22 130.84
Min. 4.64 81.82 Min, 4.32 131,43
Max. 15.00 360.00 Max. 20.00 480.00
Yeek 5 Week 10
N 33 29 N 33 29
Mean 10.24 217.64 Mean 12.64 256.68
S.D. 4.54 92.37 S.0D. 6.02 129.51
Min. 3.57 109.09 Min. 3.96 115.38
Max . 17.86 420.00 Max. 20.00 480.00

.
-=

v Patfient No. 404 -~ Week 2 visit was determined to be invalid as the last doses

of both the study drug and hydrochlorothiazide were taken four days prior to
tne week 2 visit.

N.B8. Most patients recelved a dally dose of 50 mg hydrochlorothiazide.
and 353) and seven

PN 200-110 trested pstients (Nos.
propranolol treated pestients (Nos. 107, 110, 11%f, 151, 154, 158, snd 306)
recelved 100 mg hydrochlorothiazide dally.

152, 153,

Four

0403
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TABLE 8

PN 200-110 STUDY NO. 307

MEAN DALILY DOSE (IN MG)
VALID AND PARTIALLY VALID PATIENTS

Treatasnt Trestment
Yegks -5 Yeeks 6-10
PN 200-110 | Propranoclol PN 200-110 | Propranolol
Veesk ) Veek §
N AQ b1} N 36 33
Mean 4.89 118.06 Mean 10.87 227. 7
s.D. 0.40 10.08 5.0. 4.50 103.57
Min, 3.04 as. N Min. 4.29 90.00
.1 } St B-TRAl TSU.00 Wax ., 20.00 880,00
Yoek 2 Yeek 7
N 40 36* 35 32
Mean- 5.02 126 .37 Mean 13.30 266.38
s.0D, 0.93 27 .45 5$.D. 7.18 132.64
Min. 3.21 90.00C Min. 4.58 107. 14
Max. 10.00 240.00 Max. 38.00 540,00
Veek 3 Yeek 8
N 38 38 N 35 30
Mean 7.67 188.78 Mean 12.65 250,07
s.0. 2.64 84.50 S.D. 5.86 125.97
Min, 4,38 94 .29 Hin, 4.84 105.00
Max. 13.00 437.14 MK . 22.86 480.00
Yeek 4 Yeek ?
N 37 36 N 33 29
Hean 3.43 188.82 Mean 12.91 257.06
S.D. 2.58 8a4.16 s.D. 6.06 130.84
Min, 4.64 81.82 Min. 4,32 111,43
Max, 15.00 458.18 Hax . 20.00 480.00
Yeek 3 Veek 10
N 32 32 N 3» 29
Mean 10.52 229.50 Mean 12.64 256.6%
s.0. 4.33 98.9%8 s.0. 6.02 129.51
Min, 3.57 109 .09 Min. 3.96 115.38
Max. 17.38¢6 420.00 Max. 20,00 480.00

L4

N.B.

Patient No. 208 - Veek 2 visit was determined to be invalid as the p.m. dose
prior to and the a.m. dose of study drug was not taken before the week 2
visit. The last dose of HCYZ was taken 2 days before the week 2 visit.

Pstient No. 404 - ¥eek 2 visit was determired to be invalid ss the last doses
of both the study drug and hydrochlorothiazice were taken four dsys prior to
the vweek 2 visit.

Most patients recelved a daily dose of 50 mg hydrochlorothiszide. Four
PN 200-110 treated patients (Nos. 102, 152, 133 and 353) and seven propranclol
treated patients (MNos. 107, 110, 111, 131, 134, 158 and 306) teceived 100 mg

hydrochlorothiazide dally.
04 09-024R8



SUNMARY CONPARATIVE RESIR TS FOR TREATMENT X INVESTIGATOR, TREATMENT X

? P¥ 200-110 Stus? NO. 307

AND TREATMENT X TJINE X INVESTIGATOR INTERACYIONS FOR THME PLATEAU PERIOD ~ VALID PAVIENTS

0410

Baselins Wean Mean Change Trestaont x
(Semple Size) From Daselines Treatment = Testaent x Tims
-— ~-t Investigator Vims Investigator
VYarisble Invastigator Interaction ntersction Intezaction
PN 200~-110 | Propranclol | PN 200-110 | Propranclol

p-value p~value p-value

. [Supine A 156.0 (8) 161.0 (9) -28.0 -21.0 D.67A 0.643 0.474
Systolic ] 152.9 (8) 154.6 (8) -20.7 ~16.7
8.F. (maNg) c 144.5 ,8) 146.1 (7) -12.6 -16.9
0 153.3 (9) 1%0.3 (3 -16.7 -16.%

Supline A 105.5 (8) 103.0 (9) -15.8 -13.4 0.715 0.982 0.78?
Olastolic 8 105.2 (8) 107.4 (8) «15.9 -17.3
8.7, (maig) c 107.1 (8) 102.7 (1) -15.7 -16.%
0 100.8 (9) 103.6 (%) ~13.2 -15.0

Supine A 73.6 (8) 73.7 (9) 9.5 -14.8 0.073 0.312 0.9
Pulse 8 75.% (8) 79.6 (8) 5.7 «13.0
(beats/aln) c 92.5 (8) 683.1 (7) -6.% ~14.3
. 0 71.7 (9) 74.6 (5) 3.1 ~11.4

tending A 145.8 (8) 151.1 (9 ~26.8 -22.2 0.98a 0.787 0.220
ystolie 8 147.6 (8) 147.0 (8) -20.9 ~18.2
L£. (nalg) c 138.0 (®) 134.0 (7) ~15.4 ~14.4
0 153.7 (9) 150.3 (5) -19.1 -14.4

randing A 100.1 (8) 102.1 (9) -16.3 ~11.3 0.52% 0.36¢ 0.252
astolic (] 108.1 (8) 105.5 (8} -16.9 -15.3
P. (naiig) c 101.4 (8) 97.6 (7) «13.0 ~13.9
4] 109.6 (9) 111.6 (3) -12.4 -14.7

inding A 81.5 (8) 8s.4 (9) 8.8 -21.8 0.088 | 0.773 0.779

se ] 89.1 (8) 89.1 (8) 7.6 -16.5 |
wts/ein) c 101.8 (8) 96.0 {1 -8.6 -23.4
0 84.0 (9) 86.2 (5) 4.4 -18.4
- - qund wammmmrhemeeaunas ..on.- ----------- e v - - - - .- 'v--J .......... iy W A5 . w g ot - _J
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TABLE W0

PN 200-110 STUDY NO. 307

SUMMARY COMPARATIVE RESULTS FOR BLOOD PRESSURE AND PULSE
WEEK 1 - VALID AND PARTIALLY VYALID PATIENTS

Treatasent
Baseline Adjusted Period
Treataent No. Mean Nean
varisble Group Pts. | Mean S.0. Change S.D. Chamge*| Mean | S.0.
Supine Systollc PN 200-110 40 152.3] 21,84 | -13.5ues 1744 +38- 71508
8.P. (mmHg)
Proprasnolol | 38 | 155.8| 18.09 | ~13.6%ee 13.67 142.3 | 21.20
Supine Diastollc PN 200~110 40 104.8{ 7.66 «10.10¢e 7.64 94.7 9.07
a.p. (mmHg)
Propranclol 38 105.8] 7.58 =10.Q%¢e 8.57 95.9 | 10.97
Supine Pulse PN 200-310 40 79.0f 13.43 2.8 - 10.66 3.2~ 81.8 10.65
T ez min.) ole o‘.

. Propranolol | 38 | 77.5] 10.70 | -vi.eeesd | viia8 | <1red | os6r | anizs
Standing Systolic | PN 200-110 40 146.0) 20.96 -14,9%0e 18.29 1361 15.55
B.P. (mmMg) .

Propranolol 38 148.0{ 18.30 <10, 7000 12.78 137.3 18.43
Stanging Diastolic| PN 200-110 40 10%5.0f 10.13 ~9.60%00 11.05 -9.5 95.4 10.54
8.P. {mmHg)

Propranolel 38 108.6} 9.37 ~7.9800 9.62 «7.9 96.8 11,58
Standing Pulse PN 200-110 A0 90.1{ 14.07 2.1 -1 11.57 2.0—1 92.2 11.68
(Dar ain.) ode ede

Propranolol | 38 88.5| 12.23 | <17.600ed | 11.62 | <18.0-d | 0.9 | 13.40

(*)p<0.10, *p<.05, **p<.01, *»ep<.001

*Presented only when analysis of covarisnce assuaptions were met.

.
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TABLE 11

PN 200-110 STUOY ND. 307

SUMMARY CONPARATIVE RESULTS FUOR BLOOD PRESSURE AND PULSE
WEEK 2 - VALID AND PARTIALLY VALID PATIENTS

Treataent
Baseline Adjusted Pe=iod
Treataent Wo. Mesn Mesn
Varisble Group Pts. | sean 5.0. Change S.0D. Charge*| Mean | S.D.

Supine Systolic PN 20C-110 A0 152.3) 21.84 «13,5000 21.92 138.8 15.6)
B.P. (maHg)

Propranolol | 36 156.6] 18.29 ~15.99se 14.07 140.7 | 19.37
Supine Diastolic PN 200-110 40 104.8} 7.66 ~10.200s 9.38 94.7 10.58
8.P. (mmHg)

Propranclol 36 105.9] 7.78 -12,900s 9.54 93.0 | 11.78
Supine Pulse PN 200-110 40 79.0] 13.43 3.3(®)= | 10.55 3.5 82.; | 12.c6

¢ min.) ode ode

Propranolol | 36 78.0| 10.67 | -11.10eed | 19,38 | -n1u3d | 66,9 | 12,32
Standing Systolic | PN 200-1190 40 146.0| 20.96 «~13.0¢es 21,50 | -13.8 133.0 18.58
8.P. (mmMg)

Propranalol 36 148.3] 18.63 ~14,5¢00 15.98 | -13.8 133.8 17.84
Standing Diastolic{ PN 200-110 40 105.0] 10.13 ~10.8%%# 11.95 -10.7 94,2 11.16
8.P. (maMg)

Propranolol 36 104,7] 9.28 ~10.4'-'7”7l 11.?8 -10.5 | 94.3 | 12.99
Standing Pulse PN 200-110 40 90.1] 14,07 2.0 —‘ 11.31 2.3—-‘ 92.1 11.%7
{per ain.) et ese

Propranclol | 36 88.9] 12.41 | <16.00%ed | 12,71 | <16.2<d | 73.0 | 13.84

(*)p<0.10, *p<.05, **p<.01, **4p<.001

*Presented only when analysis of covariance assuaptions were met.
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TABLE 12
( PN 200-110 STUDY NO. 307

SUMMARY COMPARATIVE RESULTS FOR 800D PRESSURE AND PULSE
VEEK 3 - VALID AND PARTIALLY VALID PATIENTS

Treataent
Baseline Adjusted Period
Treatment No ., Mesn Mean
varisble Group Pts. | Mesn S.D. Chamgs S.D. Change*] Mean | S.D.

—1-Supine-Systolic | BN_200.110 38 153.0f 21.71 =13.9¢000 16.29 19.1 1 15.18
8.P. (mmHQ)

Propranolol | 38 155.8{ 18.09 | -16.00¢e 18.96 139.8 | 25.70

Supine Diastolic | PN 200-110 38 104.5] 7.50 | -10.20es 8.57 | -10.a $4.3 | e.,78
8.P. (mmig)

Propranolol | 38 105.8] 7.58 | -13.400e 10.56 | -13.3 92.4 | 12.85

Supine Pulse PN 200-110 38 78.2{ 12.48 2.8 - 8.54 3.0~ 81.0 | 9.83

‘T ain.) ode oo

, . Propranolol | 38 77.5| 10.70 | -12.6%ead | 10.85 | -12.8-d | 6a.9 | 12.02

| Standing Systolic | PN 200-110 | 38 | 146.a] 20.87 | -sa.30e | 18.590 132.1 | 14.64
' 8.P. (mmHQ)

Propranolol 38 148.0] 18.30 -15,6%08 18.80 132.4 | 23.87

i Stanging Diastolic| PN 200-110 38 104.9] 9.66 | -10.20e¢ 11.00 94.7 | 8.45
\ 8.P. (mmHg)

o Propranolol | _38 108.6] 9.37 | ~12.400¢ 11.88 92.2 | 14.01

Starding Pulse PN 200-110 38 89.2} 12.5%9 3.3(')-l 10.58 3.4—‘ 92.5 11.04

j (per ain.) it bt
| Proprsnolol | 38 8s.s| 12.23 | -1a.30eed { 1153 | <18.ad | 0.3 | te.82

(*)p<0.10, *pC.QS, **p<.01, *$*p<.001

*Presented only when analysis of covariance assumptions were met.
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TABLE 13

PN 200-110 STUDY NO. 307

SUMMARY COMPARATIVE RESULTS FOR BLOUD PRESSIRE AND PULSE
WEEK 4 - VALID AND PARTIALLY VALID PATIENTS

]
Treatament
Aaseline Adjusted Perlod
Trestasent No. Meen Nean e —
Variable Group Pts. | Mean S.D. Chargo S.D. Change*] Mesn | S.D.
__| Supine Systolice PN_200-110 37 151,31 1 =15,7%es 18.94 13541 1304
8.P. (mmMg)
Propranolol 36 156.0] 18.10 «15,500 14.56 140.5 19.19
Supine Diastolic PN 200-110 3?7 104.2 7.43 13,4000 6.63 90.8 8.26
B.P. (mmHg)
Propranolol 36 106.01 7.72 =14, 1n0e ?7.04 91.9 10.05
Supine Pulse PN 200-110 37 78.2) 12.85 1.9 -— 9.72 2. 1= 80.1% 10.52
° ar ain.) abe 0‘0
Propranolol | 36 77.2| 10.87 | -11.90eed | 1102 | -12.1-d | 65.3 | 10.62
Standing Systolic PN 200-110 37 145.6) 20.01 «15.80%e 17.74 129.8 12.63
8.P. (mmHg)
Propranolol >6 148.4) 182,51 «14,8800 14.74 133.5 18.06
Standing Diastolic| PN 200-110 37 104.9 9.79 «12.4000 9.47 92.6 7.58
8.P. (mmNg)

- Propranolol | 36 | 10a.8] 9.29 11,7000 8.49 93.1 | 10.64
Standing Pulse PN 200-110 37 89.4] 12.74 2.6 —‘ 10.05 2.9-—1 921.9 9.80
(per ain.) et it

Propranclol | 36 87.9] 12,01 | -19.300ed | 9.7a | -19.6d | s8.6 | 11.71

(.)p<o.'°’ .p<-°5' "D(.o‘. ...P<-0°1

*Prasented only when zjalysis of covariance assumptions were met.
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