TABLE 14
PN 200-110 STUOY NO. 307

SUMMRY COMPARATIVE RESULTS FOR BLOOGD PRESSURE MID PULSE
WEEX 3 - VALID AND PARTIALLY VALIO PATIENTS

Treataent
Baseline Adjusted fPeriod
Treatsent Mo. MNean Mean
Varisble Group Fts. | Nean S.0. Charge S.0. Change*] Mean | S.0.
Suplne Systolic PN 200-110 3? 151.4] 18.66 -4, loee 14.97 | -17.¢ 135.0 3,57
Propranolol 34 155.3] 17.64 «17,.200e 16.92 -1s.1 138.2 12.48
Supine Diastolic PN 200-110 37 104.2 7.43 12,1000 7.80 | -12.4 92.1 8.12
B.P. (mmMg)
Proprancicl 34 105.7] 7.3a =15, 1000 8.37 | -12.8 90.6 9.9%
Supine Pulse N 200-110 33 78.2] 12.65 1.3 - 1%.13 1A 79.5 11.5?
€' . ) .‘. Q*O
Propranclol 34 77.7¢ 1C.8? 13,200 11.40 -13.3- €4.5 12.82
-~
Standing Systolic | PN C 0-1W0 37 us.e’ 20.01 ~15,900e 17.61 | -16.5 129.7 | 15.68
soPo (liﬂ"ﬁ) ]
Propranslol 34 148 .1} 18.5a «17.360e 15.76 -16.6 130.9 19.45
Standing Diastolic{ PN 200-11Q 37 104.9f 9.79 -12.000e 10.97 23.0 B.9}
8.7. (mamNg)
PXODIIMIOJ. ’. 'Ol.’ 9-0’ . ’i‘o‘... "” ~ 90-“ 1 '.2
Standing Pulse PN 200-110 3 89.4} 12.74 .3 -‘ 12.90 \-5—‘ 50.6 | 13.73
{(per ain.) bt :J.
Propranclol 34 88.4} 12.32 =19 .5000, 17.67 | «19.7 68.8 | 14.33%

{*)p<0.10, *p<.0S, **p<.01, **er<.000

*Prevented only when analysis of covariance assumptions were aet.
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PN 200-310 STu.? NC. 307

SUHGARY COMPARATIVE RESATS FOR BLOUD PRESSURE MND -~ SE
WEEK § - VALID AND PARTIALLY VALID PATIENTS

[ PRIy Ny

Treataent
Baseline Adjusted Period
Treatment No. Nean Mean
Variable Group Pts. | daan S.0. Change S.0. Change*| Mean | S.0.
Supine Systolic PN 200-110 3¢ | 151.af 18.85 | -19.80ee 18,12 1316 | 12,99
) —t

Proptanolol 33 155.7} 17.81 =19.700e 15.01 135.9 | 20.3%
Supine Ciastolic PN 200-110 3é 104,535} 7.40 -15,2000 8.03 | -15.3 89.3 7.97
8.P. (mmNg)

Propranolol 33 105.3} 7.22 -1a,6000 8.60 | -14.2 90.8 | 10.78
Supine Pulse PN 200-110 36 78.6] 12.66 1.2 = 9.66 1.5= 79.7 12.10
f~er ain.) ode ole

Propranclol | 33 77.0{ 10.42 | -ta.500ed | 10.58 | -1a.8d | 62.5 | s.36
Standing Sysvolic § Pn 200-110 36 146.1| 19.98 «13,700e 18.34 127.4 | 12.98
8.P. (w,

Propranclol 33 148.4} 18.75 -19.5¢0e0 15.78 128.8 | 29.65
Stanging Dfastolic| PN 200-110 36 105.3] 9.68 -16.0%¢e 11,26 89.3 S5.12
B8.P. (amHg)

Propranolol 33 104,7] 9.19 -15.40%0 8.07 85.3 | 1.4
Standirg Pulse PN 200-110 36 89.2} 12.89 1.6 = 11.94 1.9= 90.9 13.80
(pe‘ uin.) O‘I ede

Propranolol | 33 87.8] 12.10 } 21.20eed | 9,73 ] c20.5d | 6.7 | s.63

(#)p<0.10, *p<.03, **p<.01, ***p<. 000

*Presentad only when analysis of covariance assuaptions were smet.

0416



TABLE 16

P 200-110 STUDY NO. 307

SUMMARY CONPARATIVE RESULTS FOR BLOGD PRESSURE AND PULSE
MEAN OVER FLATEAU PERIOD (VEEK 7-10) - VALIO PATIENTS OMLY

Treataent
Baseline Adjusted Period
Trestaent Mo. Mean Mean
Varisble Group Pts. | Nean S.0. Charge S.0. Change“| Mesn | S.0.
Supine Systolic PN 200-110 33 151.7] 19.50 | -19.aese 15.39 | -19.9 132.3 | 1w.92
1 —

Propranclol 29 153.8} 16.29 -18, 1e8s 12.45 | -17.4 135.8 | 13.a0
Supine Diastolic PN 200-110 33 104.51 7.62 -15. 1008 4.90 -1%.2 89.4 5.36
8.P. (mmNg)

Fropranolol 29 108.1f 7.23 «15,5008 6.21 | -15.4 89.6 7.32
Supine Pulse PN 200-110 33 78.1) 13.15 2.9% - 8.30 3.0— 81.1 10.78

ar min,) o" 010

fropranolol | 29 77.7} 10.67 | -13.8veed | 10.56 | -13.7-d | 4.2 | 9.5
Standirg Systolic | PN 200-110 33 146.5] 20.31 20,50 17.13 | -20.3 126.0 14.86
8.P. (mmHg)

Propranolol 29 145.7} 15.98 «17 .80 10.65 | -18.1% 127.9 13.20
Standing Diastolic| PN 200-110 33 104,91 9.70 14,600 7.94 0.4 7.2
8.P. (maNlg)

Propranolol 29 103.6] 8.63 -13.6%%» 5.9 89.9 8.75
Standing Pulse PN 200-110 33 88.9} 13.2¢ 3.1(’)—‘ 10.02 3.1—-‘ 92.0 | 11,56
(p&l‘ min.) eode :j.

Propranolol | 29 8s.8) 11.65 | -20.1eeed | .38 | -20.2 68.7 | 10.95

(*)p<0.10, *p<.05, **p<.07, **4p<. 000
*Presented only when analysis of covariance assusptions were wet.




TABLE 17

PN 200-110 STUDY ND. 307

SUMMARY COMPARATIVE RESULTS FOR B.OOD PRESSURE AND PULSE
ENDPOINT - PLATEAU PERIOD (WEEKS 7-10) - VALIO AND PARTIALLY VALID PATIENTS

Treataent
Baseline Adjusted Period
Treatment No. Mean Hean

Varisble Group Pts, | Mean S.0. Charge S.0. Change*{ Wean | S.0.

Supine Systolic P 200-110 35 151.8] 18.96 ~18.3000 13.97 -19.0 133.5 14.89
8.P. (mmHg)

Propranolol 32 155.6] 18.10 16,290 16.59 | =15.5 139.4.1.21.52

Supine Diastclic PN 200-110 35 108.6) 7.49 14,900 5.42 -1%.0 89.? 8.29
8.P. (maHg)

Propranolol 32 105.5¢f 7.24 -14,6%¢0 10.01 -14.5% 50.9 10.92

Supine Pulse PN 200-110 35 78.4] 12.8% 2,7 - 10,92 2.9~ 81,1 12.85%

fner ain,) ode ode

Proprenolol | 32 17.5} 10.27 | -13.60eed | 12.08 | -1t3.8d | 3.9 | 10.36

"Standing Systolic | PN 200-110 35 146.9} 19.80 «20.7%0e 16.05 126.1 15.63
8.P. (mmrg)

Prepranolol 32 148.2] 19.02 -17,.5000 13.83 122.6 | 20.89

Standing Diastolic|{ PN 200-110 35 105.4] 9.79 13,7000 8.75 91.7 8.76
8.P. (mamig)

Ptopranolol 32 104.6} 9.30 -13,7%00 9.61% 90.8 } 13,59

Standing Pulse PN 200-110 33 89.C{ 13.03 a.2¢ 3 11.25 a.’s-‘ 93.2 | 13.3%

(pez min.) 80 ode
Propranolol | 32 8s.a} 11.85 | -20.0%%+ ]| 10.98 | -20.2-d | sa.3 | 11.08
(*)p<0.10, *p<.0S5, **p<.01, *#¢p(. 001
*Presented only when analysis of covariance assumptions were set.
0/-02498




TABLE 118

PN 200-110 STUOY NO. 307

SUNMARY COMFARATIVE RESULTS FOR BLOOD PRESSURE AND PULSE
ENDPOINT (VEEKS 1-10) - VALID AND PARTIALLY VALID PATIENTS

voow

Treatment
Baseline Adjusted Period
Treatment Mo. Mean Mean
variable Group Pts. | Mean s.rC. Chame S.D. Change®*{ Mean | S.D.
Supine Systalic PN 200-110 40 152.3] 21.84 «18,5e0e 16.43 113.8 14.61
B8.P. (mmHg)
38—t 155+-81—18+09 15300 1926 P08 ] 2§.08
Supine Diastollic PN 200-110 a0 104.8 7.68 ~15,200» 7.7 -15.3 89.7 8.37
8.P. (mmHg)
Propranoliol 38 105.8f 7.58 ~13.8¢ee 11.03 | «13.6 92.1 12.34
Supine Pulse PN 200-110 40 79.0} 13.43 3.(%)— 10.86 3.4 82.1 13.07
* ‘e ain.) .1. I‘O
Propranolol | 38 77.5} 10,70 | <12.50eed | 11,84 | 12,8 65.0 | 10.61
) Standing Systclic | PN 200-110 40 146.0} 20.96 «20,500e 18.02 125.5 14.87
8.P. (mmMg) .
Propranolol 38 148.0] 18.3¢C «15.4080 16.76 132.6 | 22.13
Standing Diastollc{ PN 200-110 40 105.0} 10.13 «13,700e 9.58 ~13.6 91.4 8.74
8.P. (mmHg)
Propranclol 38 104.6] 9.37 ~12, 1000 11,81 | «12.1 92.6 | 13.96
sumi& Pulse PN 200-110 40 90.1] 14.07 4,1¢ -‘ 11.35 A.A—‘ 94,2 13.15
{per min.) obe sds
Propranclol | 38 88.5) 12.23 | -19.30esd | 10.58 | -19.7d | 9.2 | 11.24
{*)p<0.10, *p<.05, **p<.01, **#p<. 001
*Presented only when analysis of covariance assumptions were met.
0419
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TABLE 19

PN 200-110 STUDY NO. 307

SUMMARY COMPARATIVE RESULTS FOR BLOGU PRESSURE AND PULSE
ENDPOINT - ALL PATIENTS

Trestment
Baselline Adjusted Perfod
Treatment No. Mean Mean
variable Croup Pts. | Mean S.0. Change S.D. Change*] Mean | S.D.

Supine Systolic PN 200-110 40 152.3] 21.84 ~19,3%ee 16.41 133.¢ $8.28
8.P. (mmHg)

Propranolol 38 155.8] i8.09 «15.70ee 19.48 150.° | za.33
Sugine Diastolic PN 200-1%0 40 104.8 7.66 -15.4¢00e 7.18 -15.5 89.°% 8.3
8.P. (mmHg)

Propranclol 38 105.8] 7.58 ~14.0%ee 11,14 | -13,9 91,8 *2.%6
Supine Pulse PN 200-110 40 79.0}1 13.43 1.6 = 10.12 2.0- 80.% *2.18

er min.) vde ode

Propranolol | 38 77.5{ 10.70 | ~12.100ed | 1213 | c12.0d | 65.2 | o
Standing Systolic PN 200-110 40 146.0] 20.96 ~20.900¢ 18.34 125.% 1a2.43
8.P. (mmHg)

Propranolol 33 148.0{ 18.30 ~15,70ee 16.97 132.3 | 22.34
Standing Diastolic{ PN 200-110 40 105.01 10.13 ~13.6880 9.88 91.¢ 2.38
B.P. (mmHg)

Propranolol 38 104.6] 9.37 «12.5000 11.58 92.2 *48.,31
Standing Pulse PN 200-110 | 40 90.1| 14.07 3.1(')—1 11.11 3.6—1 93.2 $3.%0
{per ain.) 30 e

Propranolol | 38 sa.s| 12.23 | -18.50eed | 11,13 | -18.8d | 70.1 ] trs3

{*)p<0.10, *p<.05, **p<.01, **2p<,001

*Presented only when analysis of covariance assumptions were met,

0424
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TABLE 21A
PN 200-110 STUDY NO. 307

CARDIOVASCULAR EXAMINATION
NEWL 7-OCCURRING AND WORSENING ABMORMALITIES®

Treataent Patient

Group Nusber Type Yeek Specific Abnorsality
PN 200-110 103 Extreaities 6 1-2* pretibial edema
108 Extremities 10 Late day edema on legs, ROL
109 Palpitations 10
112 | extremities 10 1* edema
Other 10 Miuscle craaps
152 Overall Appearance 1 urticaria
156 Heart Exam 6 Systolic murmur
157 Extreaities 1, 3 Rubor of feet, lower legs,

nands; swollen feet and
legs; rash-papules erythema

Other 1 Redness of hands, feet, lower
legs, face
202 Cough 1
252 Other 10 Grade 1 hypertensive retino.
pathy (not noted on initial
CV exam)®*
253 Oyspnes Supine 6 Sinusitls problea (not notea |
- T - on infitial CV exam)ee
Orthopnea é Sinusitis problea (not noted
on initial Cv exam)es
palpitations 6 €ECGC sinus problea (not noted
on i{nitisl CV exam)eer
303 Cough 10
Heart Exam 10 8igenminy

Defined as an adnormality reported during the double-blind phase that was not
present during the placebo run-in or an abnormality (reported during the placebo
run-1n) that worsened during the double-blind phase of the trisl.
seCoded as & pre-existing abnormslity. 0425
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TABLE 20A
PN 200-110 STODY NO. 307

MEWLY~OCCURRING PHYSICAL EXAMINATION ABNORMALITIKS

Treatment Patient
Group Ho. Variable Abnormality
PN 200-110 157 Skin Non-pruritic rash-feet
and legs
Extremities Feet and legs swollen;
papules, erythema
256 Ears, Nose, Throat Full dentures (not noted
on initial physical exam)*
310 Skin Pace-and neck—£lushed
Heart Mild tachycardia during
episode
n Extremities Pretibial edema
314 Ears, Nose, Throat Right ear canal-old cerumen
Propranolol 151 Eyes AV nicking
Abdomen Abdominal bruit
158 Eyes AV crossing changes
Heart S4G-low volume pulses
204 Heart Bradycardia
208 Eyes Grade I retinopathy (noted
as Grade 0 on initial
physical exam)*
251 Skin Leg laceration
I T 304 Ears, Nose, Throat | Left T™ obscured by cerumen
(not noted on initial
physical exam)*
309 Extremities Edema
313 General Appearance Moderate emaciation secon-
dary to malnutrition
404 Skin Pruritic rash
354 Abdomen Liver-2 FB's~lower right
costal margin
451 Abdomen Tenderness

*Coded as a pre-existing abnormali’y
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TABLE 21
PN 200-3130 STUOY NO. 307

CARDIOVASCULAR EXANINAYION
NEVLY-GCCURRING AND WORSENING ABNORMALITIES®

+Derinea g5 an adnormality raported duking the double-bling phass thet was net
prasent duzing ths placsdo run-in oF en sbroraslity (reported duting the placedo
tun-in) thet vorssned guring tne doudle-dlling phase.

DLInG aAhace of the toig)

**Only includes those petienty who had at lsast uns svelustien guzing <he “ﬂﬂ,&?{n

¢ of Putisnts with
Petient Muaber Nevwly-Occurring
Abnorwality Abnutsalities (%)
PN 200-110 Propranclol PN 200-110 | Proprasnelol
Chest Pain Exsrtion 31a 309 1 (3) 1))
Chest Pain at Rest 305 208 t (3) 1 (3)
Dyspnss on Exertion 3o 1 (3) a (0}
Oyspnes Sitting 3106 1 () 0_{0)
Dyspnes Supins 233 2 (9) ¢ (0)
310
Cough 202 3 (9) 0 (0)
303
412
Orthopnea 253 1 (3 0 (0)
Syncope 312 o (0) 2 (%)
313
Pelpitations 109 4 (10} e (0)
253
310
e
Oversll Appesrance 182 31 1 () 1 (3)
Fulsonery Findings 410 1 (3) o (0)
Neart Exam 156 313 3 (s) 1 ()
303
310 .
Abdoainsl Exea 151 o (0) 4 (11)
204 L I
3% -
(13]
Extresities 103 104 a (10) 3 (8)
108 15
"2 309
137
Other 112 404 3 () 4 (N)
157 408
232 33
431
NYHA Functional Cless 110 0 (0) 1 (3)
Totsl Number of
Patients with At Lesast
One Newly.OcCutging 16740 (a0) 14738 (33)
Adbnorasiity/Ne. of
Patisatsg®?
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TABLE 21A (Continued)

PN 21:0-110 STUDY NO. 307

CARDIOVASCULAR EXAMINATION
NEWLY-OCCURRING ANOC WORSENING ABNORMALITIES®

Tresatment Patient
Group Number Type Week Specific Abnormaeilty
PN 200-110 305 Chest Psin at Rest 1,6
(Cantinued)
310 Dyspnea on Exertion '3
Has been present £0-90 minutes
Dyspnea Sitting 6 post-dose since study drug
vas increased to tvo tabs
Oyspnea Suglne 6 b.i.d.
Palpitations 6
Heart Exam é Rate 126
314 Chest Pain Exertion s with R.M. cdese, lasting ane
hour
Palpitations 1 Occasionally "skips a beat",
post A.M, Jose of study drug
210 Pulmonazy Findings é Lungs - few dry rhonchi which
clears with coughing
312 Cough 10 Unproductlive when lying down
Propranolol 104 Extremities 1, 6 Trace pretiblal edema
110 NYHA functional 10 Slightly compromlised
Cless
- 151 Abdominal Exam | 10 | Abdomfnal bruit
Extreaities 10 Edema (not on initial Cv
exam)ee
204 Abdominal Exam 8 Obesity (not on initial Cv
exam)ee
208 Chest Pain at Rest S

spefined as an azbnormality reported during the double-blind pnase that was rot
present duting the placedbo run-in ot an abnormality (reported during the placebo
run-in) that worsened during the double-blind phase of the trial.

*Coded as a pre-existing abnormality.

0428
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TABLE 21A (Continued)

4.

PN 200-110 STUOY NO. 307

CARDIOVASCULAR EXAMINATION
NEWLY-OCCURRING ANOD WORSENING ASNORMALITIESe -

Treatment Patient

Group Nuaber Type VYeek Specific Abnoraality
Propranolol 309 Chest Pain Exertion 10 .
(Continued) -
Extrem{ties 10 Edems .

312 Synzope 1 Lightheadness immediately

after taking A.M. doase

313 Syncope 1 Lightheadness one day, two
hours post-dose

Overall Agpea.ance 6, 0] Slight cachexia, dietary

probleams

318 Heart Exam § Sinus bradycardias

334 Abdominal Exam 6 tiver 2FB lower right costal
margin

4048 Other 1C Maculo-papular erythematous
rash over the chest

406 Other 1, 6 | Olzziness

an Other 1 vold symptoms (not noted on
initiasl CVv exam)ee

_— I 1 I R PR— - - - - - =
451 Abdominal Exam 7 Tenderness
Other 10 Nausea after taking dose of

study medicaticn

sDef{ined as an adnormality reported during the double-blind phase that was not
present during the placeto run-in or an abnormality (reported during the placebo
_run=-in) that worsened during the doudle-blind phase of the trieal.

seCoded 83 8 pre-existing sbnormality.




TAMLE 22A
P 200-110 STOOY M. 307
LISTING OF WEWLY-OCCURAING BOG ABNORMALITIES BY PATIRNT AND TREATWRN? GROOT

i ( (4=78)
Heart Rate
Patient Treatment Neek(s) | at Week -4/ ‘type of + Specific Abnormalily
w. Grocp Observed Neek -1 Abnorsality {Weeks - AlL 1: Alank}
(Bsata/Min)
102 PN 20C-110 i, 6, 10 New Code (36) | Left atrial e~largement
108 1, 6, 10 New Code (38, | Late transiticn, consider right
47) ventricular enlargemen: (6); left
axis deviation
10 Rhythm Premature ventricular beat one focus
108 6, 10 New Code (47) | Interatrial block; hypokilemia
suspected—
108 1, 6 New Code (14, | Single premat:ire ventric:lar con-
47) traction; hypokalemia suspected (6)
152 1 New Code (46) | T wave inversion 1, AVL and lateral
leads
183 6, 10 New Code (47) nu:s";;ud voliage; promitent U waves
156 6 New Code (47) | Muscle artifacs
157 3 New Code (47) | More prominen: U waves
, 202 1, 6 New Code (1, Atrial arrhytaia (1); trematucs
- 14, 47) ventricular contractica; baseline
artifact (6)
207 1, 6, 10 New Code (46) | Non-specific ST-T wave cianges
209 6 New Code (46) | Non-specific ST-T wave cianges
212 10 Rhythm Sinus arrhythzia
Fak] 1 Rhytha Sinus arrhyth=ia
1, 6, 10 Overall Sinus arrhythzia (1); no=~-soecific
o ST-T wave cianges (6, i0) N
282 6, 10 64/62 New Code (3, | Sinus bradycardia (BReS9) (10); QTc
47) prolonged (§}; left axis desviation,
left atrial abnormality, early
repolarization (10)
253 6, 10 80/84 Rhythm No rhythm corment {(6); sinus
bradycardia (HR=62) (10)
1, 8, 9, New Code (2, Sinus tachycardia (HRe102, 112, 109)
10 14) (t, 8, 9); premature ventricular
contraction (8)
2%6 4, %, 6, New Code (47) | Inferolateral repolarizazion changes
10 slightly less pronounced (coded
as 46 on Hem 6, 10); QIc lonq
- - - for rate (%)
30) 10 New Code (17) | Ventricular bigeminy (V)
"\ 1o 6 80/90 Rhythm Sinus tachycardia (ER=108)
' § Overall 8ircs tachycardia
316 6, 10 75/98 Naw Code (2) Sinus mhye&rdh (BR=100)
*Ahythe = Rh normal at baseline, abnormal during the double=blind pe 6460

ythe coded as
- Overall e« Overall intcrpnut&on coded as notwal at baseline, abnormal during th doubh-bunﬂ peciod.




TABLE 22A (Continued)
™ 200-110 STUDY 0. 307
mmammmwnuumxmmmmm

Nw

Heart Rate
Patient | Treatment Week(s) | at Week -4/ Type of Specific Abnormality
¥o. Group Observed Week -1 Abnormality* (Weaks = All if Bmlank)
(Baats/Min)
as3 PN 200-110 | 1, 2, 6 70/98 Rhythm Sinus tachycardia (HR«108, 110, 108)
(Continued) | 10 New Code (46) | Non-specific ST-T wave changes
452 6., 10 New Code (46) | Non-specific ST-T wave changes
101 Propranclol [ 1, + New Code (36, | left atrial enlargement: QTc
47) prolonged for rate~stiology (6)
—— 106 610 W C5d€ (45, | Non-3pecific ST-T wave changes;
47) interatrial conduction delay (10)
106 1 72/6) Rhythn Sinus bradycardia (HR=50)
1 New Code (47) | Non-diagnostic Q waves i{nferior
107 1, 6, 1C New Code (47) | Hypokalemia suspected (1, 6);
interatrial block (10)
110 1, € 60/67 Rhythm Sinus bradycardia (HR=43, 48)
6 New Code (47) | Interatrial block, Q in lead 11l
only
11 1 New Code (47) | Inferior Q waves
s 10 76/88 Rhytha Sinus bradycardia (HR=S0)
154 1, € New Code (45, | Non-specific ST-T wave changes {1);
47} interatrial block (6)
158 10 62/59 Rhyths Sinus bradycardia (HR=46)
10 Overall Increased bradycardia
201 1, 6, 10 90/68 New Code (3, Sinus bradycardia (HReS55) (6);

4, 47) premature atriasl contraction {10);
significant axis chanqes during
study (1): interventricular
conduction delay, Q waves lead

B, _ N R — 11X (10) : N
204 6§, 8 80/78 New Code (3, Sinus bradycardia (HR=S0, 54);

14, 22, 27 premature ventricular contraction

47) (6); borderline 1° heart block;
left anterior heart bdblock (8);
poor R wave progressiun; Q wave
i3I, 1II and AVF (8)

205 1, 6, 10 88/86 Naw Code (3, Sinus brrdycardia (HReS6, $9)

47) (1, 10); QTc prolonged (6)

308 1, S New Code (46, | Non~specific ST-T wave changes (1);

47) repolarization changes I, AV, and
lateral leads, axis shift leftward
30-0" (S)

u 6, 10 Naw Code (46) | Non-specific ST-T wave changes

14 1, 6§, 10 74/62 Naw Code (3, Sln\:l bradycardia (HR=45, 47, 46);
o 22) 1° AV block (6) 0461
TRythe = Rhyths coded as normal at baseline, abnormal during the double-blind peried.

Overall = Overall interpretation coded as normal at baseline, abnormal during the double-blind period.
Mavw Code « Cods which does not occur during baseline and does occur during the doubla-blind period
At an evaluation with at least one of the following:

overall interpretation, or ™' significant 4ifference from previous ICG.

1) abnormal rhythm, 2) abnozmal

0/-025093




TARLE 22 {Continued)
PN 200110 STODY NO. 307

LISTING OF MRWLY~OCLURRING BCG ABNORMALITIES BY PATIENT AND TREATMENT GROOP

{N=28)
Aeart Rate
Putient Treatient Week(s) | at Week ~4/ Type of Specific Abnormality
». Grovp Obssrved Yok -1 Abnormality* (Yeaks - ALl if Rlank)
{Beats/Nin)
251 Propranolol | 1 Rhythm Sinus arcth
{Continued) | V, 3, 6, 62/64 New Code (3, Sinus bradycardia (HR=48, 45, ¢6)
10 kY ) (2, 6, 10); borderline left
- ventricular hypertrophy (1)
254 1 New Code (47) | Rarly repolarization
—25%— § Rhytha Beart rate (64) slower than previous
L ___tracing
10 76/88 Rhythm Sinus bradycardla (URwS0T—
1 New Code (47) | left axis deviation; lats R wave
cransition
o 1 New Code {(14) | Premature ventricular contraction
3 1, 10 72/79¢€ Rhythm Sinus bradycardia (HR=S7, 55}
1 New Code (45) | ST changes not as prominent
ns 1, 2, 6, 60/68 Rhytha Sinus bradycardia (HR=46, 54, 47,
7 $3)3; 1st dagree AV block (6)
7 New Code (47) | Borderline prolonged PR interval
401 1 6§3/22 Naw Code (3} Sinus bradycardia (HR=58!
407 1, g. 6, 77/63 Rhythm szrgg bradycardia (HRs$9, 5%, 34,
1
Rare premature ventricular coa-
traction (2, 6, 10)
409 1, 6, 10 74761 fRhytha Sinus bradycardia (HR=58, 53, S6)
451 1, 6 16/78 Rhytha Sinus bradycardia (HRe59, 58)

*tphytha = Rhytha

coded as nonmal at baseline, abnormal during the double-blind period.
Ovarall = Overall interpretation coded as normal at baseline, abnormal during the double-blind

riod,

New Code = Cods which-does not occur during baseline and does occyr during the double-blind period

at an avaluation with at least one of the following:

1} abacrsal chythm, 2) abaormal

overall interpretation, or 3) significant difference from previous ECS.
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™ 20.100 SROY MO. 307

SMARY OF COFPMATIVE RESLTS FIR €06 VARIARLES

Coupleters Only Al Patients
Seline wouk 1 Voak & vesk 10 Suselling Svipolst
Trostamt
Veriasdble [~ 7] [ Yeen [ ] ]
[} emn S.0. Cunge S$.0. Cange S$.D. Chenge SD. I » aan $.0. Crangs s$.0.

ventrlcular Rate®} P 200-10 {31 774 | .38 | 3.8(0- | 11.98 0.5 - 10.0) 2.8 - 0.7 (| 30 | 2 .7 36* - 10.66
(per min.) ole ola ole ohe

Proprarotod | 28 | 7.7 | vy [r2.aeedd | 1300 Jeeed 9.33 | us.oend s a7 rs ] | oveoeeed | oiror
PR Interval mi2200-10 |3t] 0.1 | 0.023 | -0.001 0.013 | 0.000 0.018 | o.00 0017[{3 | o.166 | 0.c23 | o.000 0.016
{sec.)

Proprawla) | 20 | 0.172 | 0.028 | 0.006¢(*) { 0.017 { 0.007 o0.00a { 0.0 0019/l » | 0.1 | o026 ] o.00 0.0'y
S Ouration #% 200-10 | 31| 0.086 | 0.009 | o0.001 ! 0.010 | o.0@ 0.0tt { -0.0m 0.0\ o.086 | o0.000} .0.0m 0.0 |
(9ec.) %

Proprarciol § 28 | 0.0 | 0.0 | -0.00%d | 0.008 ] 0.000 0.012 | -0.0m2 c.onnfl 37 { o.0e9{ 0.00a{ o.000 0.013
Q7 Interval n200-10 { 5t ( o.381( o0.00 | w000 0.022 | o0.007{%}= | 0.019} 0,009 — 0.020(] 38 | 0.377] 0.0 | -c.006 — | 0.0%
{sec,) d (‘) wle ede

Propesnatol | 26 | 0.386 { 0.031 { 0.0tad ( c.029{ o2 | 0000 ] o.008ed | 0.009 37 ] 0.382) 0.03] o.017e0ed | 0.0%

(*)p¢D. 10, *p<.05, **p<.01, #*p<.001

‘Only Lhe ventricular rate wes snalyzed as the atrial rite is equal to the ventriculer rate.

$9¥0

|
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TABRLE' 27

PN 200-110 STUDY NO, 307

. SIBMARY OF COMPARATIVE RESILTS FOR HORTOLOGY LAB DATA

.

Completers Only* Al Patients
Yarisle Treataent Saseline Week § Week 10 Basel ine Endpoint
Oioreal Rangs) Group
o Hean Men e
] Memn S.D. Change S.0. Change sD. | N Hen S.D. Change s.D.
Hemoglobin ow/dl | PN 200-110 32 14,5 1.83 -0.09 .94 -0.25 1.05 39 14.5 1.71 0,12 .06
(11.9-12,6)
Propranolol | 27 14,7 1.53 <0.33(*)} 0.83 -0.02 1.13 37 14.6 1.4%9 «0.20 1.13
Hematocrit % PN 200-110 32 43.8 4.75 -0.76 3.01 -0.74 3.24 39 43.9 4,45 0.2 3.52
(37.0-54.0)
Propranolol | 27 43.3 4,20 -1,44% 3.07 0,99 4,03 37 45.0 4,27 -1.30* 3.9
W x 107 cu M PN 200-110 32 7.2 2.01 0.23 1.N" 0.20 1.23 39 7.3 1.98 0.3% 1.33
(3.9-11.4) |
Propranolol | 27 6.9 2.06 o.21 1.50 0.22 .21 37 7.1 2.02 0.0/ 1.10
Neutrophils X PN 200-110 32 61.4 8.34 -2.38 8.41 -2.03 7.02 39 61.8 8.41 -1.41 6.92
(42-81)
Propranclol | 27 57.7 9.91 0.9 9.9 a. 1 7.9 37 57.9 10.13 0,11 7.97
" | Lymphocytes % PN 200-110 | 32| 29.9 | s.79 -0.38 | 1.1 1.53 7.00 | 39} 29.4 | s.81 1.03 6.93
< (10-47) :
oo Propranolol | 27 33.1 10.06 «0.93 10.0% 0.37 8.19 37 33.3 10 71 <0.05 8.9 ‘
Yonocytes % PN 200-1%0 32 6.3 3.16 2.25 12.56 0.25 3.32 33 6.6 2.99 0.10 3.14
< 0w s
é Propranolol | 27 6.3 2.23 -0.74 3.3 0,59 35.14 37 6.1 2.V 0.00 3.19 J v
8 -
s (*)p0.10, #pC.05, **p<.01, *sep<.001 ‘ 3

' ‘e following patients were excluded from the co-pleted patients analysls due to Insufficient data: Fats. 101, 105, 106,

and 202.

[ T



TABLE 27 (Cont inued)
A 200-110 STUDY NO. 307

" 'SUHRY OF COMPARATIVE RESILTS FOR HDWTOLOGY LAB DATA

Coampleters Only* All Patients
Varisble Treatsent Baseline Weex & Week 10 Gasel ine Bdpoint
(oreal Raige) Group
Meas Mean aean
| n S.0. Cange 5.0. Change S.0. N Mean S.0. hanye S.0D.
Eoslnoghils ¥ PN 200-110 32 2,1 1.80 0.22 1.34 0,03 1.43 39 1.9 1.65 0.03 .35
(0-8)
Propranolol | 27 2.3 1.63 0.52(*)] 1.48 0.00 .1 3?7 2,2 1.58 <0.03 1.01
Bascrhils X N 200-110 ( 32 0.6 o.n 0.19 0.97 0.22 0.% (39 0.6 0.71 0.18 0.
(0-2)
Propranolol | 27 0.7 0.61 0.15 0.9 0.26 0.81 3 0.7 0.57 0.14 0.79
Bands X AN 200-11G 1 0.0 0.00 0.33 0.52 0.00 0.00 | 20 0.2 0.37 -0.05 0.51
(0-5)
Propranolo)l | 12 0.2 0.39% 0.00 0.43 0.00 0.60 [ 24 0.1 0,34 0.08 7.50

(#)p<0.10, *p<.05, **p<.01, **ep< 001 |
*mhe following patients were excluded from the completed patients analysis due to Insufficient data: | Pats. 101, 105, 106, and 262,

|
i
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TARLE 27 (Cont inued)
PN 200-110 STUOY NO. 307

SIMARY OF COMPARATIVE RESULTS FOR URTNALYSIS DATA

o~

Completers Only* Nl wk)ak s
~a RS, —— - -
varish! Treataent taszline week o veek 10 BGaseline &vigaint
(Wormal R “3e) Growp - —
Mzen Mo Heen
n Men s.0. Change S.0. Change S.0. | N Mean S.b. Cunge S.0,
Specific Gravity | PN 200-1%0 » 1.022] 0.005 -0,001 0.006 0,00 o 0.007 { 39 1.022{ 0.005 «0.G0 %= 0.007
(1.001-1,033) ) )
Propranolo) | 26 1.019] 0.005 0.000 0.006 0.003¢- 0.006 | 37 +.020| 0.00% o. 0.007
pH PN 200-110 | 3 5.3 C.59 0.06~ | 0.61 0.15 ~ 0.71 | 3» 5.3 0.56 .0.1%w | 0.67
(s-7) , l 4 {
Propranolol | 26 5.5 0.7¢ 0.35¢l| 0.69 <0.27(%)wl 0.67 | 37 5.5 0.65 .22} | 0.38
(*)p<0.10, *p<.05, **p<.01, **epC,001
PATS.. 101, 104, 105, AND 106.

*YTHE FOLLOWING PATIENTS WERE EXCLUDED FROM THE Cﬂﬁcld‘ PATIENTS ANALYSIS OUE TO INSUFFIC *NT DATA:

21320-20
9970
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TABLE 27 (Cork nued)
A 200-110 STUOY NO. 307

) SIMARY OF CONPARATIVE RESLLTS FOR CHEXISTRY DATA

i
1
i

!

Completers Only* Al] Patients
varisble Yrestmant Baseline Veek 6 eek O Baseline Endpaint
{Normal Renge) Croup
Mean Nean Mean
N Mean 5.0. Change S.D. Change S.D. N Mean S.D. Changs S.D.
Calctum ag/dl PN200-10 {33 9.7 | 0.a9 0.02 0.42 -0.04 0.43 {3 97 | G.47 0.0) 0.46
(8.8-10.5)
Propraolol | 26 | 9.7 | 0.46 | -0D.10 0.42 -0.07 0.1 |37 ]| 9.7 | o.a5 -0.07 0.44
|
Inorganic pn200-10 [ 331 3.0 | o059 | -0.05 0.73 -0.10 0.5 |39 3.2 | o.57 -0.10 0.59
Phosphorus eg/dl
(2.2-4.6) Propranolol | 26 | 3.4 | 0.5 0.10 0.58 0.09 0.4 | 37| 3.4 | 0.5 0.02 0.44
8N ag/dl PN 200-120 |33 15.8 | 5.7 0,12 3.91 “1.09%= - | 3.72 ]3]l 1.5 | s.67 0,39 = .52
(6-2%) } )
propranolol { 26 | 13.3 | 4.9 0.89 3.54 1.46=] a.82 37 (| 13.2 | a.36 1385 3.9
Uric Acld mg/dl | PN 200-30 |33} 6.8 | 175 | 032 | 0.89 0,30~ 105 { 39| 6.6 { 2.00 0.25 1.07
(2.2-8.3) | h h
Propramlel | 26 | 7.1 1.66 0.1~ | 1,00 0.2% .06 | 37| 7.2 1.70 0.02 .9
Glucose ag/dl PN 200-110 » 109.3 24,408 11.12 67.11 3.73 45.60 39 106.3 24,21 5.%6 43.27
(65-130)
Propranolol | 27 | 107.8 [ 26.99 | 3.5+ | 30.77 10.41 y1.85 { 37 {{10.3 [ 30.33 13.67 38.65
' 1 Yotal Protein PN 200-10 | 33| 2.5 | o0.46 | -0.05 0.41 -0.06 0.49 | 39| 7.4 | o.e8 -0.0 0.54
" | gwadl (6.4-8.1) ,
: Propranolol | 26 7.6 0.59 -0.20° 0.40 0.17(*) 0.42 b 4 7.7 0.%3 -0, 17¢ 0.40
(#)p<0. 10, *p<.05, **p<.01, **°p<.001 :
Pats] 105 and 106.

+The following patients were excluded from the completed patlents analysls due to insufficient data:

0467
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YASLE 27 (Cortinued)
™ 200-110 SRV NO, 307
SIMARY OF COMPARATIVE RESILTS FOR OHEMISTRY DATA
|
Coapleters mly' All Patienls
Varisble Trestaent Baseline Week 6 Yeek 10 Baseline Endpoint
(Normal Range) Group
Hean e Mean
] Hean $o. Change S.0. Change S.0. N Maan $.0. Change S.0.
Albmin gv/dl PN 200-110 3» 4.2 0.34 -0.04 0.30 0,02 0.34 39 4.2 ‘0.33 G.0A 0.34
‘,c 7".0)
Propranclol | 26 4.2 0.37 «0.07 0.28 0.07 0.27 37 4.2 0.3 «0.08(*) 0.7
Total PN 200-110 33 0.6 0.25 -0.04 0.22 -0.03 0.24 40 0.5 0.23 <0.04 0.23
8ilirwin mg/dl i
{0.2-1.6) Propranclol | 27 0.6 0.26 -0.04 0.27 -0.03 0.17 38 0.6 0.25 -0.03 0.17
Cholesterol mg/di| PN 200-110 331 222.5 36.38 -0.21 28.10 -3.85 23.42 39 ) 220.3 33,54 «1.62 25.54
. (120-290) ‘
Propranolol | 26 | 2W.6 36.77 4.39 26.26 2.12 23.08 37 { 218.6 35.68 1.27 25.27
Akaline PN 200-110 b3 ) 27.5 8.98 2.49(*) 7.37 0.48 5.82 40 26.2 8.82 0,58 5.40
fhosghatase U/L .
(10-43) Propranolol { 27 29.1 9,09 1.70 7.50 0.70 9.02 28 30,7 10,9 0.05 .18
UL PN 200-110 311 1721 36.75 3 .55 26.23 =3.77 28.85 40 { 171.3 34,49 2.53 34.82
(110-250) | {
Propranolol | 26 | 184.7 50+75 -18.06'...’ 40.32 -£.23 56.19 38 ) 190.1 54,15 -16.13 £2.40
SCOT UA. PN 200-110 33 28.0 9.62 3.06 - 13.89 «0.12 7.18 40 27.4 9.02 0.53 8.1
H (1050 i
é Propranolol | 27 35.1 ! 24,79 -6.”’-‘ 14.32 -2.96 13.99 38 36.3 23.64 «0.63 19.62
;{:—(-m.m. *p<.05, *ep<.01, seepc. 001 -
E"m following patients wece excluded from the completed patients analysis due to insufficient data: Pats. 05 and 106.
v
i
| .
! O0dco
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VABLE 27 (Continued)
P 200-10 STUDY NO, 307

SMARY OF CONPARATIVE RESULTS FUR CHEMISTRY DATA

|

0469

Ky 1)) :
Gfudméa from the completed patients analysls due to insufficient data:

[

Completers Only* All Patients
Verfsble Treataent Baseline Week 6 veek 10 BGaseline Bdpoint
(Okreal Range) Group - ‘
| ¥ean Hean emn
N e S.0. Cange 5.0, Change S.0. [N e S.0. Change S.D.
3GPT UA, PN 200-110 | 33| 27,7 8.9 3,09 --l 19,30 1,24 12,681 A0 || 27.2 17.8% 0.68 13.91
(5-33)°
Propranolol | 27 | 26.2 | 16.47 | -3.67al | 1157 -1.33 8.61 [38]|29.2 | 20.17 3.8 21.25
Sodius mEq/) Pri 200-190 | 33 | 138.7 | 2.51 | -t.a2- s.11 0.88(9=| 2.95 | :v ||138.8 { 2.43 0. Ve 2.92
(134-143) - th (of b
Propranclol | 27 | 138.1 | 2.41 | o0.5%- 2.85 0.59 ~i| 2.97 | 37 |(178.2 | 2.46 0.5%d | 2.9
Potessium aEq/) | PN 200-1%0 ( 32{ 3.7 ( o.52 { -0.18¢ 0.42 -0.05 0.4t | 39| 3.7 } 0.5 -0.03 0.39
(3."’03) |
proprancol | 27| 3.7 | 0.5 | 0.0 0.50 0.05 0.52 {37(| 3.6 { 0.53 a.14(0) | 0.49
Chloride mEq/l | PN 200-110 | 33| 99.5 | 2.0 | -0.82 ~ 3.75 0.49 3. 39 |[99.64 | 2.8 0.23 3.07
(56-107) | {
propranolol | 27 | 9.0 s.ﬁ 1.85% | 4.37 1.52 s.66 {37)|97.46 | 3.70 1.60° 4.06
co, %€g/1 PN 200-1%0 | 31 | 26.6 | 2.25 | o0.16 2.9 0.13 234 |33 |[26.7 | 2.83 0.15 2.13
(25-32) : )
propraolol | 25 | 27.2 | «.20 | o.66 3.30 0.77 3.88 |3 ||22.2 | 3.7 0.98 .7
i| Creatintne mg/al | Pw 200-110 | 33 | 1.0 | 0.2 | 0.06(%) | 0.22 0.03 0.2 [3|]| 10 | o.27 0.04 0.23
4 (613 |
;% Propranclol | 26 10 | 0.2h | .m0 0.7 0.0) 0.5 | 3 .1 | 0.2 0.04 0.14
u [
D B Do 100w iR ot tents “Deteex pPats. 105 and 106.

(‘P.3uod) (7 erqeg



TARLE 28
I PN 200-110 STUDY NO. 307

LABORATORY OATA - HEMATOLOGY

NEWLY-OCCURRIHG LABORATORY ABNORMALIVIES®

: Abnorsal
Treatsent | Pat. Variable Initial | Basellne dn-ive Treatsdnts®* figh (W)
Croup No. {Nozeal Range) visit | (wk. -1) or Abnorsal
wk. 6 wk. 7 k. 8 w9 w. 10 {Follow-up tow (L)
PN 200-110 | 102 Hemoglobin gm/dl 9.6 10.2 11.9 1.6 |10.4 9.7 9.8 L
(11.9-17.6)
Hematocrit X (37-54) 'sq 33 36 37 33 3N 32 L
wBC x 107 cu s 9.7 1.9 6.6 21.0 9.4 10.4 7.6 H
(’09.1'.‘) '
Platelet Est. (Normal) | Normal Normal Increase] Incriease] Increase} Increase H
206 | Monocytes X (0-10) 6 1 13 7 H
252 | uemoglobin gasdl 12.3 11.9 9.9 1.4 L
(11.,9-172.6) |
Hematocrit X (37-54) 38 38 30¢ 37 L
Neutrophils X (42-81) A6 45 25 54 ' L
Lysphocytes X (10-47) A8 a7 ] 39 L
Monocytes % (0-10) X (3 15 é H
352 | sasophils % (0-2) ) o 2 3 H
408 | monocytes X (0-10) R 7 13 9 H

an sbnormal baseline value that worsened by et least 15%.
**Underlined laborstory velues indicate an abnormality.

~rLab sbnormality is considered clinically significant by the investigator.
-

i
o
X
J:
N
"y

0LVO0

*Defined as sll pre-dose evslustions being normal and at least one abnormal post-dose evalustlo

h based on edjusled normul limits or

8T uldavl
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TARLE 28 (Continued)
PN 200-110 STUDY NO. 307

LABORATCRY DATA - HEMATOLOCY

NEWLY-OCCURRING LABORATORY ABNOR'ALITIES®

| fbnoreal
Trestaent | Pat. Varisble Initiel | Beseline Active l’rntrnts” High (N)
Creup No. {Normsl Ronge) visit (V. -1) - or fbnoreal

. 6 ., 7 k. 8 Ii. 9 Wi, Follow-up tow (L)

Prapranolol| 107 | wecx103 cu ma 3.5 4.2 3.1 3.¢ L

{(3.9-11.4) :

204 | Honocytes % (0-10) 7 3 15 9 H

251 | sasophils % (0-2) 1 1 3 2 H

"304 | sasophils % (0-2) 0 1 3 2 H

*pefined as all pre-dose evaluations being normal end st least one sbnormal post-dose evalust|

an edbnoraal baseline vealue that worsened by at least 15%.

’Worlim ‘leborstory values indicate an lbn;ornuty.

ANl e |
T4F0

on based on adjusted no-msl limits or

1
TRRRRN 173 DFR TR

8z 1AVl



- . , TME2  tings) . —
, : i N 200-110 . x7
, ]
. i | (ABORATORY DATA - URINALYSIS
; | | NEMLY-QODURRING LABORATORY ABNDRMALITIES®
: |
fonoacal
Trestment | Pat. Varisble Initial | Baseline Active Trestaents*® High (1)
Crowp w. (oreal Range) visit | (w. -1) or fonoreal
e Vw3 w. 6| wk.7{ k. 0{w.9| . 0] Followwp | tow (L)
PN 200-190 | 02 | wec/wPF (0-35) 2-5 0-2 2-5 s-0 {02 | 25 0-2 H
Glucose (0-0) o o 3 3 3 0 3 H
Acetone (0-0) 0 0 ] ) k] ) 0 H
08 | WBC/HPF (0-3) 2-5 2.5 0 0-2 H
152 | Albwmin (0-0) 0 (] 1 H
153 | weC/HPF (0-5) 0-2 0-2 10-20 N
156 | weC/HPF (0-5) None 5-10 2.5+ "
| 157 | necrer (0-2) None | Mone 5-10 H
203 | Cast/t#F (0-0) None None fone g-2 H
{ 29 { RBC/HPF (0-2) . None None None 2-5* H
352 | REC/HPF (0-2) None None 20-70° None H
Albuain (0-0) o 0 1e 0 H
353 | weC/HPF (0-5) 0-2' 0-2 5-10 0-2 H
02 | ROC/HPF (0-2) 0-2 None 0-2 $-10 H

*De’ined as all pre-dose evaluations being normal and st least one sbnormal post-dose evaluation based on

brsaline value that worsened by at least 15X%.

S'wumu lsboratory values indicate sn sbnormality.

i |
ﬁ,o sbrormality 1s considered clinically significant by the lrwestigator.
r & . |

>
<

A4

jadjusted normal 1imits or an sbrorsal

8% aavyL



- ! VREZ g ined)
| ! ™ 0-t0 . 27
' |
1 l
i ' ! LABORATORY DATA - LRINALYSIS
; _ ; NEMLY-O00LARING LABORATORY ABNORMALITIES®
(I ! ! | m
Teottmint | pet. Verisble initial | Sassline Active Trestments®* Hoh (W)
Crap | . {Normal Range) visit®* J(wk. -1)** or forocenl
[ ' W 1| we.2{ . 3| . 5| . 6] w. 7] w. 10 | rollowsp | Low (L)
Proprarolol] 101 | weC/wPF (0-35) 2-5 None 5-10 2-5 H
|
‘ 106 | Cast/+PF (0-0) None None 0-2 None H
' | vecrrer (0-3) 2-5. None 510 s_10 H
'] Glucose (0-0} o o o 3 H
: m ' | vecser (o-9) 0-2 2-5 510 H
151 ' | REC/HPF (0-2) None None 5-10 None H
154 ' | Albwain (0-0) 0 1 o H
' 15¢ ' | cast/ipF (0-0) None | MNone None 0-2 H
¥BC/HPF (0-3) None 0-2 2-5 -9 M
211 | weCeF (0-9) 0-2 0-2 5-10 0-2 H
254 | Glucose (0-G} 0 0 2 2 H
255 | cluose (0-0) 0 0 2 0 "
*Defined as all pre-dose evslualions being normal and at least one abnormsl post-dose evaluation based on|adjusted norsal lisits or sn snoral

baseline value that worsened by at least 15X,

*ﬁ'muunu laboratory values indicate an abnormal ity.

Y

da S
-
-3
s

|
& sbrornality 1s considered to be clinically significant by the fnvestigator.

s bd oo

8Z ITgVL
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TROLE >
PN 20010

. o5 307

LABORATORY DATA - LRINALYSIS
NEWLV-O00SRING LABORATORY ABNDRMALITIES*

fonoraal
Trastnent | Pet. Varisble initial | Gaseline Active Trestments*® Hgh (0
Croup w. (Noreal Range) visit*® [(wc, -1)** oc . orwal
‘ We, 3 fokc. 2] k. 3| we. 5| wk. 8| Wk. 7| wk. 90 { Follow-up tow (L)
Propranclol| 301 | RBC/WPF (0-2) 0-2 None 2-5 | None | None H
{Oon't) .
n REL/WPF (0-2) 10-30* 10-20* 100-200 0-2 HEee
313 | cast/iF (0-0) None None None 0-2 H
354 | Cast/+PF (0-0) None None 0-2 None o

‘Defined as all pre-dose evaluations being normal and at least one sbnormal post-dose evaluation based on

baseling value that worsened by at least 13X,

**Underlined laboratory values indicste san thmmuity.

++4hnormel at baseline and worsening by at least 15X,

eLsb sbnormality is considersd to be clinically signlficant by the investigator.

¥ New
G:a JuO"’ re

vivo

adjusted normal liaits or an sbnotmal

87 ITEVL
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\ MEWLY-OCCURRING LABORATORY ABNOISMLIVIES®

TABLE 28 (Cant inued)
% 200-110 STUOY MO, 307

LABORATORY DATA -~ OENISWY

fctive Treatasnts®®
Trsstaent | PFet, varishie Initial | Beseline ol lonuwp Wgn (M)
Crowp e, {voraal Renge) VIR J(W. <1)°°) whe. 0 ] Wi, 2 | Wk, 3 ] Wk, & [ Wk. S | Wk, & | . ? ok, 9] &. 0 or Mncteal
‘ {23 tev (L)
M 200-110 | 102 | Clucose mgzad (6s-130) | 2 %0 - 3200 3 e | 3ese ozs Hoeo
Albuain ga/dl (3.7-3.0)] 3.0 3.6 33 3. 3.0 | 32 pr2 L
LOM uA (110-230) "y 190 302 { 206 197 2359 1% 1 188 7 L
scor un (10-30) ] 24 13 n ”» 129 4% 53 ¥ 32 % iw L]
SCPT UA. (3-33) ) ] 2 27 » Jase 1] & U 3 % ) "
Polassive afg/) a3 3.0 3 2. 3.3 3.4 3.3 L
(3.5-3.3) i
103 | LoM un (310-250) 2 200 | 29 199 | 2w 26 220 | 202 | 29p 22 2% N
100 | Potessium mEq/) 3. 3.2 2.0 3. L
(3.5-3.3)
112 | Clucose ag/dl (63-130) 2 "2 1o 93 | ) ]
132 | Lon uA (110-250) n 204 p17} £ "
BN ag/dl (8-23) 2 14 4 2 Hose
Creatinine agrdl l.e 1. 2.2 1.7 Heoe
(0.6-1.3)
133 | scor un (10-30) "* 8 w | » n "
SCPY UA. (3-53) ] n 3] L "

*psfined a3 8l) pre-dose svaluations being norss)l end at lesst one sbnormal post-dose evsluation bessd on sdjusted hormal

worsensd by st leest V3%,
*sundatiined lsborstory velues indlcete an ednoreallty,
*shnetanl a8t Bassline and worsaning by st least 13%,
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PN 200-110 STODY NO. 307

TABLR 29

FREQUENCY OF NEWLY-OCCURRING OR WORSBN'4G

LABORATORY ABNORMALLTLLS

BEMATOLOGY AND URINALYSIS

Treatment Group
Variabie Pic 200-110 Propranolol
(N=49) (N=38)
Hematology
Hemoglobin gm/dl
LOW: 2* Q
Hematocrit §
LOW: 2% 0
WBC x 133 cu mm
HIGH: 1 0
LOW: 0 1
Nautrophils s
LOwW: ‘ 0
Lymphocytes §
LOW: 1 0
Monocytes §
EIGH: 3 1
Bascphils
HIGH: 1 2
Platelet Estimate
HIGH: 1 0
Urinalysis
Casts/HPF
HIGH: 1 4
— WBC/7HPF - - - - B
RIGA: 5 S
RBC/HPPF
HIGH: due 3
Albumin
BIGH: 2* 1
Glucose '
HIGH: 1 3
Acetone
BIGH: 1 0
NOTE: Asterisk denotes a patieat with a clinically

csignificant abaormality.

0528
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TABLR 29 (Continucd)

ey 200-710 STODY NO.

307

FREQUANCY P NEWLY-OCCURRING OR WORSENING
LABOrATORY ABNORMALITIES

significant ahnormality.

CEEMISTRY
I Treatme: Growp
Var iai le ‘ PN 200-11V° Pu)pranol.t;-lw-1
(N~40) (N=38)
Chem.stry ;
Inorganic Pho«: horas
ng/dl LOW: 1 0
Glucose /41
BIsMy [ Rl Eww
LW 0 1
Album 1 gm,’dl
LOW: 1 ' ¢
Total Rilirubin mg,/dl \
1IGH: 1e 0
Cholescercl mg,/dl
HIGH: ) i
Alkaline Phosphatase
IU/L HIGH: 3 3
LDH 1U/L
HIGH: Tl Seni
SGOT 1IU/L
RIGH: guee 4
SGPT IU/L
RIGH: 100 gee
Potassium mEq/1
1. Low: ] _ 3w ] L R
BIGH: 0 joe
BUN mg/dl '
HIGH: 2 2*
Creatinine mg/4l
RIGH: A* 0
Uric Acid mg/dl
BIGH: 0 1e
NOTE: Asterisk denotes 2 patient with a clinically

0529
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YABLE 30
PN 200-110 STUDY NO. 307
ADVERSE REACTION LISTING

Yeek And Severity Of
Treataent Patient
Group No . Adverse Reaction First Last Yorst
Gccurrence Occurtrence* Occurrence**®
PN 200-110 102 Tachycardia 5 = Milg 6 - Milg
visual Ofisturtance 8 - Milg
103 Epistaxls -2 - Moderate
Ecema 5 - uila 7 - Mila 6 - MzzZerate
108 Headache I - Milg
Dizziness 5 - Milag 6 - Milg
Saoema 10 - Moderate
105 Insect Bite -3 - Mila
Carolac 9 - Milg 10 - Mtlz
(Misc. Abnomality)
112 Edema 10 - Milg
Cramps, Muscle 10 - Milg
152 Hives 1 - Severe 2 - Severe
i 153 Headache -2 - Mc2srate | =1 - Mil3
§ 157 Edema 1 - Mocerate 3 « Mogerate
! Heagache 1 - Severe
’ Rash 3 - Mogerate
i Apcominal Diecomfort 3 - Mocerate
! 202 Cougning 1 - Milz 2 . 'dlo
o Crames, Leg/Feet | 2 -~ Mila 1 4 - Mile -
Cramgs, Muscle 5 « M{ld 8 - Milg
20) Upper Respiratory
Infection -3 Milg 7 - Moderate S - Mgrerate
Coughing -1 - Milo S - Mila
206 Headsche -2 - Mocerate 5 - Milo
Rects! Bleeding -1 = Moderate
207 Headache -2 - Mild =1 - Moderate
Sunburn -1 - Moderate
Upper Respiratory
Infection 4 - Mild 10 - Mild
Cramps, Legau/Feet 2 - Mild 3 - Mild
Ofarrhea 10 - Mild

*Presented only {f there {s 8 multiple occurrence.

esPrasented only if different from information recordea under first or last occurtence. 0 5 3 0

., 1INy Y s
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TABLE 30 (Contlinued)
PN 200-110 STUDY NO. 3Q7
ADVERSE REACTION LISTING

Veek And Severity Of
Treatsent Patient
Group No. Adverse Reactlon First Last vorst
Occurrence Qccurcence* Gccurrence®*
PN 200-110 209 Dizaziness -2 - Mild
Headache -2 - Mild
Hypokalemia -1 - mild
212 Cold Symptoms & - Moderate 7 - Mild
Throat Discomfort 6 - ModUerate 7 - Mila
252 _Headache 3 Modetate
Yoothache -1 - Modgerate 1 - Severe
Joint Pain 8 - Milgd
Chest Pain 9 - Milag
253 Headache -2 - Mila 5 - Milg
Fatigue -2 - Milg 10 - Mild
Chest Pain -2 - Mila 3 - Milc
Flushing -1 - Milg 10 -« Mild 8 - Mocerate
Cramps, Muscle -1 - Milo 1 - Mild
Pruritus 5 - Mogerate | 10 - Mila
Tachycardia 8 ~ Moderate | 0 - Modercte 9 - Severe
Energy Decrease 8 - Mogerate
302 Heagache =3 - Moderate 2 - Moderate
Constipation 1 - Mila
303 Heagache 3 . Mocerate 5 . Mildg
Upper Respliratory
Infect {on 7 - Mocerate
Coughing 8 - Mile 10 -« Milg
R 305... { fFlu Symptoms - -2 --Moderace - Rl
Uppet Respiratory
Infect ion -1 <« Moderate 8 . Moderate
Chest Pain 1 -« Moderate 6 - Severe
Heagache 3 - Mogezate 6 - Moderate
Oyspnea 7 - Mila
Eyelid Disorder 9 < Morerate
307 Eyes, Rea/Inflam -3 - Moderate
Sinusitis/Sinus Ini'lam] -2 - Milg 3 - Mogerate
vomiting ) -2 - Moderate | & - Moderate
Coughinn -1 <« Kildg 1 - Milc
Headache 2 - Mogerate | 10 - Moderate
Nauses 4 - Moderate
Diarches 4 - Moderate
Dizziness s . g 7 - Milc
*Presenteg only {f there is & multliple occurrence.
sepresented onlv if different from informatior recorded under first or last occurrence. 0 5 3 1
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TABLE 30 (Continued)
PN 200~-110 STUDY NO, 3Q7
ADVERSE REACTION LISTING

¥eek And Severity Of

Trestment Patient
Croup “o. Adverse Reaction First Last Yorst
Oncurrence Occurrence* DOccurrence*+
PN 200-110 310 Diarrhes -3 -~ Mila 1 - Mild
Diz2iness -3 - Mild 2 - Milg
Oyspnea 3 - Moderdte 6 - Moderate
Tschycasdia 3 . Moderate 6 - Moderate
Heagache 3 - Mild 6 - Moderate
Flushing é - Moderate
I Fatigue 1 - Moderate
“eqeg & Crest Told 2 - Mmoderate 3 - Mpderate
~pdomina. Df{.comfort a - Mila 7 - Mo rate
Diarrhes 4 - Milg .
374 Tooth Ext-action ~3 « Moderate
Co' ghing =3 -~ Milg 5 - Milg
Shoulder Fgin -2 -~ Mogerate
Dizziness -1 -« Mllg 4 <« Milg
Palpitations 3 - Moderate 4 -~ Moderate
vaginal Itch 4 - Moderate 5 « Moderate
Chest Pain 5 - Moderate
Tachycardia S -« Moderate
318 Shuyulder Paln -3 - Mpgerate 10 - Mocgerate | 7 . Severe
353 Upper Resolratory
Infection -1 - Mogerate 1 - Mila
Coughlirg 2 - Mild
Eyelid Disorder 3 - Mild
Abdominz® Discomfort 5 - Mojerate | 6 - Mogerate
T " | constipezion 1 9 - Moderate
355 Abdominal Discomfort -1 - Severe 7 - Moderate
Nausea -1 - Moderate
402 Headache -3 . Modgerate 9 -~ Moderate
Abdominal Oiscomfort ~3 - Milg
Edema 3. Mid 10 - Milo
Laceration 8 - mild
303 Chest Pain 2 - Hilg

‘*Presented only {f there {s a rultiple occurrence,

+Presented only if different from informstion recorded under first

or last occurrence.
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TABLE 30 (Continued)

PN 200-110 STUDY NO. 307

ADVERSE REACTION LISYING

week And Severity OFf
Treatment Patlient
Group No. Adverse Reactlon First Last vYorst
Occurrence Occyrrence* Occurrence**

PN 200-110 405 Headache =3 - Moderate | 10 - Mild
Fatigue «3 - Moderats 8 - Mild
Eyes, Burning -2 - Mild 2 - M{ld

Photophobia/Photosens.| -1 - Mild

Stools, Loose 3 - Mild

Flu Symptoms L Mild
Coughing 7 - Milg 8 - Mild

Flushirg 7 - Mild

408 Bac ¢, Ache/Pain, etc. ' - Mild
410 Coughing -2 - Milg 7 - Mild

Head, Hisc.Abnormality| 8 - Mild
412 Teeth, Ache,/Pain, etc.| -3 - Mild -1 - Mild
Headache -5 - Mild 8 - Milag
Iryitability -3 - Mild 6 - Mila
Crowsy 1 - Mild 10 -~ Mildg
Dizziness 2 - Milg 8 .. Milg
Chills 3 - Mils 10 -~ Mild

Nose

Running/Rhincrrhea 3 - Mild 10 - Milg
Back. PeinsAche, etc. 6§ = Mild 7 - Mild
Nasal Congestion 8 - Mild 10 - Mild
Insomnia 8 - Milda 13 - Mild

Scalp, Any Abnormality), 9 - Mild
Coughing 9 - Mile 10 - mild
414 Cold 4 <« Milg 5 - Mild
Impotence 4 - Mildg 5 - Mild
415 Colg -2 - Mild 1 - Mild
Pollaklur'a 3 - M3 4 - mild
452 Cold Symptoas < - Mild 4 - Mild

*Presented only if there is a aultiple occurcence.

**Presented only if gifferent from information recorded under first

or last occurrence.
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TABLE 30 (Continued)
PN 200-110 STUDY NG. 307
ADVERSE REACTION LISTING

veek And Severity Of ]
Treataent Patient
Group No. Adverse Reaction Flxst Last Yorst
Occurrencs Occurrence* Jecurrence**
P-opranolol 108 Edema J - MLl 7 - Mild
106 High Sugar Glucose 7 - Mild 10 - Mlld
<01 Hypokalemia -3 - Moderate | -1 . Moderate
Loose Ster's -1 = Mild
208 Tachycardia -2 - Mild
_ Shoulder Pain S .- Severe
210 Impotence 4 - Mcderate 7 « Myle
Back, Ache/Pain, ecc, 7 - MOoderale
Hemoptysis
(Blood Snitting) 7 - Moderate
2n Skin Lesion -1 - Mcderate 2 - Moderate
274 Achalasia -1 - Mildg
258 Chest Pain -2 - Mila
Impotence 10 - Severe
J01 Pruritus -3 - Moderate 10 - Moderate
Synceoe 4 « Milg
Chest Pain 9 -~ Mcoerate
306 Headache -3 . Mcderate § - Mild
Trichomonas/Fungus -2 ~ Mcderate
— — —| Temp ABN— - - - 2 < Mogeraste 3-smoderate T
vweakness 2 - Moderate 3 - Mila
Upper Respiratory
Infecrion 3 - Moderate
Impotence S - Sever.
Face Pressure 7 - modrrate
308 Nausea ~3 - Mgderete 10 - Mild
Headache -3 - Nild 10 = w1l¢
Fatigue ~1 - Mild 4 - wila
Abdominal Discomfort 1 - mild
Diziiness 3 - wuild S - Mild
Ear Disorders 6 - Mild 8 - Mila
8ack, Ache/Paln, etc. 6 - Mild
Arthritis 8 -~ Milg 10 - Mild

*presented only if there is s multiple cccurrence.

++Prasented only if different from information recordec under flrst or last cccurrence.




TABLE 30 (Continued)
PN 200- 110 STUDY NO. 307
ADVERSE REACTION LISTING

Yeek Ard Severity OFf

Treatsent Patient
Group No. Adverse Reaction First Last l Yorst
Occurrence Occurrencat Occurrencet*
Propranglol 309 Chest, Burning In -3 - Moderate

Feet, Burn/Pain/Ache 2 - Severe 10 - Milg
Cold Symptoms 5 - Modarate
Hands/Feet, Ache/Pain § - Milg

312 Abdominal Discomfart | .3 . Milg 3 - Mmilg
plzziness -3 - Mildg 3 . Milg

313 Cramps, Muyscle -3 . Mildg -2 - Mild
Rash -1 . Milag 1 - Milg
Dizziness 5 - Milg
Fatigue 2 - Kilg 8 - Milg
Diarrhea 3 - Mogerite

315 Fatigue -V . Mild 7 - Moderate | a4 - Moderate
Painful Right knee 2 - Severe 3 - Mild
Depression/Ennul 6 - Milg 7 - Milo

351 Cramp, Muscle 1 - Moderate
Teeth, Aches/Pain & - Moderate 5 - Moderate
Abdominal Discomfort 5 - Moderate
Lease Staosls S - Mngerate

%4 Cramps Leg/Feet -2 - Mogerate
Colyg 1 - Mila 10 - Milg

401 Headache «2 - Mila 4 - Milg

o __ 1 Naysea . S} v < Mila 4 --Mogerite —

404 Abdominal Discomfurt <3 - Mila
Chest Pain -1 - Moderate
Cold Symptoms 2 -« Moderate 6 - Mild
Ory Mouth s - Mild 6 - Mild
Constipation S - Mild 7 - Mild
Nauses 7 - Mlla
Fatigue 7 - Mild
Rash 10 -« Mogerate

*Presented only {f there is 3 multiple occurrence,

cvIresented only if cifferent from information recorded under first

or last occurrence.




TABLE 30 (Contlnued)
PN 200-110 STUDY NO. 307
ADVERSE REACTION LISTING

¥eek And Severity Of
Treatsent Patient
Group No, Adverse Reaction First ! © Last Yorst
. Occurrence Occurrence® Occurrence*+
Propranolol 406 Flushing -3 - Mildg «2 - Mild
Fatigue 1 - Mil3 3 - Mild
Dizziness 1 - Mila 6 - Moderate
Headache 2 - Milg
407 Cold Symptoms -3 - Mila 7 - Mild
1 Mild
409 Hesdache -2 - Moaerate
Cold Symptoms 10 - Mild
411 Back, Ache/Pain, etc. -2 - Mila 10 - Mlla
Throat Discomfort -1 - Mild 4 - Mild
Mose Running/
Rhinorrhea -1 - Milg 4 - Mild
Nasal Congestion -1 - Mil3 1 - Mild
Boay feelings, Misc, 1 - Milg
Rash 1 - Mil3
Abdominal Oiscomfort 3 - mMils 4 - Milg
Headache 3 . Myl
Hand/fFeet, Pain/Ache,
etc. S ~ Milz
Fingernalls,
S8rittle/Ory 6 ~ Mila 8 - Mild
Fatigue 6 - MILZ 8 - Milg
Incision Pain 7 - MLil3
413 Drowsy -3 - Mll2 5 - Mild
o 3 Cellulitus Left Leg | -2 - MilO0- ——§ 1. - Mild —— - ——
Cold 10 - Milg
Eye Discomfort -2 - Mllo -1 - Mild
Throat, Psin/Numb/
Ache/Oiscom/etc. -2 - Milg -1 - Mild
Abdomainal Ciscomfort S - Mild 6 - Mild
Headache 6 - Mildg
Arms, Misc. Abnorm, 7 Milg 8 - Mild
Neck, Psin/Sore/
stifr, etc. 8 « Mild
451 Headache -1 - Milg 3 - Moderate
Gagoing 3 - Mild
Nausea 3 - Mlag 7 - Moderate
Abdominal Discomfort 7 - Moderate

“Presented only if thess is 8 sultiple occurrence.

++Prasented only if different from information recorded under tirst or last occurrence. 0 5 3 6
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TABLE 31
PN 200-110 STUDY NO. 307

COMPARATIVE ADVERSE RBACTION PREQUENCIES
ADJUSTED FOR BASELINE RPFECTS
(WEBBKS 1-10)

() 7=(19541

Treatment Group p-value
. from
Adverse Reaction Pl 200-110 Propranolol Pisher's
(N=40) (N=38) Exact Test
Miscellaneous
Arn3 (misc. abnorm.) 0 (0.0) 1 (2.6) 0.49
Chills 1 (2.5%) Y (0.0) 1.00
Ears Disorder 0 (0.0) 1 (2.6} 0.49
——}—Byelid biserder 2—5.0) 0— (0.0 0.49
Face, Pressure 0 (0.0) 1 (2.6) 0.49
Feet, Burn/Pain/Ache, ¢ (0.0) 1 (2.6) 0.49
Etec.
Temperature Abnormal 0 (0.0) 1 (2.6) 0.49
Teeth/Mouth Pain 1 (2.5 1 (2.6) 1.00
Throat Discomfort 1 (2.5) 0 (0.0) 1.00
Body Feelings Misc, 0 (0.0) 1 (2.6) 0.49
Skin
Fingernails/Brittle/Dry 0 (90.0) 1 (2.6) 0.49
Pruritus 1 {2.5) ¢ {0.0) 1.00
Rash 1 (2.5) 2 (5.3) 0.61
Scalp, Any Abnormality 1 {2.5) 0 (0.0) 1.00
Bives 1 (2.5) 0 (0.0) 1.00
Musculo-Skeletal
Back, Ache/Pain, etc. 2 (5.0) 2 (5.3) 1.00
Band/Feet, Ache/Pain, 0 (0.0 2 (5,3) 0.23
Etc.
Joint Pain 1 (2.5) 0 (0.0) 1.00
Neck, Sore/Stiff/Pain, 0 (0.0) 1 (2.6) 0.49
Etc. - - T 4‘ o
Shoulder Pain 1 (2.5) 1 (2.6) 1.00
Respiratory
Coughing 5 (12.5) 0 (0.0) 0.05(*)
Nose Running/Rhinorrhea 1 (2.5) o (0.0) 1.00
Nasal Congestion 1 (2.5) 0 (0.0) 1.00
Sinusit‘s/Sinus Inflam. 1 (2.5) 0 (0.0) 1.00
Cardiovascular
cardiac (misc. abnorm.) 1 (2.5) o (0.0) 1.90
Chest Pain 4 (10.0) 1 (2.6) 0.36
Dyspnea 2 (5.0) 0 (0.0) 0.49
Edema 5 (12.5) 1 (2.6) 0.20
Cramps, Leg/Feet 2 (5.0) 0 (0.0) 0.49
Cramps, Muscle 2 (5.0) 1 (2.6) 1.00
Palpitation 1 (2.5) 0 (0.0) 1.00
' Tachycardia 4 (10.0) 0 (0.0) 0.12
{*)p<.10, *p<.05, **p<, 01, *+*pTTO0T 05"~ 7



TABLR 31 (Continued)
PN 200-110 STUDY NO. 307

COMPARATYVE ADVERSE REACTION FREQUENCIRS

ADJUSTED POR BASELINB RFPECTS

(WBBKS 1-10)

Treatment CGroup p-value
from
Adverse Reaction PN 200-110 Propranolol Pisher's
(N=40) (N=38) Bxact Test
Hemic and Lywphic
Hemoptysis (blood 0 (0.0) ¥ (2.6) 0.49
spitting)
Gastrointestinal
Abdominal Discomfort 3 (7.5) 5 (13.2) 0.48
Constipation 2 (S5.0) 1 (2.6) 1.00
Diarrhea 3 (7.5) 1 (2.6) 0.62
Gagging 0 (0.0) 1 (2.6) 0.49
Nausea 1 (2.5) 3 (7.9) 0.35
Stools, Loose 1 (2.5 1 (2.6) 1.00
Vomiting 1 (2.5) 0 (0.0) 1.00
Urogenital
Impotence t (2.5) 3 (7.9) 0.35
Pollakiuria 1 (2.5) 0 (0.0) 1.00
Vaginal Itch 1 (2.5) 0 (0.0) 1.00
Central Nervous System
Weakness 0 (0.0) 1 (2.6) 0.49
Depression/Ennui 0 (0.0) 1 (2.€) 0.49
Dizziness 3 (7.5) 2 (5.3) 1.00
Drowsy v (2.5) n (0.0) 1.00
Erergy DJecrease 1 (2.5) 0 (0.0) 1.00
Fatigue 1 (2.5) 5 (13.2) 9.10
Beadache - - 6 (15.0) -4 (10.5) - " 0.74
Bead (misc. abnorm.) 1 (2.5) 0 (0.0) 1.00
Insomnia 1 (2.5) 0 (0.0) 1.00
Syncope ¢ (0.0) 1 (2.6) 0.49
Autonomic Nervous System
Flushing 3 (7.5} 0 (0.0) 0.24
Dry Mouth 0 (0.0) 1 (2.6) 0.49
Visual Disturbance 1 (2.5) 0 (0.0) 1.00
Total No. of Patients
with an Adverse Reaction 29 (72.5) 17 (44.7) 0,02*
(*)p<.10, *p<.05, **p<.01, ***p< 001
0538
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Figurel

PN 200-110 STUDY #307
Supine Systolic BP
Change from Baseline
Valid Patients
(n=861)
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Figure 2

PN 200-110 STUDY #307
Supine Diastolic BP
Change from Baseline
Valid Patients

(n=61)
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Figure 3

PN 200-110 STUDY #307
Supine Pulse
Change from Baseline
Valid Patients
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FMgure 4

PN 200-110 STUDY #307
Standing Systolic BP
Change from Baseline
alid Patients
(n=61)
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Figure 3

PN 200-110 STUDY #307
Standing Diastolic BP
Char‘x,ge rom Baseline
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Figure g
PN 200~119 STUDY #307
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* Title:

A Do Safety and Dose Toleration of
Orall 'mpound PN 200-110 Compared with
Place teers
Investigator:
Albert Cohen, M.D,
Peninsular Testing Corporation
20215 N.W. 2nd Ave, suite 3
Miami, F1 33169,
Objective:

To assess the safety of five, graded, single oral doses of PN

200-110 (2.5 mg, 5 mg, 10 mg, 15 mg and 20 mg) compared to
placebo in a group of 50 healthy, male volunteers.

Subject Selection:

Population group consisted of healthy, male subjects, 18 - 45
years of age. Subjects were to have normal vital signs, ECGs and
laboratory values. Any one with significant clinical illness
within two weeks prior to the study was excluded. Additional
exclusion criteria were subjects who had received any
investigational drug in previous four weeks, required any
concomitant medication, history of alcohol or drug abuse within
previous year, intolerance to calcium antagonists or any
condition that could interfere in evaluation of the drug.

7 T TIriar Plan: - 7 T

This was a randomized, double-blind, parallel group, placebo
controlled study with S0 evaluable subjects, Medication was

supplied as identically appearing capsules containing either 2.5
mg PN 200-110 or placebo, '

After satisfying entry criteria, subjects were randomly assigned
to a group and drug was administered at 8.00 a.m. 'All.subjects
remained at the study site for the duration. of ‘the:trial.:. There
were five escalating doses used, 2.5 mg, 5 mg, 10 mg, 15 mgand
20 mg. - Each stage:consisted of ten subjects. andieach?slbject. =
recelved only one dose of medication::. Subjects were .evaluated -
for.32-hour-period-and safety. of ‘each-dose was“dssessed“prior ‘to
proceeding to next stage, -Apparantly:this procedure’was. followed

- *

ects were fastingiNo” fo
sign evaluation had‘been

Sap B
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Vital sign evaluation included body weight, oral body
temperature, respiratory rate, sitting and standing blood
pressures and radial pulse. The first two parameters were
measured at screening visit, before and 24 hours after dosing.
Sitting blood pressure, pulse and respiratory rates were recorded
at screening, prior to dosing and 0.5, 1, 2, 4, 6, 8, 10, 12, 24
and 32 hours post dose. Standing blood pressure and pulse were
evaluated at screening, prior to dose and 1, 2, 4 and 12 hours
post dose. Clinical laboratory evaluations were done pre and 24
hours post dose. ECGs were also recorded.

—ResUItTs?
A total of 50 subjects completed the study. There were 8
subjects in each group receiving active madication and two per
group receiving placebo. The groups were comparable for all
demographic characteristics.
There were no changes in physical examination pre and post
study. Tables 3 and 4 present vital sign data. In both sitting
and standing positions, there were statistically significant
reductions from baseline in diastolic blood pressure 1-2 hours .
post dose in 10, 15 and 20 mg groups and 4 hours post dose in 20 ‘
mg group. Changes appear to be dose related and are
statistically significantly different from placebo at 1 and 2
hours post dose.
Mean Change in Diastolic Blood Pressure from Baseline
Group Sitting Standing
Hours Post-Dose Hours Post-Dose
1 2 4 1 2 4
10 mg -4.8 0 - 0.5 - 8.0 -9.8 -3.8
15 mg -7.3 -13.0 - 4.3 -13.3 -10.0 -6.0
20'mg -9.0 -15.1 -12.3 - 8.3 -15.1 -12.3
Placebo -0.8 -2,6 - 5.4 - 3.4 - 3.6 - 7.6
Mean Change in Pulse Rate from Baseline
10 mg + 2.0 0 . +8.5 - 1.5 - 3.0 + 8,0
15 mg + 1.0 +4.0 '+ 5.0 + 2,0 + 4.3 +13.5
20 mg +13,3.  +11i5. _+15.0 +14.0  +13.1 +13.7
Placebo - 2.2 ~%?wqtq;if,f;§.4‘ - 8.8 - 5.2 - + 7.2 -

étatistica ly;signi ’
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ECGs:

ECGs were recorded at scresning and 2, 4, & and 24 hours pozt

dose. Tables 6 and 7 present ECG data and frequency of rhyvtim

abnormalities respectively. In the 20 mg group, there was an
increass in atrial and ventricular rates with statistical
s1qn1r1«an = from baseline 1 - 8 hour post Jdose and from placebc

¢ hours post dose. In the 10 mg group, there was a statistically

sTgnificant increase from baseline in PR interval up to 24 hours
and in 15 mg group 8 hours post doze. The © mg group had a
statistically significant increase from baseline in QRS duraticon
10,014 - 0.019 sec). There was no overall dose reiated changes
in PR intervals, QT intervals and QRS durations.

There were rhythm abnormalities noted in a number of subisctsz
(Table 7). There was no between group differences. Sinus
tradycardia (heart rate < 60 bpm) was listed for all patisnts.

Clinical Laboratory Results.,

Laboratory evaluations were done at screening and 24 hours post !
dose. Results are given in Tables 8 - 10. Although there were

statistical changes in a number of parameters, there was no dose

relationship seen, except for BUN at the two highest doses.

There were also significant changes in blood glucose and LDH.

Adverse Reactions

i Table 16 lists all ADRs during the study. No subject
discontinued due to an ADR. The most commonly reported events
- - ——were-dizziness and headachs.  There appears to be a dose

relationship for these events. Table 17 shows comparative
frequency of ADRS and Table 18 those reporting at least one
i event.
Discussion

There were 50 subjects-entered into this study. There were few
: side effects. The most commonly reported ADRs were dizziness and
headache and these seemed dose related. With 15 and 20 mg there
were changes in diastolic blood pressure and pulse but no
orthostatic changes. Sponsor concludes that PN 200-110 is safe

when administered as a single dose and that 20 mg is not as well
tolerated as lower doses.
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TABLE 4

A 200-110 STUOY M1

VITAL SIGNS

STANDING BLOMD MESSURE AND RASE

MAALYSIS OF VARIANCES

Basellne Mean Change From Baselline At Hours Post-Dose ’ Mean Cwrge
Treatment Hean Over
Yariable Group N | (Pre-ose) Hout 1 Hour 2 Hour & Hour 12 Hags 112
Systolic blood 2.5 mg 8 110.3 «3.5(*) 0.5 ———- J1.5(e)— 5.3 2.2
Sressure (am Hg)
s.0my—1 8 | 1138 |.0.3 0.5 — 1.5 6.0 1.9
‘0.0 w 8 “1-3 \.5 ‘3-5 . ( ') ‘.5 ( b) 605. 2.}
15.0 mg 8 114.3 -4.3 <0,5= 0.3 3.3 0.4
20.0 mg stt] mns.o -3.8 <0.9(%) -0.9 2.8 -1.3
Placedbo 10 113.4 3.0 «7.00d «2.8 -—-J 1.4 -2.9
1ic Blood 2.5m 8 77.3 -3.3 -3.0 1.3 3.8(%)~ | -0.3
—~oure (mm Hg)
somg | 8 no |-2.3 0.3 -3.5 3.0 (0] -0.6
10.0 mg 8 76.0 -8.0% ~~——me «9,.8% | 3.8 0.3 5.3
15.0 ng 8 76.8 13,340 (1) -10.C*o— -6.0 -2.8(*) -8.0'*-—-'
20.0 »g att 7.3 -3.3(*) ’l 15,198 l' -12.3¢ 0.0 7.1 g
Pl&ebc 10 w.‘ -30‘ -3.6 L ‘7.6(.) ’3 0“(')‘ -‘Os( .)-J
o - S - - v“”r -
Rulse (pe: aln) 2.5 ng 8 75.5 c.0 0.5 11.0(*) 8.5¢ 5.0
5.0 N ‘ °‘ .0 *1 uo -5.5 1 -5 303 -0-‘
00m | 8 78.0 -1.5 -3.0 8.0(e) 6.0 24
‘5.0 m e 73.5 2'0 T ——— ‘03 ’_"‘ 1’." 200 50‘
20.0 g 8rt 77.5 14.6(%) = (&)} 13,1{%)~(#)] 13,7¢ 4.5 11.0{* )=
Placeho 10 79.6 ~8.8% ~a —5.2(0)0u ‘ 7.2+ §.8° 0.Q —*t

< .10, *p < .05, ** p < 01, #+= p < .00

~dare daviations and additional descriptive statistics can be

tSubjedt 508 is missing evaluations st hour 2 mc 4.

found in the Statistical Appendix.
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TABLE &

P 200-110 STUY 81

TG EVALUATION
MALYSLS OF VARTANCES

Baseline Mean Change From Beseline At Hours Post-Dose )hmchmgnl
variable Trestment N Mean Over
Group {Prc Dose) Hour 2 Hour 4 Hour 8 Hour 24 Yours 2-24
kerial Rate 2.5mg 8] 56.00 -0.50 9.88 6.25¢ ~0.7% 3.
———3—f{cer-adng)
5.0 mg 8 59.75 2.25 o= | 7.75% 4.88(¢) 0.63 3.88 e
10.0 mg 8 57.63 -2.25 5.00 1.63 -1.63 0.69
15.0 mg 8 63.25 «3.50 — &1 0.75 «5.50 0.00 —~— -2.06 L4
20.0 mg 8 37.13 10.38%0., (l) 11.00%% = 8.50* l -0.25 (l) 7.5180,
ole by 41!
Placebo { 0| 57.30 ~7.20°". 3.90 —d 3.00 <3.7Q9. <1.00 i |
-atricular Rate 2.5mg 8| 56.00 -0.50 9.88* 6.25* -0.75 3.7
{zer aln.)
5.0 mg 8| %.75 2.25 e | 7.75% &.88(*) 0.63 (*)| 3.88 ——
10.0 ~g 8 57.63 -2.25 5.00 1.63 -1.63 0.69
15.0 mg 8 63.25 «3.50 -—j 4 3.7% «%$.50 = 0.00 = -~2.06
b |2 )
20.0 »g 8] S57.13 103800 11.00%%~ 8.50° <0.25 (O] 7.810e_ 4
oo ) !
— Piacebo 10 37,30 | =7.20vidld ] 350 — 3.00 3 | 377081 ] 1,00 s
73 Interval 2.5 mg 3 0.161 0.009 -0.00> = 0.016* 0.006 0.007
{sec.)
5.0 mg 8 0.165 0.010 0.009 0.010 0.010 0.0%0
10.0 ag 8 0.157 0.021%% 0.027°% 0.015¢0¢ 0.015* 0.020%e°
15.0 mg 8 0.16A 0.0 O.G'B(’l(“) 0.01%% 0.010 0.012(*)
{(*)
20.0 mg ] 0.172 0.002 0.009 + 0.&&1(') 0.004 0.006 hd
b a
Placedo { 0 0.169 0.000 — O.oos—-L 0.00 0.002 0.002

) p< .10, *p< .05, ** p< .01, *** p < OO0

tStandard deviations snd additionsl descriptive statistics can de found in the Statistical Agpenaix
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TABLE 6 (cont'd)

PN 200-110 STUDY #1

ECG EVALUATION
ANALYSIS OF VARIANCET

ll.i

Baseline Mean Change From Baseling At Howrs Post-Dose Mean Change
Verlisble Trestast n Mean Over
Growp (Pre-Oose) o 2 ouwr & Hour 8 thur 24 | Hours 2-20
GRS Duzation 25m | 8| o0.0m2 0.005 0.004 0.005 0.003 £.004(*)
{gec.)
somy | 8] 0.0 0.015% C.019%— | 0.017% | 0.014¢ " 0.016%¢
wom | 8| oc.om 0.008(¢) 0.006(*){ | 0.001— | 0.00s £.00
15.0 ng 8 0.067 0.009 0.01 1('%) 0.01 1(:!) 0.009 £.010
200m | 8| 0.08 -o.ooa(-)—‘ -3.001 0.000 | -0.001 -c.omv)—‘
Placebo | 10| o0.0m 0.08 — | c.007 ) o.oca-—' 0.010 £.008 ._f.l)
< interval 2.5 ng 8| o.38 -0.015¢ -0.006 <0.016(#) | 0.021 -2.004
seed som | 8| 0.379 0.003 0.003 0,003 -0.016" | -3.008
00m | 8] 0.389 -0.007 ~3.00% -0.011 ~0.0%) ] -0.009
1*0mg [ 8| 0.3M 6.002 ~.006 — | 0.01 0.006 0.003
200m { 8} 0.3 0.000 2.003 (J) .00 0.006 0.000
B Placebo | 10 | 0.369. 0.006 . . .| ‘a.osz.L 0,005 ] 9020 -t | nov1 - j—
(®) p< .13, ®* p< .05, ®** p < .01, % p ¢ 001
tSandard deviatlons snd additional cescriptive statistics can be found In the Statistical Appendix.
0551
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TARLE 7

M 200-113 STUOY #Y

FREQUENCY OF RBJECTS TITH DG AMYTIN ABNDRMALIYIES®

. of Subjects No. of Suhjects A tects
with Anythe sith Nezaal with Newly Heart Ralg Haazt Rets
Treatsent sonorpalities st it Oceuriing Ahyths {dpe) (bps) ours Post
creup u Screening Thaoughout Study Monoraalitics Study Sudy Deye Duse
(b ject No.) Dsy O T ed 2
2.9 o9 ] s (-] 104 &3 - ] 2
102 (<) < 2
107 [+ 27,57 2,4
3.0 = [ [l 2 202 - 39 N
10.0 =g s . 1 02 ] v 2
304 €0 2 28
MmN s 3,2 2,0
13,0 g ) 3 0 404 .-A b ]
408 6 33,348,537 2,8,2¢
407 6 34 2
a08 [~ 39 3
. 409 k4 b [}
20.C oy [ ) [ 3 1 309 62 39,57,53 2,8,28
Placede 10 s (] 209 &3 s7 2
303 (1] 45,58,59 2,8, 28
307 [ ] 4,58,32 2,0, 20
a0 e » 2 e
- o a 77777{ _v’O7 6 33,58 2,2

*Sinus bradycardis, defined sz <60 bestesain. by the invastigatar, in all cases.

0552

N Py ~~



TABLE 8

PN 200-110 STUDY #1

LABORATORY DATA - HEMATOLOGY
ANALYSIS OF VARXIANCE

Baseline Kean Change
Varisble Yreataent No. of Hzan S$.0. | From Baseline | S.D.
(tloreal Range) Group Subjects | (Screening) (Day 2)
HEMOGLOBIN 2.5 ng 8 1.9 0.90 0.66(e) 0.88
3
(10-;8) 5.0 mg 8 15.5 0.58 -0.48(®)— 0.38
10.0 mg 8 .7 0.91 0.15 0.42
13.0 mg 8 15.6 1.39 0.08 (¢) 0.56
20.0 mg 8 15.3 0.90 -0.21% 0.6a
Placebo 10 1.8 0.82 0.14 —mt 1.65
HEMATOCRIT X 2.5 mg 8 42.6 .92 2.13(*) 2.90
(42-52)
5.0 mg 8 43.3 1.98 -1.00 2.20
10.0 =g 8 43.6 2.77 2.5000 1.77
15.0 ag 8 45.1 4,76 0.50 1.69
20.0 mg 8 84.6 1.85 8.7 (%) .19
- ~+4 Placebo -- -10 - - -42.7 — -2.2Y-{—-070 s—J 3,30
wet xtu? ccomm 2.5 ag 8 6.1 1.37 1,110 1.29
(4.8-10.8)
5.0 mg ] 5.6 1.15 0.1 0.96
10.0 mg 8 6.9 2,17 0.351 1.73
15,0 mg 8 6.2 0,95 0.50(*) 0.7%
20.0 ag 8 6.4 1.96 0.8i3(°) 1.00
Placebo 10 6.1 v.75 0.55 0.96
() p< .0, = p ¢ .05, *¢ p < .01, .”0 p < .001
0553
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TABLE 8 (cont'd) -

PN 200-110 STUDY #1

LABORATORY DATA -~ HEMATOLOGY
ANALYSLIS OF VARIANCE

T Y -

Baseline Mean Change
Varisble Treataent No. of Mean S.0, Froms 8aseline S.0.
{Norasl Range) Group Subjects | (Screening) (Day 2)
BANDS X 2.5 mg 8 2.0 1.69 -0.38 1,727
- {0-8)

' 5.0 ag ] 2.3 1.17 | -0.28 1.58

10,0 mg 8 2.0 0.5a 1.500 — 1.69

15.0 mg 8 1.5 1.07 ~,00* - 2.00

20.0 mg 8 3.3 1.04 0.00 ¢ )(1) 1.60

Placebo 10 3.5 2.59 -1,30 -—l—-j 2.9%

NEUTROPHILS X 2.5 mg 8 59.3 6.14 -6,63¢¢ 4.07
(50-75)

5.0 mg 8 55.8 6.18 | -5.7% 9.35

10.0 mg 8 66.5 6.55 «4,38(*) 5.90

15.0 mg 8 §3.1 4.94 -6.38090 4,47

20.0 mg 8 53.6 4.57 -3.39 9.38

_ — Placebo _. 10 S6.4 . -] 8.17 | -1,40 -—4140.91

LYMPHOCYTES X 2.5 ng 8 33.6 5.53 6.38¢* 5.38
(20-240)

5.0 mg 8 37.0 7.29 5.13 11.46

10.0 mg ] 28.6 6.48 J.88 4,88

15.0 mg 8 30.% 7.05 3.50 5.29

20.0 =g s 38.0 3.82 1.63 9.67

Placedo 10 3.8 8.15 3.80 9.77

(®) p< .10, » p < ,05, ®*® p < .01, ®ee p ¢ ,00%
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TABLE 8 (cont‘'d)

PN 200-110 STUDY #1

LABORATORY DATA -~ HEMATOLOGY
ANALYSIS OF VARIANCE

. .Iy.u ]

Baseline #Mean Change
Yariable Treataent No. of Nean S.0. from Baseline | S.0.
(Normal Range) Group Subjects | (Screening) (Day 2)
MUNOCYTES % 2.5 g 8 3.4 2.00 0.88 2.80
{0-87
5.0 ng 8 2.8 2.05 0.75 3.45°
10.0 mg 8 2.1 1.25 0.50 2.07 -
15.0 mg ] 2.3 1.17 0.88 1.46
20.0 mg ] 3.3 2.0% 1.75 —1 4,10
(%)
Placebo 10 3.4 2.22 -0.10 < 2.85
EOSINOPHILS X 2.5 mg 8 1.8 1.17 -0.25 1.98
(0-a)
5.0 mg ) 2.3 2.25% 0.13 1.73
10.0 =g 8 0.8 1.04 1.38(*) 1.69
15.0 mg 8 2.5 2.07 0.13 1.46
20.0 ng 8 1.9 2.03 -0.23 1.83
—— 1 Placebo—— -Y0 - - 3.0 i T P £ <0.70 1,707
BASUPHILS ¥ 2.5 mQ 8 0.0 0.00 0.00 0.0u
({0-2)
5.0 mg 8 0.0 Q.00 0.00 0.00
10.0 mg 8 0.0 0.00 0.13 0.35
15.0 mg 8 0.1t .35 «0.13 0.35
20.0 mg b 0.0 0.00 0.25 --1 0.46
- Placebo 10 0.1 0.32 -0.10 =4 0.32
() p< .10, * p ¢ .03, ** p < .01, *=e p ¢ ,00%
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PN 200-110 STUDY #)

TABLE 9

LABORATORY PATA .~ URINALYSIS
ANALYSIS OF VARIANCE

Baseline Mean Change
Variable Treataent No. of Mean s.0. Fraos Basellne S.0. i
{Normal Range) Group Subjects | (Screening) (Day 2) :
SPECIFIC 2.5 mg ] 1.017 0.009 | -0.002 0.0%a T
GRAVITY .
(1.001-1,035) 5.0 mg 8 1.017 0.010 0.003 0.012
10.0 mg 8 1.017 0.008 0.001 0.012
15.0 ag s 1.020 0.012 | -0.004 0.014
20.0 mp 8 1.020 0.005 | 0.001 = 0.009
Placebo "10 1.016 2.009 | 0.000 =l 0.012
PH 2.5 ag 8 6.0 1.04 -0.25 1.31
(5-8)
5.0 mg 8 6.2 1.13 -0.56 0.90
10.0 mg 8 5.2 1.19 0.88(%)= 1.25 7
15.0 ng 8 5.6 0.82 0.69 — 1.10
20.0 =g 8 6.3 1.03 c.06 (%) l—- 1.18
~ .} Pracebo__} 10 __ | 6.% | 1.08 | -0.50 1.20
(*) p< .10, ® p < .05, ## p < .01, *** p < 001 -
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TABLE 10

PR 200-110 STUOY #1

LABORATORY DATA -~ CHENISTRIES
ANALYSIS OF VARIANCE

Baseline Mean Change
Varisble Treataent No., of Mean s.0. From Baselins s.0.
(Normal Range) Group Subjects | (Screening) (Oay 2) -
CALCIUM mg/dl 2.5 mg 8 9.7 0.23 0.04 0.3a
(8.5-10,.8)
5.0 .9 e 10-0 0.40 -00‘9.. 00’3
10.0 mg 8 10.2 0.44 -0,31» c.34
15.0 mg 8 10.0 0.35 0.06 —~— 0.33
20.0 mg 8 10.1 0.30 -0.28 0.44
Placedbo 19 10,1 0.27 -0.350— 0.42
INORGANIC 2.5 ag 8 3.1 0.28 0.88e%e 0.49
PHOSPHORUS
mg/di 5.0 mg 8 3.4 0.4a 0.05 0.56
(205-‘-5)
10.0 ag 8 3.4 0.52 0.53* 0.62
15.0 ng 8 3.3 0.29 0.39 0.66
20.0 mg 8 3.3 0.37 0.76¢e» 0.61
- -~ Placebg—| 10--—| —3.6-—1 034 | 0.7 0.48 { -
(¢) p<¢ .10, * p< .05, *¢ p < .01, *»5 p < .00
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