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! l Crovleters  Cy ALl Patierts
]
Yerlohte Voot ir,. -, of yitre Ceskk 3 vec't S . of Sesuline Craming
Tl e [ ™atlents Pitists
; b «p. *sen Crege »C. T Carge S.0. aon 0. v Choeye 1.0,
,(:- ciflc Cravity M Sm 2 w21 | ¢.006 0.00% 0.0% 0.000 G.007 0 10621 | 0.00¢ 0.000 0.006
(1.021.1,033) ]
” Ve % 1.2 | o0.008 0.0G3 0.007 «0.00% 0.006 35 1.020 { 0.005 0.000 0.007
( PN I2ag n 1,020 , 0.006 0.0C" 0.00¢ ’ 06.031 0.0 | |40 1.020 | 0.00¢ 0.001 o 0.008
i h
™D ug N .02y [ 0.003 -0.004" | i o.a 0.0 | n.0m » 1.022 | 0.008 <0.002(e)! | o.08
Plere™y »n 1.027 0.7 ‘ ~enr o ! RS H £.002 0.007 » 1.023 | 0.006 £.002 J 0.007
4 A 3eg -] 5.2 0.32 0.07 I 0.6 0.07 .60 n s.24 | o.® 0.0% n.62
(3.0-7.0) : .
: P10 g 2% l sz | 0. .08 | o 0.04 0.43 ” 3.2 | 0.4 -0.G) 0.%1
‘ .
¢ ™15 eg b "SR %1 i Jd.a9 .00 l 0.4 0.00 0.74 a0 5. 0.34 -0.05 0.7
, P 20 og N e o 2.03 |' 0.55 0.16 0.86 14 5. a.4¢ 0.4 0.82
i
. Placedo n 3.26 1 3.58 ! c.» o 0.1 0.70 » 5. 24 0.54 0.13 0.6¢
- I ]

(*1p¢0.°3  0<.09, **p<. 08, #°onc.COI
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| ) Quspleters Only All Petiete
PN Tetrwt | m.or | selive vock oek 3 '1- o Smallne Evipaint
vt - . -
’ - fos) i prien i S i S.0. e oo ye ;n. tern Owyge 0. fee Saan .0, Mesn Ohwge 0.
Calciu mg/dl M Smm 2 i 9.63 l n.36 0,05 0.30 -0.10 0.40 »n 9.61 0.3 «0.03 0.44
[

' (s.e-0-3 ™ Ve » 9.5 ‘ 6.37 ' oo n.as | 0.08 0. 9.3 | 0.3 | 0, 0.42
s ™S e b S NS | ' S I R 0.49 | c.0¢ 0.40 a0 s.47 | 0.42 | 0.05 0.®
M g 3 L N R A X 44 . 0.2 | o.02 0.35 * 9.46 | 2.33 | o0.02 0.%
#lacedo » ' .20 ! 0y | 0. 0.3 | 007 0.50 3 .3 | o.m | o.08 0.46

lanrgenic ! N Smp T2 b : .49 .0.01 ’ 0.4% 0.08 0.V n 3.1 Q.47 0.04 0.;;—
?;;T;? e MGy - M 320 | 6. | T 0.33 .3 ©.47 34 3.9 | 0.93 | 0.07 0.
1Sy .3 3.0 | 5. , 0,02 0.3, -0.13 06.%0 L] 3.12 0.49 0.9 0.8
N 20 Io 32 3.0 0.84 -0.04 0.62 , -0.07 0.78 » .90 0.60 <0.04 0.7¢
Placebo 0 3.02 | o.66 | 0.12 0.62 | r.co 0.6 ) .05 | 2.2 | o 0.6!
(T ] :Idl M 3ag 32 13.2 .22 0.1 -l (3% ] .66 3.62 » 13.4 4. C 0.62 .(-l) .48
(e PR 10 »g 2 10.4 3.4% 0.89 i 3.0 1.26¢ - ).i6 34 1.4 4.97 1.18% v 3. e
™ 1S ag 33 3.7 5.7 0.4 ) 4.02 0.2 3.76 0 13.6 4.84 0.63 —‘ 4.02
l PR 20 a9 52 2.8 3.78 1.a8(9) ‘ an 1.19(-)-l 3.9 » . 3.66 1.13:01: 3.70
; Plecebo " 12,94 ’ .M i o.n7 ' 3.0 ! 6.95 J 2.4 3 V2.9 A.32 0.7% | 2.4

§ 1:¢Q. 10, *p<.05, *%p<.01, soepc.001
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EatE" | X d L .7 8 ]
FIR OEMISMY DATA
Qrwpleters Or1y All Petients
—t
Ve S Torrtred ), of Beeline teek 3 Yok 3 ™. of Swniine Eukyrint
Je.essl Renge) Crap rationts Patier:
e $.0. teey Chwgn s.r. s Change 5.0, Homn 3.0, o Changrs S.0.
Alke)ine LY 3 26.3 7.68 3.00°% — 5.91 .27 6.19 » 2.6 769 1.30 6.7
Phosphatess o l
/L {10-48) Ve ) 3.7 5.97 uvm-l ' A.79 5.6200 8.7 s ».9 7.12 | s.eévee— 0.00
*e (4 1)
L RIY » 28.8 9.7 | 0.26 () 3.09 1.0) 3.87 a 2.2 ER] 0.98 3.
M 20 ey % 2.3 N 2.47-«—‘ , ‘ 5.97 | 1,69 N ] @ 2.0 r.e6 [ 110 I s
: )]
Placebe » 96 | e.13 | -r00 b b [annd d .6 | {2a 0.3 -0.6 as7
]
b ¢ e - T
W a PH Sep »n TR ] .3 | -0.61 20,29 0.4% 36.23 36| {1604 A% ! o.m BN
(10N ; i
10 g ] 168.4 2090 | 203 — 24.8) 6.96 68.20 3 169.9 29.9) 8.2 $0. %4
U}
OIS g »n 177.9 .83 2.6 ) 2,18 .54 22.30 » \7e.8 26.2% 0.7 2%.70
PR » 17,7 4206 | 8.722 3% 0.04 24.64 Al 2.6 42,20 | 0.58 .76 ‘
Plecebo »n 163.9 30,16 0.2 17.0% 2,39 20,58 2] 63,1 | 27.08 4,21 21,0
ST WA ™ 3eg » 27.4 , 10.88 367~ 1A 2.06 -~ 1,73 3 20.0 n.7? 2.9 - 11,30
(10-%0, - ) J j |
PN 10 -] 23.7 9.42 2.3 | 8.0z 0.12 2.9 38 26.9 9.93 1.5 2.5
4 .
1
Sy » 24,7 l .63 2.60 e ! e ! .04 at | 707 6.06 | .o.v0 7.10
™mxw » 5.4 a5 ) 2.61 em | 07 .99 a| | T XY 9.61
Facebo n 2. 137 ]| 0.9 ) 9.70 | -2.9V'%) 047 » 20.% 13,26 [ -2.v 8.2

(304010, *p<.03, *p<.0Y, **pC.00)
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SNV TAY COTPATINVE NESATS
FOR OEMISTMY DOJA

l . mleters Sy A1 i lerts }
verfehlc Teartone?, ”m, of Baselion ' Tieek 3 veekk S 3., of | Cutline Endgoint
{raowe) rwye) Gramn P lonts ol tent § .
| SO, ! o O e .| r=owge | s.0. | e [ s8. | sewomngs | 5.0
]t.n A, P 3w 3 2.0 | 1063 | 1 10,66 | 1B - 178 » 2.6 |36 | e - 7.0
(5-33) l &y
! ™ 10w » 20.8 9,03 | 2.8 0.8 | 1. o 8.60 35 3.8 J2 | wae 4 9,48
h
15w » 22,3 1.8 J.\)—‘ ' 17,60 A 6.74 . 7223 | . \.As-‘ ( 6.0
(13 i (34]
™20 > 2.5 |aasr 1.50[ 9.58 .u.‘:J J 1. 52 . 2.5 | 123 | -0.81 0.5 |
Placebo 3 3.0 | 2349 | -2.00- 13.23 | -26 12.62 || 2.3 {2034 |2 12,10
Sndlum #Eq/] ™ swy »n M. 2.9 | 0.00 .23 | w0 2.9 3w | |»o 2.06 | -0.38 2.0
{154-14))
0 g » 1.3 1.9 | .0.60 2 |- 2.12 o | i 2.00 | n.cy 2,21
oIS g 3 1.9 2% ; 0.00 s.1e | .03 2.87 w | 224 | -0.20 2.82
PN 20 oy 3 i%.5 2,46 | -0.44 2.66 | 0.3 2.79 » (e .2 | -0.3% 2.75
Plecebo 3N 1.2 2.5 | -0.61 2.60 | 0.26 2.50 % {19 2.3 [ om 2.92
Potessium </l PN Sag »2 i ) 035 | o2 0.3 | 0.03 0.30 »n a1} 03 | 0.0 0.31
(*.5-5.) .
. PN 10 mg » 413 7 0.66 ., 0,71 . 0.3 | -0.02 0.4 N 16 | 0.43 | -0.08 0.45
L 35 3 | 03 |0z o (1 o3 0.2t .37 0 .29 | 0.0 | -0.21¢ . 0.
]
LR X »n a3 | 036 | -0 \s(-)a-‘ l : 2.8e ‘ .o.u'-»J 0.4 » 032 | 0.5 | .00 I 0.43
h
‘ Placebo »n €7 jose [ oo it e | oo 0.% % w3 | o l 0.0 ! 0,34 l

(*)p<0. 10, *0¢, 09, *pC.01, ***n( 003
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; |L O OBGSMY DATA
onpletess My A1) Petierks
gt Ve l Tasimwd m, of Smellne Yeelt 3 Wedk 3 ", of Smeling Erdpoiat
Jurenl Rege) Crop Petionts —i Putisrts
> $.0. = Owenge $.0. +zen Chenge $.0. ] 3.0, e Charge S.D.
Albusin gn'.2 N Swmp » . | 0.3 o.11e R ) 0.c3 0.2 » 417 | a3 0.0¢ 0.2%
{3.7-5.0) '
P 10 ag = .06 | 0.2¢ 0.0v¢ o.n 0.1300 0.23 34 .00 | 0.2 0.1a%ee 0.7
. PN 13 g » 410 | 0.26 0.1+ 0.2t 0.09° 0.23 0 a12 | o2 0.08° 0.22
l
| ™ Deg » A% | 0.8 0.08(*) 0.2 0.04 0.30 » a1 | o.n 0.u8 0.3
} Mecsbo 0 am | 0.0 0.05(*) 7 r 0.28 1] a0 | 0. 0.06 0.7
il .
1641 ¢ Liinin Y] » 0.6 *7 0.0% 2.22 «0.0t 0.23 n 0.3 | 0.24 0.00 .02
wyrdl (0.2-1.6) )
[ B X ] b 0.9 0.7 0,04 n.20 <0.04 0.27 0.60 0. «0.0V 0.27
! PN 13 g » 0.5 | o.19 0.0 0.17 <0.05(9) 0.18 al 035 | a.vm -£.06° 0.17
1
. X 9 g » 032 | 0.2 n.o? 0.2? -0.02 0.21 a1 0.3 | 0.722 -0.03 0.21 .
1
; Placebe » 0.9 | 0.4 0.02 0.13 0.01 0.1% » 0.50 | o.18 0.0? 0.15
Owvlesterol my/zdl | P 38y 32 215.4 3.7 <0.01 22.72 0.78 20,5 »  Jen.y | a2 2.0 19,61
(120-290) .
Pt 0 m -220.2 | 3.3 5.39(¢) 15.%6 7.32 3.0 M (206 | a2.78 1.59(%) .7
; ms e 200.0 36.40 3.2 .60 1.40 22,98 a0 Jws.2 .27 115 21.63
2
H +
' P4 0 ng »” 004 |e23¢ | s 20,3 0.0 3.0 » vz | a0.2e 6.2 .M E
i
‘ Plscwno » n.° 34,63 6. 22.62 l .0.42 17.56 % 211.8 8.9 2.5 19.73 o
A (]
L ¥¢0.40, ', C3, *%9<,01, *9ep¢,001 \ E
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i T.0 X COPRUTIVE TESATS .
' . CICISWY DATA i '
A
Cr-p'ztens Chly AR Putiete .
]
" e ot ™. of Senliny Yor\ 3 ook 3 o.jer Smsiine Erdpatat
vizesl Rege) ap Putiete Patipnt e
, L] K90, ey Oxve S0, faan Charge $.0. [ ] 0. teen Ohurge 0
i i
Urkc Acld mg/ad ™ Sag 2 s | 122 |-0n2 0.6 | 0.1 0.58 sas | 172 | 003 0.2
(2.2-0.9) ‘
™ v e = .61 | v.3% | o.m 11 | 0.3 0.73 s.36 | 1.7 | 0.3 o.n
]
PN 13 g » ‘5,23 .53 R 1.03 0.13 1.06 5.07 1.60 0.0 1.02
) [
. ”Day ” s.77 | vas | o.07 0.9¢ | -0.15 0.7 s s { vy {00 .03
. “cahe ) 5.66 | 1.00 | 2% c.s?2 | o.03 0.7¢ 3 3.6 | 1.8 | 0. 0.7
e 3o .
[ Clwcss ag/dl ~ Seg 2 104.9 2.6 0.22 2.61 1.66 .0 106.4 2.43 1.22 3.%
163-130!
™0 » e '20m | T 7057 ' 3.6 T8 l 02, 2007 | 6.4 ».02
™13 - %) 100 §ids [ e 205 | t.60 1023 w2 ({me | 140 14.40
"% 20 g 32 0.3 [ .6 [ 5.0 2.8 | o0y 21 wes [ .91 |09 v.81
Pleceo n 106.7 | 3194 | 7.00(<) 72.66 | 2.7 2.08 066 | 91,06 | 2.6 2.n3
Totol Pretein ™ »n 10 | 0.9 | o.ws 0.3 | 0.06 0.% n 1.0 | 035 | 0.08 0.%
Wl (6.6-8.1)
™0 e » 720 | 0.3 | 0.1 0.3 | 0.16(%) 0.43 3 122 { o.w | e.pe 0.4?
15 ag » 732 | c.9 | z.m 0.3 | cu5a o.m s 131 | o7 | o.0a 0.3 g
t om0 .9 »2 221 | 0.9 | o.tar t.e: 1 oo 0.3 3 7 | o.» | o.03 0.3 >
' Pleacebs b1} .0 0.4 0.m2 0.%? 0.0 0.47 ’ A2 0.42 0.02 a.4% 8
. —
(9)0¢0. 1, *p<.C%, *°pC.0T, #93C.001 g
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! ACWY T PIRATTVE RESLTS |
| FOR NMISINY CATA ‘
Copleters Only All Petierts
' .
Varl “\a Trodtert . of Breoling e M Yock 3 l'b;: Bassline Eray're
MoroN Jwem) oy Vatients Pat. [}
l S $.0. Saon Chepe S0, +smn Charge 0. ean 0. e harge L0,
Chlorice sEq/! M smg » 102.1 .6 | o0as an | o7 3.33 »n| lw2c 3.6 | 0.3 3A
(96-107) |
P40 ag m 102.1 5.0 | 0.1 3.37 | o.64 3.64 34| w22 3.12 | o 3.46
1
' ™ 13 a9 » 0.3 2.54 £ +3 2.86 0,27 2.9 40| 103.6 2.%) «0.58 3.00
™0 ng 52 103.3 2w |00 2... | -va3 3.33 »| |3y 293 | 1o 3.6
i .
, Placsbe n "m.a 2.9 | o.1 Vs | oG a.sa %] |w2r 2.85 | 0.00 4.8
ro, {4} ™~ S n 26.2 2.7 n.ns 2.8 0.27 2.7 » .2 2.43 <0.0% 2.44
(3-32)
™ 0 ng » 2.1 3.08 0.70 . J.20 0.32 2.6% 3 2.0 2.85 £0. 25
1
; ™Y g 3 25.3 302 | 6.1 3.2 | .32 3.2 " 23.9 3.0 | 0.n1 3. %
N 20 og > 2.3 | 2.60 |0 s.os | oo 3.60 n{ |23 | 2.6 { 1000 .57
Placebo » 2.7 2.%¢ | 0.4 2.99 | 007 .00 3 2.7 2.30 | 0.0 7.08
Crertinine mg/gl ™ 3 n <06 g.2% .0t 8.2 0.0) ‘ o.18 »” 1.06 0.20 0.02 ©.20
(0.6~1.3) :
P 0eg 2 0.97 { 0.9 ; 0.9) 0.13 | 0.03 | 0.1 ) 09 | o.n o.oc(-)-‘ o.m g
(84
™ ey 3 1.1t a.n 0.0 0.22 0.0t I 0.78 & 1.0 0.9 0.0L2 0. ’;
™ Vg n 108 | a.vv | .0 e.vv | a.: 0.1 » 100 | 0. | 0.0 .9 -4
' -—
; , )
! Plecebo 30 toe | 021 | aen i o | 0.0 0.% 3| [ 10 | 0w | 00 4 0.9 g
1°)p¢D. 10, *nK.03, For<.01, ***pC.00% -
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: .. 200-332 5L i0. 25 , P
i
! ' , L BORATCRY GATA - HEMATCLESY
: REY. '~CCCURRING LASONATORY ABNCIMALITIE.-
] | Placebo Yashout Active Treatmenttt '
Treataent { Patlent Varicule R MR T e Rttt = . Abnommal High
Grou’: Na. (Normal Range) Vistt Baseline {1) or Abnomal
"teek -2 | {¥eek ~1)} Yeek 1 | Weck 3 | Yeek 4 | Weck 5 . Low (L)
PN 200-110 |
0wag | 610 | 8ands x (0-5) ! 4 0 8 H
‘ 617 €osinophils ¥ (U-8) 3 é Al 7 H .
|
155 || 467 | Monocytes % (0-1D) 7 P8 12 H
508 Eosinophils X (0-8) 6 8 12 H
i 512 Basophils ¥ (0-2) 2 i 3 H
20ng || 469 Lynphocytes % (10-47)| 45 2 ) 4s H
S04 Basophils X (0-2) 1 0 i 3 3 H
615 pasophils X (0-2) (I 2 g 3 H
Placeto | 204 Monacytes X (0-10) o 10 1 T
503 Neutrophils ¥ (42-81) o8 . 51 33 L
503 Eosinophils X (0-8) 5 5 13 . H
510 Neutrophils % (&42-81)1 42 & A3 33 38 L
510 l.ymphocytes X (10-47) 52 &5 52 [1: 5. H
614 ¥8C x 103 cu e 3.6 4.3 3.4 3 | 3.7 3.5 L
(3.9-11,8) |
tDeflned as all pre-dose evaluations being normal and at least one abnormal post-dose evaluation based on adjusted nomal
1imits or an sbnormsl baseline value that worsened by at least 15%.
8 ttUad~ritned laboratory values indicite en sbnormality. u
&
5t &
n. w
[ o : s
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JIELY-OCCURAING LABORATORY ABNORMAL ITYES? |

[ R g
4 200-V w0 €

ND. 30t

L3IIRATORY DATA - CHEXISTRY

<
<

015

( ! Act ilve Jreatsentstt
Trestas- failont Varietle Intiis) .2pscine Abnomal High
Group ! . {icrzal Rangs) WISILES 1Tk 23 Tk -il1t Follow- fFollow-| (H) or Abnomsal
Tk 3] rk 2| tk 3 up W &) WS up Ltov (L)
PN 200-110 203 LOH u/L (110-250) 167 m 19¢ 32 H
5 mg 212 SGOT u/L (10-50) 41 38 37 RARM 31 37 35 H
326 Creatinine mg/dl 1.0 1.3 1.3 1.7 H
(6.6-1.3)
354 lucose mg/dl . 128 8 158 116 H
(65-130)
354 Alkaline Phos. 3 34 521 32 45 39 40 H
u/L (1.-45)
ISk S0T w/L (10-50) [l 47 ise a7 63+ | | sas | S5¢ Htt
354 SGPT u/L (3-55) 50 53 68° 40 s3 1| 54 ap H
257 Creat !nine ag/dl : 1.2 1.7 1.3 H
(0.6-1.3)
405 Glucose mg/dl 236" 210° 308° 267¢ Httt
(65-130)
480 Glucose ag/dl
(65-130) 126 126 1650 H
460 Creat lnins sg/dl 1.4 1.3 J.6" H
{0.6-1.3)
a63 SGOT u/L (10-50) a6 50 49 20 H
63 SGPT u/L (5-55) 42 45 48 €8 H ,
504 SGPT u/L (5-55) 70 62 81 51 58 80 46 30 HY et
554 Glucose mg/dl 132 133 180 124 H ‘
(65-130)
18 SGOT u/t. (10-506) 40 44 40 38 36 65| 40 H
€59 Alkaline Phos. a1 45 54 53 48 52| a2 H
u/tL (10-45)
659 SGPT u/L (5-55) 56 60 66 [ 13 66 6a | 64 H

tDefined as all pre-dose evaluations beling normal and at least onc dnormal prst-dose evaldation based
sbnoimal basaline value that worsened by at least 15%. j

11tAbnormal at baseline and worsening by at least 15%.

3
J
{g tiunderlined laboratory values {ndicate an shnormality.
)
2

iNole: & térlsks Indlcate clinically significent labnratory sbnormalitles noted by the Invest

a3 .

igator,

on adjusted nomsl limits or an

w wh .....L.; L.
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PN 200-110 STULUY Nu. 301

LIDORATONY DATA - CHEMISIRY
PTLY-O0CCURRINS LACORATORY ABNCORIALITIES?

0154

: ‘| Active freatmentstt
Tresteert | Pellent Varishle Iniilal Bascilne Abnomal High
Grour No. {Hormal Range) ¥isit?t {Th ~2)(Uk -0)tt | Fpllow- follow-} (H) or Abnorsal
W i1{Ww2| W3] up Wk A4 | WS up tow (L)
PN 200-110
10 mg 155 Clucose mg/dl 2240 146 267¢ 2819 { 319% Hrtt
(65-130)
255 | Alkellne Phos. sc |a3 ) as 2 | 2 | & as) 53 | . H
usL (10-45)
32 Gluccse mg/Gl 94 85 157 ] 106 H
(65-130) ‘
313 SGPT u/L (5-5%) 23 45 15 49 H
313 Potassium nEqQ/1 l‘ 3.6 3.5 2.9 | | 3.3 L
(3.5-5.3) . |
32 urfc Acid mg/dl . 6.0 8.2 7.6 9.7 H
(2.2-8.3)
L3R SGOT uw/L (10-50) A8 38 39 167 | | 37 H
435 Glucose mg/dl 116 12 15 lag H
' (65-130)
509 Alkellne Phos. ] 20 33 39 39 1 % | s2 ]
u/i (10-45) w
513 Glucose mg/dl 154 182 i53 178 | 226 HEtt
(65-130)
601 LOH u/L (110-25C) 158 167 159 313 H
610 Cholasterol mg/dl 279 287 342 § 323 H
(120-290) i

tDefined as sll pre-dose evelustions being normal and al least une wbnormel post-dcse eval

ehnormel baseilne value that worsened by at lecst 15X.
ttunderlined laborstory values indicate an ebnormality.
tteAbnoraal at baselline and worsening by ot least 15X.

..

i}hte: Asterisks indicate clinicslly signilizent latcratory ainurmalities noted by the Investligator.

ation based on adjusted nomal limit. or an

AR ca .
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TACLE 37 (Cont loued)
TN 203-1°C STUDY 0. 303

"R 7ORY DATA . CLAMISTRY i
REZLY-0CCURIS LACIRATORY APNORMALITIEST

Abngreal ‘
Treataent | Patlent Varisble Initlal Baseline Active Treatmentstt High (NH)
CGroup Mo, {*:ommal Range) ¥isit [tk -3] (wk -1) or Abnommal
: W V| vk 2 Follow-up* Low (L)
PN 200-110 ﬁ
10 mg &11 Total B81lirubin 1.7 1.7 1.3 4.0" 1.6 |3.2*] 1.7|, 1.4 } 1.8 ) 1.5 {1.3 1.1 H
(cont*d) mg/dl (0.2-1.6) ‘
611 LOH u/L (110-250) 170 219 186 1213e 204 193 181 185 208 108 {183 {165 H
611 SGOT - /L (10-50) b 3 34 101 38 34 30| 27 33 30 | 35 | 60* H
611 3GPT u/L (5-55) é1¢ 52 38 43 45 44 35 44 33 49 41 (128 H <J
least one abnormal post-dose evaluafion based on adjusted nommal limits or an

tCef'-.ed as all pre-dose evaluatlons being normal and at
sbrotmal baselins velue that worsened by least 15%.

¢tUnderlined lat.ratory valucs indicate an abnormality.
*The ‘duret 10 of foliow-up visits was aprroximately six we~s, )

& .rleks {ndicete clinically signlffcant iaburatory abnormallties nuted by Lhe lavesilgator.
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oo 200- & M. 301 -
. U
LABGAATORY DA, - CHEMISTRY ={
S LOLY-CCCURRING LABORATURY ABNORMAL ITIES: (=
i Act ive Treatsentst?
Yreatment ; . atlent Verimie Inttind Gaseline Rbnomal High
Croup ", (Mor=al Range) visitss jok -2f(wk -1)0¢ Follow- Follow-] (H) or Abnomsal
! W 1] ™2 %3 up Wk A | WS up tow (L)
PN 2n0-110 It
15 mg 110 Creutinine mg/dl 1.6 1.0 1.6 2.1 1.8 Hree
(0.6-1.3)
159 Alkaline Phos. a6 56 85 69 59 63 60 56 HEtt
u/L (10-45)
215 Uric Acid mg/dl 7.1 5.7 10.2 9.2 H
(2.2-8.3)
224 Alkaline Phos. 24 29 36 55 27 36 35 28 H
u/L (10-45)
254 SGOT u/L (10-50) 43 34 106 39 3¢ 37 H
254 SCPT u/t (5-55) 58 58 161 13 35 52 H
309 Creatinine mg/dl 1.5 1.5 1.6° 2.8° H
(C.6~1.3)
39 BUN mg/dl (6~23) 12 18 29 27 H
b2Y) CreaLinine ng/dl | 1.2 1.5 1.8 1.5 H
(0.6-1.3) ' |
322 ° | Glucose wg/dl ' 151 162» 22¢¢ 161# Ht 1t
(65-130) H
322 SGPT uw/L {5-55) 62 54 62 59 59 =9 65 H
361 Alkaline Phos. 23 s 59 31 ' 42 3 H
u/L (10-43) :
&'5 BUN mg/dl (6-23) z6 26 21 15 27 H
415 LCH u/L (110-250) 163 164 150 150 179 2%4 143 H
20 mg 214 LDH uw/L (110-252) 20C 65 . 2% 197 pYa) 197 rak 98 H
320 Glucose mg/dl R A 114 162 97 ’ H
(65-130) !
320 SCGPY 4L (5-55) 22 11 L ] 112e 28 13 14 { H
iDefined as all pre-dose evaluations being normal and at lvast one abhnormal past-dose evaluﬂt!on based on adjuste? nomy) limits or an
abnormal baseline values that worsened by least 15%. , g
ttUunderilned laboratory values Indicate an abnurmallty. r
vt#Abnormal at baselline and worsening by st least 15%. t
Note: fsterisks Indlcate clinically significant laboralory abnormalities noteu by the investlgator. ':
-
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v 400-120 §
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‘W. 301

LABORAYORY CATA - CHEMISTRY

oL

ING LADDRATGRY ADNORMFLITIESS

015

3 l Active Teatmentstt
Tresteent ) Patlz- Yarighle Int:le ‘Saseline | : Abnamal High
Grou; Mo, C'orael Perge) visitet Tk <20k 1)t 1Follow- Follow-{ (H) or Abnomal
tk 1 {ok2 | w3 qtp 4| WS | u Low (L)
Placebo 109 Cholestetol mg/dl 301 27¢ 338 H
(120-290)
e Alkaline Phos. 44 39 27 40 85 H
u/L (10-45) .
161 Cholesterol mg/dl £77 350 309 H
(120-290)
251 Inorgenic 2.5 v 2.8 1.8 2.8 L
Phosphorus mp/dl
! (2.2-4.6) ;
| 304 Glucose mg/dl 140 149 166 95 H
H (55-130}
-3 Clucos~ mg/dl 123 | 134 166 H
(65-130) : i
L X Alkaline Phos. 20 &2 21 4 33 41 35 H
u/t. (10-45)
453 Glucose my/dl 93 104 153 124 H
(63-120)
510 Alkaline Phos. 40 5 50 8 ac ? 51 58 H
G/t (10-45)
556  Alkallne Fhos. % 50 54 53 53 40 42 48 H
e/l (In-45)
619 Glucise mg/di 127 ! 234 i07 114 H
(65-130) | :
656 | SGPT u/i (5-55) % p ) %0 | a5 [ oa | e as | sé H

J

Py
>
-0

$Defined as all pre-dose evalustions beling normel ani et least one obncrma! post-dose evelvdtion based on adiusted nuouimal Llimits or an

sbnotaal baseline value thet worsened by leest 15%.
ttunderiined loheratory velues Indicate an sbnarmality.
>yttabaormal at baseline and worsening by st lesst 15X,

te:

Asterisks indiccte clinical'y sicnificent lahcratory encsrmelities noted by the lnvestﬁqator.
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TABLE 39
PN 200110 STUDY MG, 301

SUNMARY OF ECSHOCARDIOCRAPHIC DATA

CENTER A OWMLY
COMPLETED “AT’ENTS OMLY

Sasglins
Variable® Treatsant No. of Nsan Change 3.0,
Group fFetionts Nean S.0.
Left ventriculss N 3 ap ) 43,00 ¢ 00 1.40 : 2.8
1 Intsrrel Dismetor
Diustole (em) PN 10 g 1 48,00 - 6.00 - -
PN 15 g s 42.60 7.02 1.00 l) 2.8
PN 20 »g 3 31.3) 2,52 -1,00 1.00
Placety 3 45.40 4.82 0.40 2.710
“Left ventriculsr Y s 25.20 817 «0.20 5.92
Intsrnel Ofemeter
Systole (sa) PN 10 mg ] 30.00 - 2.00 -
n 1S g 5 34,00 .92 -0.20 2.77
PN 20 ng 3 33.33 2.52 -1.33 2.52
Placedo 5 29.40 a.56 -~0.80 2.59
Septe) wall (A 1] s 10.60 2.4 «0.60 0.89
Thickness (aa)
PR 10 eg 1 13.00 - -1.00 -
PN 15 ey 3 11.49 0.23 =C.40 1.22
P 20 ag 3 8.67 1.18 1.67 1.5,
Placedo S 10.40 2.07 1.00 2.55
Posterior tall ka3 =g H 10.60 2.1 =-C.20 1.6
Thickness (ma)
PN 10 ag ) 12.00 . «1.00 -
PN 13 Py s 11,80 1.30 «0.080(*) c.ea
PN 20 mg 3 2.3 1.13 0.33 0.58
Placesbo s 10.40 0.89 0.40 0.89
Left Atriel ™™ Jeg - 3 .80 1.48 -0.20 6.83
Dismster Systele
{nm) PN 10 a9 3 42.00 3.61 «2.2) 7.37
PN 1S ap [ 37.0C _2.53 .97 6.2
r 20 mg 3 40,33 5.9 0.67 2,73
Placsbo 3 42.20 3.42 -1,20 2.2t

(*)p<. V0, °pcC.03, *9p<.01, ®>*pc.001

“Eech verisdble is the sean of 3 msssuzementis.
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TABLE 3% (CONTINUED)
PN 200-110 STUDY #0. 30!

SUMMARY OF ECHOCARDIOGRAPHIC DATA

LSRN S

‘ CENTER A ONLY
COMPLETED PATIENTS ONLY
Bsseline
Variable Treataent No. of Mean Change S.0.
Group Patients Mean S.0.
End Diacztolic PN 5 Mg 5 85.00 31,75 5.40 13.28
Volume (ml)
PN 10 ag 1 88.0C - 34.00 — -
PN 15 mg s 118.60 42,90 9.60 } 20.95
. . S —3)
PN 20 mg 3 126.00 16.52 -6,33 J 7.7
; Placebo 5 96.20 24.25 0.80 16.45
End Diastolic PN 3 mg 5 87,80 14.67 1.60 9.1%
Volume Incex
(m1/M2) PN 10 =g 1 aa.00 - 17.00 -
PN 1t mg 5 64.80 17.79 4,80 10.76
: PN 20) ng 2 67.00 £.co -1.67 4.04
Placebo 3 52.60 13.39 .40 E.11
~-4 Systo’ic PN 5 mg 5 26.00 20.43 -3.00 15.38
vclume (ml)
PN 10 mg 1 34.00 - 6.00 -
PN 15 ag s 53.40 39.22 1.60 12.6C |
' PN 20 mg 3 45.67 7.02 «7.00(*) i 3.61
s Placebo 5 34.00 12.21 -1.20 6.72
End Systclic FN 5 ag 5 14.20 9.91 -1.80 7.72
Voluae Index
(ml/M€) PN 10 =g 1 17.00 - 3.00 -
PN 15 mg s 28.40 17.98 0.80 F.82 1
N 20 wmg 3 24.00 1.73 =3.33(¢%) 1.53
Placebo S 15.00 10.65 3.20 8.29
€. 10, *p<.Q5, *op< .01, “*8p¢.001
018¢



TABLE 3% (CONTINUED)
PN 200-110 STUDY ND. 301

SUMMARY OF ECHOCARDIOGRAPHIC DOATA
CENTER A ONLY
COMPLETED PATIENYTS ONLY

ok

Baseline ]
variasble Trea! sent No. of Mean Change S.0.
Group Patients Hean S.0.
Stroke Voluame PN 5 mg S 58.80 13.85 s.00 15.12
(mal)
PN 10 mg 1 54.00 - 27.00 — -
|
PN 135 ag s 65.80 11.58 7.0 I 9.07 !
- — - - —f— - ) L
PN 20 mg 3 82 "0 13.23 1.00 _J 4.58 '
Placebo 5 62.00 16.99 2.60 13.04
Cardiac Output PN £ «g 5 4.52 1.01 0.€5 0.99
(L/min)
PN 10 mg 1 3.97 - 2.78 - -
PN 15 mg 5 3.66 0.27 0.55 l 9.50
PN 20 mg 3 6.19 2.31 -0.1i0 —J 1.11
Plzcebo 5 4.34 0.96 0.01 0.98
Cardlac Index PN 5 ag 5 2,58 0.51 0.22 0.59
(L/minsk?)
PN 10 ag 1 2.00 - 1.36 = -
PN 15 mg v 2.16 0.29 0.28 l 0.3a -
PN 20 mg 3 3.22 1.01 -0,01 —J 0.5v
Placebo P 2.37 0.46 .01 0.5%
Ejection Fraction: PN 3 mg 5 71.66 12.86 1.70 11.58
‘ -
PN 10 ag 1 51.40 - 5.50
PN 15 mg S $8.68 14.83 3.22(*) 2.02
PN 20 ag 3 64.17 4.64 2.73ee 0.47 -
Pl.cebo s €4.80 8.06 2.04 *.90 !
- S
210, vpL.LS, e*pc. 01, **+p<.LOY ;
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TABLE 39 (CONTINUED)

PN 20C-110 STUDY NO. 201

SUMMARY OF ECHOCARDIOGRAPHMIC ODATA
CENTER AR ONLY

COMPLETED PATIENTS ONLY

. ) Baseline |
variable Toeataent No. of Mean Change S.0,
Group Patients Mean S.D.
Mean Velocity PN 35 ag 5 1.52 0.49 -0.05 0,54
Circumferential
Shortening PN 10 mg 1 6.99 - 0.63 - -
PN 15 mg ] 1.00 0,35 0.07 l 0.11
" - - — = - — —+ )
PN 20 mg 1,22 0.36 0.05 i 0.23
Placebo s 1.2° 0.35 -0.06 - 0.17
Left Ventriculacs PN 3 mg 5 181.40 70.47 0.20 30,96
Mass (gm)
PN 10 mg 1 252.00 - 6.00 -
PN 15 mg 5 <55.40 61.34 -7.20 34,67
PN 20 mg 3 197.00 52.57 18.67 28.43
Placebo s 195.20 §7.5C 19.20 L3.3? !
Left ventrioular PN 5 mg b 105.00 48.52 -5.%0 28,71
Mass Index (gu/Mz)
PN 1D mp 1 126.00 - 2.00 -
PN 15 mg e 142.00 18.72 -4,00 22.49
PN 20 mg 3 102,00 28.62 10.63 14,25 |
Placebo S 106.60 32.88 10.60 23.12
Relative wall PN 5 mg 5 0.50 0.13 -0.03 0.10
Thickness
PN 10 mg 1 0.56 - -0.13 — -
PN 15 mg 5 0.48 0.08 -0.04 0.0§
()
FN 20 mg 3 0.36 0.05 0.02 0.04 '
Placebo S 0.44 0.03 0.02 C.05 i

P<. 10, *p<.02, *+pC.0Y, nc2pC .00

0161
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TABLE 39 (CONTINUED)
PN 200-110 STUDY NO. 301

SUMMARY OF ECHOCARDIOCRAPHIC OAYA
CcNYER A ONLY
COMPLETED PATIENTS ONLY

Baseiine ! !
Varisble Treatment ¥o. of y Mean Change 3.0. i
Croup Patients Mean s.D. ]
Body Surface PH 5 mg 5 1.76 0.18 0.07 — c.05
Area (M2)
PN 1C mg 3 2.01 0.02 «0.01 .02
PN 13 ag (3 i,90 0.29 0.01 (%) -.C3}
PN 20 mg 3 1.90 ¢.22 -0.02 .02
Placero 5 1.82 J.12 0,02 - .01
¥ ‘ot Rate FN 35 mg 5 77.60 6.77 0.00 7.8
-ats/min)
PN 10 mg 3 66.33 12,42 11,33 - 7.77 :
PN 1S me 3 59.67 10,07 3.50 1 5.05
- PN 20 mg 3 73.67 17.24 0.00 _J 14,82
Placebo ) 71.00 10.51 -3.00 £,32
Lefr Atrial PN 5 mg 5 2.6 0,18 -0.12 J3.2¢
Index (cm/M2)
PN 10 mg 3 2.13 0.15 -0.13 2.32
PN 15 ag 6 2,00 0.36 0.00 0.3s
PN 20 mg 3 .17 0.31 0.00 9.27
Placebo 5 2.32 0.23 -0.08 0.1%
Fractlional PN 5 mg 5 42.26 12.22 0.78 9.0¢%
Shortening X i
PN 10 mg ) 32.70 - 4.20 -
PN 15 mg S5 30.74 8.97 3.18¢ 1.58
PN 20 mg 3 34.90 3.54 2.93ve c.25 '
. Placebo S 35 S5a 6.20 1.78 4,680 l

AN

2<.10, *p<.05, *+p<. 01, *eep:c 001

0162
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TAGLE 39 (CONTINUED) -3
PN 200-110 STUDY NO. 301

’ SUMMARY OF ECMOCARDIOGRAFHIC DATE
\ CENTER A ONLY 2
COMPLETED PATIENTS ON. ¥ 5
Baselline -
Varisble Treataent No. of Mean Change S.0. =
Group Trtients Necan S.0. .
Peak Ero Systolic | PN 5 mg 3 99.22 60.29 -3.52 36.93 3
Stress :
(dynes/cm2) PN 10 mg ) 16.60 - 29.30 - o

PN 12 mg 5 108.18 25.38 8.42 55.84

PN 20 mg 3 144.63 9.08 -13.57(*) 5.76
Placebo s 106.66 24.91 -11.26 28.65 E
(*)p<.10, *p<.CS, *op<.01, *4+n<.0C1 I

———
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du ew oo [N 200-110 STUDY NO. 301
: | SURZ1A 1Y GF 24 HIUT AMBULATGRY BLOOD PRESSURE MONITOR

VAR ILELE LABEL ' R MEAN STANDARD MINIMUM MA X TMUM

x 4 ' DEVIATION VALUE VALUE
cemsbocvccnccaccccenans PATIFANT NﬁﬁCER-IO! TREATMENT CODE=PLACLB0 WEEK NUMBER=<] <---veccencanccsccancs
svs systoL1ic PRESSUAE bcatulns $5 117.081818182 13.07968753 4.00000000 161.00000000
DIAS DIASTOLIC PRESSULD MMHG sS $4.92727273 8.76552859 9.00000000 109.90000000
, RRTRATE HEART RATE BEATSIHIN. 55 £8.72727273 14.91143068 .168.00000000 150.00000000
I lecvaconmunucnnconacees PATIENT NUMBER=1CO0 TREATMEN® CODESPLACEBO WEEK NUMBENE] vecceccccvcnccarsvecasce
C SYsS SYSTOL!C PRESSURE MMHG 41 135.91666867 17.20601763 1. 00000000 172 00000000
DIAS DIASTOLIC PRESSURE MMHG a3 103.770823)3 0.80065040 2.00000000 120,00000000
X AR TRATE HEART RATE BEATS/MIN. 48 20.58333333 21.85136768 3.00000000 179.09000000
‘ cevcccescrcencsvcvece=e PATIENT MUMBER#111 TREATMENT CODE=L0 MG WEEK NUMBERS|-] ~ccc-veccccccvcncrccacns
$YS SYSTOLIC PRESSURE MMHG 71 137.2253%211 21.%4478879 $9.00000000 228 .00000000
DTAS DIASTOLIC PRESSURE mv!! 71 101.04225352 13.91960244 §.00000%00 134.,00000000
FRTRATE HEART RATE BEATS/MIN. 71 94.05774648 11.05755930 8.00000000 120.00000000

ceemerencrensacccusanane PATIENT HUINTRe1L. TREATMENT CODE=10 MG WEEK NUMBER

sYS eY*""’Ltl: PRESSURE MMHG 75 142.26666667 16.6370908¢8 9.00000000 179.00000000
DYAR P TC PRESSURE MMHG 73 105.22666667 13.4983.2155 9.00000000 141.00000000
snTIATE ln:.MJ RATE 3IATS/MIN. 5 $2.78000000 13.03720249% $2.00000000 119.00000000

cecevccranersnccanvans PATIENT NUMSER=113  TREATMEHT CODE«PLACEBD WEEK NUMBE

aff cesssevecesncssavencns

£YS SYSTOLIC TRESSURE MG 143 12l 56433566 15.89930841 0.00000000 168.00000000
DIAS DIASTOLIC PRESSURE MMHG .143 3.48853147 11.24365498 1.00000000 129.00000000
HRTRATE HCART RATE BEATS/MIN, 143 9‘ 13986014 9.19552968 $.00000000 127.00000000
ewecmcrcancccnsonacaas PATIINT ;2 70123 TREATMENT CODEsPLACEBO YEEK NUMBEREA --cvecceccsccmccarccn-e
' SYS SYSTOLIC FRESSURE MMM 100 137.,24074074 23.38337328% 1p7.00006000 253.00000000
DIAS OIASTOLIC PRESSURE MMHG 108 87.064814121 14.9436781S 9.00000000 134.00000000
RLTRATE HEART RATLC BEATS/MIN. 108 96.60185185 18.03005788 $.00000000 159.00000000
eeveccmcancencensmasens PATIENT IUMBZR*114 TREATMENT CODE=20 MG WEEK NUMBERSF) ce-ceccocecmcacanecean-
sYs SYSTOLIC PRESSUNT MMHG 135 139.39247312 19.284382802 9.00000000 188.00000000
DIAS DIASTOLIC PRESSURE MM 133 $9.05913978 12.89875204 5.00000000 119.00000000
HRTRATE HEART RATE BEATS/Mi:, 186 74.64516129 6.02211425 9.00000000 102.00000000
swece mececcacecccccces PATIENT MUMRER=1i4  T.SATHENT CODE=20 MQ WEEK NUMBER#f cccceccccccccnncncacscas
sYs SYSTOLIC PRESSURE MWHG 17 127 .19728096 19.07902062 78.00000000 181.00000000
DIAS DIASTOLIC PRISTURE MMIG 187 70.024224599 12.32492386 54.00000000 127.00000009
HRTIATE HEART RATE SEATS/MIY. 187 72.28342248 10.45213839 57.00000000 110,000000C0
-+ LurRESEITS TN SUVZS. ) DIADLISS TLUISK LV SACH RECCWI. .S PERIOD.
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: PR L emov ND,

30
' SU'SARY OF 24 N1UR AM™ S LATIRY 3LOCD PRESSU"" MONITOR

?ARIJSLE LABEL ! K MEAN STA&DARD
OEVIATION
emedemmeseccecmmmomoce PATIEMT NUMIERe115  TREATMENT CODE=S MG  WEEK NUNLER=-f
S SYSTOLIC PRESSURE MWHG 19: 133.47120419  21.15451820 ¥
DIAS DIASTOLIC PRESSURE MMMG 101 7397382199  13.74751061 &
HRTLATE  HEART 8ATE JTATS/MIN. 181 72.47843079 $.04318737
cevemnenecccccasacaneses PATIEST HU'PFRe115  TREATMENT CODE=S MG  WFEK NUMBERs
SYs$ SYSTOLIC PRESSURE 'MHG 1i2  111.11966286  27.11721244
DIAS DIASTOLIC PRESSURE MMMG 112 82.05357143  16.54251377
PRTRATE  HEART RATE BEATS/MIN. 112 84.428571843  28.04377164
ewvenccesusorsvnaceccwe BATIEMT NUM3ER«116 TREATMINY CODE=LS MG WCEK NUMBER.
SYS - SYSTOLTC ‘PRESSURE MHG 75 131.45333333 17.550!5484
DIAS DIASTOLIC PRESSURE MMHG 75 101.7333322) 18 83508852
NRTRATE  MEART RATE BEATS/NIN, 75 77.12000000  19.74088172
ceccmmcceccnmecucnnanaan PATIENT NUM3: =115  TREATMENT CODE=1S MG  WEEK NUMBERs
$Y5 SVS?OLTC PRESSURE MMMO 115 129.83559322 19.46404323
DIAS DIASTOLIC PRESSURE MMHG 118 93.53339831  19.98789471
ITTRATE  HEART RATE BZATS/MIN. 118 77.50347458 $.16679305
merecacecmcceccccacenee PATIENT NUMBER=162  TATATVENT CODEs1S MG  WEEK NUMBERs
SYS SYSTOLIC PRESSURE M2 38 157.43181818  [6.08440058 1
DIAS DIASTOLIC PRESSURE MMMG 88  109.65909°31  15.62407454
HRTRATE  HEART RATE BEATS/MIN. 8% s4.89772727 1.62639597
SRR cescecceceas PATIENT NUMPER=162  TRIATMENT CODE=15 MG  WEEK NUMBER=
sts. SYSTOLIC PRESSURE MG 145 123.84137931  17.398896S8
IASTOLIC PRESSURE MMIHG 145 95.02758621  19.27¢11878
DRTRATE  HEARTRATE BEATSIMIN, 1¢5  83.87526207  12.86563662
ceececcecemseccascccces PATIENT NUMBER«183  TREATMENT CODE=20 MG  WEEK NUMBERs
tvg SYSTOLIC PRESSURT MN!G 152 125.53184557  18.34512410
DIAS OIASTOLIC PRESSURE MMHG 158 97.7215189% 11.8%306723
HRTRATE HEARY RATE BEATS/VMIN. 187 82.08835442 18.5198880¢%
ceeecmecsscaccceccnence PATIENT NUMXBER=183  VREATMENT CODE=20 MG  WEEK NUMBERe
SYS SYSTOLIC PRESSURE MMHG 184 118.%3069565  12.33510387
D1AS DIASTOLIC PRESSURE MMHC 184  §6.:5652174  12.24828344
HRTRATE  HEART RATE BEATS/MIN. . 188 90.02:73613 2300108608

&2CPRESINTS TUX ITUSIL OF ILLILTUCS MLLIS IR ZACH RECCRTING PERIOD.

.

I3

£
-

MINIMUM MAX TMUM

VALUE VAL UE
2.00000000 176 .0000003%0
0.00000000 117.00040000
4.00000000 $6.00000000
2.00000000 249.00000000
2.00000000 124.00000000
9.00000000 203.00000000
2 L T N K R F X 3 X 2 ¥ X N X F K X L L 2% 32 3
0.00000000 181.000000%0
4.00000000 143.70900000
$.00000000 203.00006000
7.00000000 170.03000000
3.00000000 141.00000000
4.00000000 $5.00000000
z L L XX X X N 2 L X X E X N K X E X4 K& X4
0.00000000 201.00000000
2.00000000 144.00000000
§.00000000 104.00000000
3.00000000 = 177.00000000
1.00000000 141 .049000000C
0.00000000 115.00000000
$.00000000 237.0000000
0.90000000 139.0000000
§.00000000 14€.00000000
8.00000000 185.00300000
$.00000000 143.000000""
1.00000000 208.000000:0
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TABLE 45 3
PN 200-110 STUOY MO. 301 .
< ADVERSE REAC.I10% LISTING -
3 g
Veak and Severity of l :
- <
Treatsant { Patient First Last worst i
Croup Numbor Adverss Reaction Occursence Occusrencet | Occutrencett :
L N T 113 Hesdache -1 - Mild ;
Orovsy Tt - Mg T
’.t"l" f « Mile =
Dizziness s - Nile 3 - Mild ot
133 Oizziness 1 - Mo -3
169 Headechs 3 - Hodarats | -1 « ModerTate ‘—;
30¢ Headache 1 - Moderste =
Constipation 1 - Noderate H
312 Nocturis A - Milg 3 - Milg _ :
N ) . o ) 319 Joint Palin -3 - Milg -1 = Mild 3
Lover Dact Puin v - Nild 3 - nuild -4
Ear Blockage 5 - Milg i
323 Rash =3 - Noderate | -1 ~ Podsrsts £
Anging -2 - Nilg -1 =« M{1d '
Neart Flutter 1 - MoCerate : x
Neuses 1! - woderate i -
326 Iapotence -3 - Seavers S - Severs 2
354 Pollakiuria «3 « Moderste { =2 - Mpderate '
Polyuris -3 - Moderate | =2 ~ ucterate ; .
Jeint Pain 3 - vile 4 - Mg '
337 Cough -3 « Milg -2 -~ »ild
tapotence -3 - Nild 9 - Milo R
Dyspn:o ~3 - Nilg S - Milg 4
Fatigue 1 - Milg =
444 Pain Upper Left Azm [-3 - Noderste N
* a1y Sleepy 2 - Moderste 3 - noderstc =
) 424 URI 3 - Mile 7
Ha 454 Fatigue 3 - Mg iy
(134 Right Chest Pain ¥ - Moderate -
304 Cold Sysptoms =) - #ilg =
Hesasache -1 - Milg 3 . xilg ’ . .
Sneexing 2 - Mg ' -
Incigestion 4 - Milg ; -
306 Hesdeche 1 - uilo 3 - nilg
554 Nasal Conges:tion -3 - Nilg I
Colo Sysptoms 1 - Nile 5 - Mild i =
Dizziness 1 - Milo . ' —
I o Srollen Anklss 1 - wild
Sick tc Stoasch V- Hild 2 - Mild -
Keasdachs 3 - Maderste
359 Hsadache -1 - Nild . =
Lighthesdedness 2 - Mg 3 - nild | =
€0¢ Jrritadility -2 - Moderate 2 - Mild
Ngsesl Congestion -2 - Moderste 3 « nild
. Sinueitis 1 - Milg :
: Feclal Flushing 2 - nile -
Artnritis 2 = Moderete _ :
: sheezing S « Moderste l
tPresentsd enly if there sre mvlitiple occurrences.
1rPzesented only if diffezremt fros Inforsation recordes urder first or last occurience.
e e e m e e 4 el oo o o mfSn S = e -- - e ———m m———3
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TABLE 43 (Continued)
PN 200-110 STUDY NO. 301

ADVERSE REACTION LISTING

Y P

.

Week and Saverity of
Trsatsent | Patient Fizst Lest vorst
Group Nusbe Advarse Resctien Occurtencs Occurrence? | Decurrencett
PN 3 &g
(cont'y) 813t11] Aneyrysm 4 - Severe
Sypass Craft 4 « Severe
(31} Cole «3 = Modetats -
Hesad Full Fesling -2 « MilY -
Headache -1 = MOORIats 1 - Mile
Cool Extremities -t = Mil9 J - uild
Drynsss of Skin 1 Mile _ 3 446
- Rash 1 - Mile ) - Mila
Joint Palin 2 - Milo 3 - Milc
Constipstion 4 - milg
Flushing 1 - pilg
634 Love: Bech Pain -2 - Mpderate
Kesgache -2 - nild 4 - mila
£39 Hesdache 2 - uild 3 - Moderate
PN 10 mg 108 Viinary Tract Infse.]-t - wila 1 - Mila )
Pretibial Edema & - Milg 5 « Milc
135 Peciphers]l Edema 1 - Mlld 3 - Mo
138 Pretizial Edems -2 - Wilg 2 - uile
Noures -2 = Nilg -1 - Hilc
Hesdache -2 - Wilg 2 - Moderats 1 - Mogerate
218 Mesdache 2 - Moderste .
Pecal Edema 2 - MOCerate
302 Meartburn -3 o Mode:ate 3 - Milg
Nause: : -3 - uocerate i
o7 Negvousness =3 = Moderste H
Headache 1 - Moderates 2 « Severe -
38 Right Knee Paln -3 « Milo -t « Mild =
Nocturla «2 o Migd S - Milc 4 . upgerate .
Polyuris -} « Milc 5 < Mil0 4 - Mpgerate!
Right Knee Swellling 2 - Modscate .
324 Sensory Loss -} - uilo S .« Milo -1 = Mocesaste:
Joint Pain ) - Nilg 5 - Milc -1 « Mocesnte
Swesting Loss -3 - Milg 3 - Milg =} -« vpgerite
Heaodeche 3 - Mocerste 4 - Mlla
Muscle Cramps & - Mi)d S - Mlld
329 Sinuaitis »3 - Moderste 3 - ui)e
Neartourn -3 - Modszate 9 - mild '
385 Headache «3 - Mile H
359 Sore Throat S - Ml)e
411 Skin Rash 1 -~ Ssvers 3 - Severs
Constipation 1 - Mile
Headache 3 - Severs
A Esrache 1 = Modermte 2 - Modesate
359 Headeche ? - Milo
- Pollaxiuria A - MY
Nocturis 4 - Mg

tPresentec only If there are multiple occurtences.
ttPresented anly Af different from informstion recorged yndar
tttPatient had bDypass sulgery following Seek 4 -

first or last occurrence,
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TARE 43 (Coentinued)

PN 200-110 STUOY mO. 30V

ADVERSE REACTION LISTING

Seok end Severity of
Trestasnt | Putiant Fizst Cast vorst
Croup Wusber Advaras Reaction Occuxrence Occurtencet | Oecurrencate
PN 10 og 338 Allsrgic Rhinitis «2 - Noderste 1 « Mgderats
{cont'd) Headache ¥ - Severs
€01 Meadachs -3 - nild 4 « Nild -1 « Moderste
Nauses -3 - uild
610 Eoenn -2 - Nile
&N Headache -} - Moderstse
617 Nessl Congestion 2 - Severs 4 - Moderets
Mesdache 2 - Noderste
— - - ~Pein—in-Knses J——Noderate ———
$22 Headethe =3 - Moderste 3 = Moderete
Sinusitis -4 - Moderate 4 - Moderats
Indigestion =3 = Moderate 3 - Woderate
Edens 3 - uile
Sasal Congestlon 3 - Koderets
€55 Ldems =) - Nilag 4 - Mile
®ounding In Hewd -3 - wild
seadache -1 « Noderate 1 - Nilg
Palpitetions 1 - ulle
Fatigue 2 = #ilg
Rash « Upper
Extreajties 3 - uilg 4 - uilg
contact Dermstitis 3 - Moderste
€58 Tootheche 1 =« Severs 2 - Milg
Atherosclerosis 1 - nilad 4 - Milg
d PN 13 »g 102 Fatigue =) ~ ¥ilo =" - M3leg
Lo Pariphezal Edeaa 3 - Kild
- 112 Cout 1 -~ Severe 3 - tlle
Sroken Arm 3 - Severe
Indaigestion 5 « Mile
116 Pretitial Edens 4 - Nild 5 - Nild
15 Hezcashe 2 - K®ilg
202 Blz:l ess 1 - nile 2 - Wilo
hesv, sness 2 - Moderste 3 « Modsrete
309 Kia~ _ Paln =3 ~ Nild 4 - Milo
Pelle -lutia -3 -~ uile 4 - Nildg
seerzt-urn -3 = Rild 4 - Nilg
Chest Cyst 2 -~ Modsrere 4 - uilg
neadache 3 « Nila 5 - Milg 4 - Mydetate
MM Right Ankle Edema =3 - Kildg 2 - Nilg
Neadache 4 - Nidd 3 - uile
322 Lorer Back Pain ~3 « Moderate 3 - nilo
Shoulder Pain -3 - Mild 3 - Hila 4 - voderate
Needache 1 - Nild 2 - Milg
Flushing t -~ Milg 3 - wild
Lethargy 3 - Mile

tPrasentsd Only §1f there sre sultiple occurrences.
ttPresanted only if diffsrent from inforsstion recorded vnder firsi or lest otcurrence.
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TABLL 43 (Continues)
PN 200-110 STUDY ND. 30%

ADVERSE REACT:ON LISTING

¢Prasented wLnly if thers are aultiple occurrences.
11Presented only 4if gifferent from inforsation recorded under first or last occurrence.

Uesk and Leverity of
Tzostuent | stisnt First = Lust Yorst
Sreup Busder Adverss Reactica GecurTonce Occurrencst | Gccurroncett
L IRE Y
(cont*9) 353 Headache «3) - uild 3 « Mila «2 « Mogerate
Flushing 2 - MecCerate 3 - Mi}a
356 Left Shoulder Paln 1 - Milg 4 - Mile 3 =~ Moderate .
Left Leg Palin 1 - Mild i
Ankle Edema $ - Moderate -
361 Heesdeche 2 - Midd 3 « Moderste | 3 - Maderete
g %03~ { So¥é Vh¥eat Y - Woderete i -
Headache ~3 - Modersts
Chest Pain 1 - Moderate 3 - Mi)d
SOB on Exartio= 1 - Modsrate ) - Mild
Lethargy 1 - Moderaste 3 - Mile
Right Xnee Swelling | 1 . moderate S - Mocersie *
Nasal Congestion 2 - Milo
209 Headsche 3 . Moderste S - mile
a7 Hesdache -3 - Wilgd $ - “aderste
Broken Vessel Left
Eye -2 - Sevars Y - Sevese
a2 Clarthes =3 - uile
Heag Cola -1 « Milg 1 - Milg
Flushing 1 - Mild 3 - mile
Nasal Stuffiness 1 - nilg S - mile
Cizzingss t - uilg 3 - Milg
457 Fands Tingling =3 - Severe
Swelling -3 - Severs
teight Caln «3 - Severe
Cirz: »ss 1 - Moderste 3 - Hile
Persp’ ion 1 - Severe
467 Swelleo L. Hang 4 - Moderate 5 - Moderate
303 Headache -3 - Mile 4 - Milg
Nsaasl Congestion 2 - Mild
Cold Syaptoms 4 - Milg 3 - {le
508 Keasdachs -1 - Mild A - hilc
) Cold Symptoss 3 - mild
512 Cold Syaptom: 2 - Milg J - Mild
332 Nuscls Spasa Chast S - Moderate
405 Heesdache -1 = Moderste
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TABLE 45 (Continued)

$ PN 200-110 STUDY NO. 301
ADVERSE REACTION LISTING
¥eek and Severity of
Treataent | Patient First Last vorst !
Group Nusber Adverse Reaction Occurrence Occurrencet Occurrencet?
PN 15 mg
{(cont'd) 607 Headache _ {-4 - Mild S =_Severe .
Nauses -2 - Mild 2 - Moderate
Chest Pain -2 - Mild 5 - Moderate
Loose Stools 2 - Moderaste
Dizciness 1 -« Mild
Numbness Right Arm 1 - Mild |
612 Keadache -1 - Mile '
620 Arthritis -3 <« Moderate 2 - Moderate
Chest Pain -2 < Mogerate
Cold 2 - Moderate .
Sinusitis 3 . Moderate i
Headache 4 -~ Mild 5 - Mild :
621 Back Pain 4 - Moderate :
€52 Nervousness -3 - Moderate S . Moderale d
Headache -3 - Milg . '
Anxiety 3 ~ Moderate '
Palpltations 4 - Moderate 5 - Modercte
PN 20 mg 114 Rash -1 « Mild 3 - Mila
. <10 Pzlpitations 3 ~ Moderzte
Fatigue 3 « Moderate !
225 Insomnis 1 - Moderate 5 - Mild :
301 Dizziness -3 - Mild 2 - Mild
Hzadsches 5 - Moc=rate |
308 Dizziness -3 - Moderate 2 - Mild
Lower Back Pain -2 - Moderate -1 = Mild
Abresions -2 - Moderate -1 =« Mild
Palpitations 5 « Moderate
m Pollakiuria 3 - Mild
viral Infection 4 . Moderate
Toothache 4 - Severxe 5 - Modesate
Facisl Edema 4 - Severe 5 . Moderate
Nasal Stuffiness 5 - Mild
Constipation 5 - Mild
Decr. Appetite 5 - Mild
Cough S - Mild
J20 Impotence -3 . Muderate 5 -« Mild
Insomnis -3 - Nild 1 « Mild ~2 <« Severe
Arthritis 1 - Mild S - Mild

tPresentnd only if there are multiple occurrences.
ttPresented only if different from information recorded under first or last ovccurrence,
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TABLE 43 (Continued)
M 200-110 STUDY X0. 3N

ADVERSE REACTION LISTING

Yook and Sevell.y of
Trsutaent §{ Pationt Fizst Last Vorst
Lz sup Nuabes Advarss Reaction Oecurrence Uccurzencet | Oceturrencert
M 20 ag .
(cont*°d) 321 Oizziness =3 - docerste 3 - Nile
Hesoeches =3 = Moderete 3 o kilg
Slurred Vision 1 - »ild 3 -« ntlg
TireS Legs 4 <« Noderete
Discomfort Lert
Hand 3 - noderets
27 Nasal Congestion =) - 8ild -2 = Milg
JoIAt PRIR T T <« mlld ¥ - Nilo -
32 Chest/Back bain =3 < Moderate
Urinary Frsgquency 1 « Modesete
35 Fiushing 1 < Nodsrate S - uild
Ankle Ecess 2 . uild 3 - Woderete
Fstigue 2 - nile 3 - NoCerste
3se Sinusitis -3 - Moderate
Polyaypsia =3 - Mile
Noctutie 3 - uilg
kgsdache 1 <« nilg 3 = Nocerste
410 Palpivretinng 1 - soderats 2 - Moterats
Reor ess on 2 < niid S « Milg
Eatremities
cdens 2 - uile 5 - Nilg
422 Cramps -3 - Mpderaste | -2 - Milo
Oisrehes =3 - Modsrats -2 - Milc
Headsche -3 - uile
Chest/Back Pain 3 - uilo S - NJlG
Sinysitis 3 . uile
458 Siomach Yirys -2 - Nil@
465 haxlet- =2 . Severe 5 - Mozerete
Meagact. ~2 - Nogerate 2 - Ssvere
Fatigue 2 . Kocerate 3 « MoOeaste
“Orsnge Coloz® con 3 = nila S - kilg 4 - mMoOdelete
Locver Leg
Cremps 4 . Koderats 3 < Moverste
Svelled Fast and Leg] 4 - Mild
469 Qeccessed Libigo 2 - nilg 5 - mide
301 Swelling Fest 2 « Ni)a
s0re Thioat 4 -« Hi)d *
Postnssal Urip 4 - Njld
Cough 4 - Nilo
3 Cold Symptoss 3 - Mg A - Mile
Eye Ob)ect Removsl 4 - Mg 3 < Nilg¢
33 Hasdache 1 - Nl 2 - Nodezats
Cenerslized Ache 2 - \ilg
337 Cold Sysptoms -2 « Wild
Headache 2 - Nild
Tizednass 2 - uile
Loss of Fquilibrive | & - nilg
604 Neadache =3 - Nida 2 - Mild
Sinusitys 1 - NilG 2 - N6
deartbuzn 3 - nodesrate
609 Tightnecs in Chest 1 - utlg
Oiarches 1 = nilg
NeTvousness 1 - Milg
Fatigue S - wild

—

janeee

tPresented only 4f thare ate sultiple occurrences.
~“1Presented only §f different from Snfocmeticn gecorded under first oF last occurrencs.
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TABLE 43 (Continued)

Pu 200110 STUDY wa. 301

ADVERSE REACTIOR LISTING

Vesk and Severity eof
Yrestrant | Patiunt First Lest Serst
creup Nushs) Advazrss Reecticn Oceur conce Occuzrencet Occurrencete
Y
PN 20 mp
(cont°d) 615 Cele =3 « Noderate
Increasev Pulse 1 - Nile
Nervousness 1 « Moderats
Cheat Pain 2 - Severs
616 Intestingl virus -3 - Nila
Headache 1 - Severs
Repid Pulan .1 2 . MNG = —
Ecens 2 - Wildd S - uilag
Palpitstions ) - ntlg
(1]] Crest Pain 1 - noderste
Snortness of Breath 1 - No““rate
Tirecness 3 = Padrrate
. €52 S:id -3 - M4l
rerdache -2 - nild 2 - no“erats
Eg.oitetions 2 - nile s - Nilag
®_scls Aches ) - nild
Nzotuzia 3 - Mild
Flarhing & - Milg
Arxiety ¢ - nile
Placedo 104 Dizziness 4 - uile
13, Seollean Mands, -2 - dll6
Ankles
) Headache 1 = Moderete 2 < dNoderaste
JAETY fshtheacacness -2 « hodezste
heidsche -2 = Moderate [-1 - Moderate
Nervousness «2 « ¥ouerate
Ezems - Fest 3 - Moderate
35~ D urrhes =1 = MOderatE
‘ Teshycardia 1 - Sevevs T - Sevece
C:spnes 1 . Severe l - Jevere
Blaphoresicz } - Severc 2 = Ssver2
* Fatigue 2 - milec 3 - uilg
161 Cnest Pain 3 - nilg
300 Muscle Discosfort % - Noo'rete | & - Mild
310 Nusbsness - Laft Ars (-3 ~ nild -2 o NilO
314 Chzonic Obstructive ;~3 - Koderets -2 - Moosrate
Puls. Discass
Cyst «J « Koderste {-2 - Kild
Shcriness of Bzeath | 2 - ¥1d
Dyspnea 3 - xilg S - slld
Cough 2 - s 3 - uidd
318 Neesrtburn =3 o Frdezete -1 - Modstate
Nassl Congestion 3 = Nodersts [-T - MNoderate
Neadaths 2 - nile 3 - Mild
b3 a1 Rash -2 - MNilg -1 « Mid0
tPresented only iIf thers ate aultiple occurrences,
tePresentad only if diffezent from inforsation secorded under fizst or lest occugTence.
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TABLE 43 (Contimued)
N 200-110 STUDY MO, 301

ADVERSE REACTION LISTING

'
e s e et}

Sook and Severity of
Tzasteent | Patient Firat Lest vorst
Group wuabez AMdvesse Reattion Ocos sonce Occurzencet | Ceearencety
Placsbo
(cont'e) 3s2 Cysts - Scalp ~1 - Nodetete
404 Skin Peeling on 3 - nild $ « Nilg
vrists
407 ‘izinaty Frsgquency ) - Levers -2 - Severs
Fatigue -3 - nijo 2 - nila
, 12 megdache =) = Moderate
" - ) 3 Fesdeche 7 - nile 4 - Nlo
Coughing 4 - uile 3 - Mg
458 Zlz22iness Post Dose (-3 - Nild 2 - mile
Y3 readsche” ~2 = Mogderats
503 viral Infection 3 = Mogerate
Lrset Stosech J - Milg
wegaache J - Milg
Tsla S -« Mile
310 A2, Otitis Medis -2 = hpderate - Nilg
P2, Carache -3 - Moderste |-V - WilgE
=zadeathe =3 - Moderate (-2 - mOCervite
€ xen - Extresicies J - uild 4 - Mile
515 “.othache S - Wildg
Z:1¢ Syaptcas -2 - Milg *
3353 Zzld Syaptoas 3 - Mogercte 3 - wile
356 “2ld Symptoas -3 - Mild 4 - Hi)d
. Exlgestric Pain -3 = Nild 1 - Mo
. (1] ci:ziness -3 - Wils 3 - Mile
c - Tizedners -1 - Mg 2 - ul)a
Zonstipazion 3 - uilo
ight Shuulder Paln | 3 - Moderate
Blur.ed Vislon J - Nile
-58s of Coorginstion| 3 - Mil¢ .
L ough 4 - N{}o
(41} readeche -4 - Mild
Sinusitls -3 - nile 4 - Mild
sassl Congestion 1 - Milo
«tg Paln 2 - Mg
neck Paln 4 - Nila o
[ 334 resdeche «2 = Severe 3 = Moderste
Exnheustion 1 « nilg 2 - M11¢
Cough 1 - nilo 2 - Hidd
Eceas . 1 - nilg 3 - Kile 2 - Node:te
Tendonitis « Laft
Bicep . 1 - nila 2 - Nilg
Sunburn J - Moderate
Diszzhed 3 Ncderete
vomiting 3 - mooerate
€58 Mgsoache =3 « Roderate 5 - Mile
Nauses -2 = Muderaste
Vomiting «2 - MBderste
TPresentsd only if there sre multiple occurrences.
ttPzesented only Af Giffecent fros iInforsastion recorued uncer first or lest occurrence.

0173 -




TABLE 46
PN 200-310 STUDY NO. 301

ADJUSTED PFOR BASELINE EPPECTS
(Weeks 1-5)

COMPARATIVE ADVERSE REACTION PREQUENCIES
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PR 200-119 STUDY NO.

TABLE 46 (Continued)

301

COMPARATIVE ADVERSZ REACTION PREQUPNCIES
ADJUSTED FOR BASELINE EPPECTS

(Weeks 1-5)

PN 200-110 Treatment Group
Placebo
Mverse Reaction S mg 10 mg 15 mg 20 mg Group
(N=40) (N=40) (N=41) (N=41) ‘N=41)

Gastrointestinal ] .

Abdominal Di1ScomlOLt T (2.5 T 0 {0. 0y [ ¥V (2.%3) T {7Z.%) 0 (0.0)
Const ipation 2 (5.0) 1 (2.5) | 0 (0.0) 1 (2.9) 1 (2.4)
Diarrhea 0 (0.0) 0 (¢.0) | O (0.0) 1 (2.4) 1 (2.4)
Nausea 2 (5.0) 0 (0.0) 1 (2.4) 0 (0.0) 1 (2.4)
Stools, Loose 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.0) 0 (0.0)
Vomiting 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.4)
Urogenital
Nocturia 1 (2.5) 2 (5.0) 0 (0.0) 1 (2.4) 0 (0.0)
Pollakiuria 0 (0.0) 2 (5.0) 0 70.0) 2 (4.9) 0 (0.0) ‘

itral Nervous Sycaotam H
“Xiety 0 (0.0) 0 (0.M 1 (2.4) 1 (2.4) 0 (0.0)
orexia 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.9)

. -oordination, Loss 0 (0.0) 0 (0.0) 0 (0.0) 0 (Cc.0) 1 (2.4)

" Dizziness 4 (10.0)] 0 (0.0) | 4 (9.8) | 0 (G.0) & 1 (2.4) |
Ci-wsy 2 (5.0) 0 (0.0) | 0 (0,0) | O (C.0) | O (G.0)
Ears, Stopped/P.pping 1 {2.5) 0 (0.0) ¢ (0.0) 0 (0.0) 0 (0.0)
Equilibrium, Loss 0 (0.9) 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.0,
Fatigue 3 (7.5) 1 (2.5) 0 (0.0) 6 (14.6)] 2 (4.9) ,
E:adache 4 (10.0)] 8 (20.0)] 9 (22.0)] 6 (14.6)} 4 (c.g)
insomnia 0 (0.0 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.0)
Lethargy 0 (0.0) 0 (0.0) | 2 (4.9) 0 (0.0) 0 (0.0)
Libido D:crease/

Frigicisy 0 (0.0) 0 (0.0) | O (0.n) 1 (2.4) | C (0.0)
Nervousness 0 (0.0) v (0.0) 1 (2.4) 2 (4.9) 0 (0.0)

Autonomic Nervous
System
Burning Sensation 0 (0.0) 0 (0.0) | 0 (0.0) 0 (0.0) 1 (2.4) |
Flushing 2 (5.0) 0 (0.0) | 3 (7.3) | 2 (4.9) 0 (0.0)
Hyperhydrosis 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.0) 1 {2.4)
Visual Disturbance 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.4) 1 (2.4)
Total No. of Patients
wivh an Adverse 19 (47.5)}17 (42.5)]23 (56.1)}23 (56.1)}16 (39.0)
Reaction

- -d

13

0175
n-—v.l\;\ﬁnn




I

TABLE 47
PN 200-110 STUDY NO. )1

\ COMPARATIVE ADVERSE REACTI.:. WIBNCIES
ADJUSTED PFOR BASELINME TS
(Weeks 3-5)
PN 200-110 Treatment Group
i'lacebo
Adver:ze Reaction S mg 10 mg 15 mg 20 mg Greoup
(N=38) (N=35) (N=11) (N=41) (N=39)
Miscellaneous
] in 0 (0.0) 0_(0.0) 0_(0.0}) 1.(2.4) } 1 (2.6)
Throat Discomfort 0 (0.0) 1 (2.9) 0 (0.0) 0 (0.0) 0 (0.0)
Skin
Dermatitics 0 (0.0) 1 (2,9) 0 (0.0) 0 (0.0) 0 (0.0)
Rash 1 (2.6) 2 (5.7) 0 (0.90) 2 (4.9) C (0.0)
Skin (Misc. Abnorm,) 0 (0.0) 0 (0.0) 1 (2.4 0 (0.0) 1 (2.6)
Musculo-~skeletal
i Back, Ache/Pain 1 (2.6) 0 (0.0) 1 (2.4) 0 (0.0) 0 (0.0)
“hest/Ccck Pain 0 (0.0) 0 (0.0) ¢ (0.0) 1 (2.4) 0 {(0.0)
i1scle Pain 9 (0.0) 0 (0.0) 0 (0.0) 1T (2.4) 1 (2.6)
+ and/Feet, Pain, Ache 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.0)
int Pain 2 (5.3) 1 (2,9) 6 (0.0) 1 (2.4) 0 (0.0)
.- uegs, Misc. Ache/Pain | 0 (0.0) | 0 (0.0) | 0 (0.0) | 1 (2.4) | O (0.6) |
Muscle Spasm 0 (0.0) 6 (0.0) T(2.4) 0 (0.0) 0 (0.0)
Neck Pain/Sore/Stiff 9 (0.C) 0 (0.0) 0 (0.0) 0 (G.9) 1 (2.5)
Shoulder Pain 0 (0.0) 0 (0.0) 2 (4.°%) 0 (0.0) 1 (2.6)
Respiratory
Coughing 0 (0.0) 0 (3.0) 0 (0.u) 2 (4.9) 3 (7.7)
Nasal Congestion 0 (0.0) 2 (5.7) 1 (2.4) 1 (2.4) 0 (0.0)
Post Nesal Drip 0 (0.0) 2 (6.0) 0 (0.0) 1 (2.4) 0 {0.0)
Sinusitis 0 (0.0) 1 (0.0) 1 (2.4) 1 (2.4) 0 (0.0)
Throat, Pain/Nunb ¢ (0.0) 0 (0.0) 0 (0.0) 1 (2.4) G (0.0)
Wheezing 1 (2.6) | 0 (0.0) 1 0 (0.0) | O (0.0} | O (0.0)
Cardiovascular
Breath, Short 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.0) 0 (0.0)
Cardiac (Misc. 1 (2.6) | 0 (0,0) | 0 (0.0) 0 (0.0) § 0 (0.V)
Abnorm.)
Chest Pain 0 (0.0) 0 (0.0) 2 (4.9) 0 (0.0) 1 (2.6)
Jramps 0 (06.0) 0 (0.0) 0 (0.0) 1 (2.4) 0 (0.0)
Dysonea 0 (0.0) 0 (C.0) 0 (0.0) 0 (0.0) 1 (2.6)
Edema 0 (0.0) 3 (€£.6) 5 (12.2)] 5 (12.2)} 3 (7.7)
Tramps, Legs/Feet 0 (0.0) 1 {2.9) 0 (0.0) 0 (0.0) 0 (0.0)
Palpitation 0 (0.0) | 0 (0.0) | 1 (2.a) | 4 ¢5.8) | 0 (0.0)
\
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TABLE 47 (Continued)
PN 200~-110 STUDY NO. 301

COMPARATIVE ADVERSE REACTION FREQUENCIES
ADJUSTED FOR BASELINE EPFECTS
(Weeks 3-5)

k

sl bcbs

ook

i

s NSYE YD)

N 200~310 Treatment Group
Placebo
Adverse Reaction S mg 10 ng 15 mg 20 mg Group
* (N=38) (N=35) {N=41) (N=°1) (N=39) -
.Jastrointestinal E
——&bdominat-Biscomfort— 1+ 2:6 )1 000 )Y (24 v (2747 |0 (0.0)
Constipation 1 (2.6) 0 (0.0) 0 (0.0) 1 (2.4) 1 (2.6)
Diarrhea 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.6) .
Nausea 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.6) 4
Vomiting 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.6
Urogenital I
Nocturia 1 (2.6) 2 (5.7) 0 (0.0) 1 (2.4) 0 (0.0) p
Pollakiuria 0 (0.0) 2 (5.7) 0 (0.0) T (2.4} 0 (0.0)
itral Nervous System
ixiety 0 (0.0) 0 (0.0) 1 (2.4) 1 (2.4) 0 (0.0)
! orexia 0 (0.0) ; 0 (0.0) | O (0.0) | ¥ (2.4) | 0 ¢0.0)
ordination, Loss 0 (0.0) 0 (C 0) 0 (0.0) 0 (0.0) 1 (2.6) .
Dizziness 2 (5.3) 0 (0.0) 2 (4.9 0 (0.0) 1 (2.6)
Jrowsy 1 (2.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Zars, Stcpped/Popping 1 (2.6) 0 (0.0) 0 (0.0) 0 (G.0) 0 (2.2)
Equilibrium, Loss 0 (0.0) ¢ (0.0) 0 (0.0) 1 (2.4) 0 (0.0)
Fatigque 1 (2.6) 0 (0.0) 0 (0.0) S (12.2)] 1 (2.6)
Hezdache 3 (7.9) 2 (5.7) 7 (17.1)] 2 (4.9) 3 (7.7)
Insomnia 0 (0.0) 0 {0.0) | O (0.0) 1 (2.4) | O (0.0)
] Letharcy 0 (0.0) 0 70.0) 2 (4.9) 0 (0.0) 0 (0.0)
Libido Decrease/ =
Frigidity 0 (0.0) | 0 ¢(0.0) | O (0.0) { 1 (2.4) | 0 {0.0) -
Nervousness 0 (0.0) 0 (0.0) 1 (2.4) G (0.0) 0 (0.0)
Autonomic Nervous --
System
Burning Sensation 60 (0.0) ¢ (0.0) 0 (0.0) 0 (0.0) 1 (2.6)
Flushing 0 (0.9) 0 (0.0) 3 (7.3) 2 (4.2, 0 (0.0)
Visuzl Disturbance 0 (0.0) ¢ (0.0) 0 (0.0) 1 (2.4) 1 (2.6)
Total No. of Patients
with an Adverse 14 (36.8)}10 (28.6)]21 (51.2)[20 (48.8)]15 (38.5)
JReaction
0177
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Figure 1
PN 200-110 3STUDY #301

Supine Systolic BP
Change from Baseline
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Figure 2

PN 200-110 STUDY #301
Supine Diastolic BP
Change from Baseline
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F‘igure 3

! PN 200-110 STUDY #301
Supine Pulse ~
Change from Baselire
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Figure 4

) PN 200-110 STULY #301
Standing Systolic BP
Ctr.ange from Baselir.e
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Figure d

h PN 200-110 STUDY #301

Standinf Diastolic BP
Change from Baseline
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Figure 6

. PN 200-110 STUDY #301
atancding Pulse
Change f»cm Baseline
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Figure 7
PN 200-110 Study #301

et e )

Summary of 24 hour ambulatory monitoring

{

Patient 115
Treatment group is PN 5 MG
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Figure 8
PN 200-—110 Study #301
jummary of 24 hour ambulatory monitoring
; Patient 111
Treatment group is PN 10 MG
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Figure 8
PN 200~110 Study #301
Summary of 24 Lour ambulatory monitoring
( Patient 116
Treatment grcup is PN 15 MG
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Figure 10 |
PN 200-110 Study #301 ‘:

ummary of 24 hour ambulatory monitoring

. Patient 162

o Treatment group is PN 15 MG
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Figure 11
PN 200—110 Study #301
Summary of 24 hour ambulatery monitoring
i Patient 114
o Treatment group is PN 20 MG
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Figure 12
PN 200-110 Study #301

Summary of 24 hour ambu atory monitoring

Patient 163
Treatment group is °N 20 MG
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Figure 14 '
PN 200-110 Study #301

ummary of 24 hour ambulatory monitoring
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Investigators -
s Karl Engelman, M. D, F. Gilbert McMahon, M.D.
{ v1 Hospital of the University Hypertension Division
D of Pennsylvanis Tulane University

e — PRitade Iphva, PA 19104 T New Urleans, LA 70117
a_——
> Jerry R, Mitchell, M.D., Ph. D.
B and
=< €dward B. Nelson M.D.,Ph. D.
- Department of Cardiology
- The Methodist Hospital
) Houstor , TX 77030
,
- -,

» - Datez of Study: June 1, 1984 to June 14, 1986,

0b jective

-

Destgn

Patient Population

. propranolol controlled atudy.

_sverage SDBP at any evaluation of washout period being less *han

Yo evaluate the officacy ani safety of PN 200-110 (FN), 2.5 -
10.0 mg t1d, in the treatment of hypertension compared to
propranolol 60 - 240 mg brd.

This was & multicenter, randomized, double blind, parallel group,

Qutpatients of either sax, over the age of 18 years, with benign
essential hypertension were selected for this study. Each
patient entered a preliminary 3 week placebo washout pericd,
during which all previous antihypertensives weie withdrawn and
blood pressure was evaluated each wezk. In order to qualify for
the double blind period, patients were to have an average sitting
diastolic blood pressure (SDBP) of > 95 mm Hg on two consecutive -
visits during washout period. In addition, a decreasing trend :n

blood pressure was not to be observed. This was defined as an

previvus day and having decreased by > 10 mm Hg.

Exclusion criteria included secondary or malignant h)pertension,
SDBP > 120 mm Hg on two consecutive visits, angina pectoris, CHF,
Nl within 6 months of the study, arrhythmias, investigational
drug within previcus 4 weeks, any medication or disease that
could interfere with evaluation of test drug, certain specified

- - - 0261 -



medications, bradycardia, AV block > 1st degree, alcohol or drug
abuse in previous 2 years, d:abetes mellitus requiring insulin
therapy, bronchial asthma, COPD or respiratory allergy, pregnant
cr lactating females.

Medicatrons

ldentically appearing capsules of either 2.5 mg PN or 60 mg
propranolol were suppiied. Study design and dosing schedule is
shown in Table 1. For first three weeks, all patients received
placebo bid. Doses of all study drugs were administered bid and
at least 30 minutes prior to blood pressure being measured.
Patients who satisfied entry criteria were stratified a3 in_

BTN

previous stidies and randomized to PN or propranolol.

Initial dose of drugs were 2.5 mg bia (PN) or propranolc! 60 mg
bid. This was given during weeks 1 and 2. 1If SDBF > 90 mm Hg at
this time, dose was increased to 5 mg bid or 120 mg bid
respectively for weeks 3 and 4. Similarly, doses were increased
for weeks 5 and 6 to 7.5 mg bid or 180 mq bid and for weeks 7 and
8, dose was 10 mg bid or 240 mg bid respectively. If average
SDBP was ¢ 390 mm Hg at end of weeks 2, 4 or 6 dose remainad
unchanged for next I weeks and, if then necessary was increased
as described. If at cny time SOBP > 110 mm Hg, dose could be
increased after one week instead ur iwd, From week 7, dose
remained constant unless a reduction was required due to adverse
reaction. At end of 10 weeks, medication was tapered.

Evaluations

Results,

PN
Propr
Total

Evaluations werc Jone weekly as per Table 2. Method of recording
blood pressures anag pulss rate described in report, At Center B,
left ventricular function was determined using echocardingraphy
at weeks -~ 1 and 10. At Center L, ambulatory blood pressure
determinations were done over 24 hour periods at week - 1 and
weeh 10

A total of 89 patients were randomized to double blind phase. Of
these, €8 were completely valid for analysis, 16 partially valid
and 5 invalid. The rsasons for not being completely valid are
given in Table 4. There were 46 patients randomized to PN and 43
to propranolol. Table 5 summarizes data by center, by number of
patients per group. Center A contributed 31% patients, center 8
34% and center C 35% of total., The number of valid patients by

week -is shown below. - . - - e

1 __2__3__4__5_6__1_8__9 _10

42 42 42 40 40 40 40 40 37 37
- 42 42 _4) _ 38 _ 37 36 _ 32 _31 31 31
84 84 83 78 77 7 72 7% 68 68

e
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The mean age of the patients was 50.7 years ( 19 - 76); 29 (33%) -

were white, 58 (55%) wwre black, 1 oriental and | other. There
were 44 males and 45 females. Mean duration of hypertension was -

11 years. With axception of body weight (higher in PN group),
ther + were no statistically significant Jifferences between
groups. }
Table 7 presents mean dose, by week for 411 valid patients and
Table & presents swmilar data for partially valid group. ODuring
fixed dose period, mean dose was 12 mg PN and 332 mg
propranclol. Table 9 summarizes data from analysis of T
interactions as well as efficacy results on investigator «x

trestment basis for each efficacy variable for weehs 7 - 10,

There was a marginally (p=0.065) treatment x investigator

iw e — e ——Weeks 1l - 6 (Titration)

Efficacy

Weeks 1

Tnteraction for sitting systolic blood pressure. Center 8 had -
greater decrease in PN group and less increase in propranolol 3
group than other two centers.

Efficacy data were examined both between and within groups as
well as by categorizing as 1n previous studies,

~
&

Tables 10 and 11 summarize data for this period with patients on
Jowest dose medication. PN reduced SDBP from bassline by 8.8 mm
Hg week 1 and by 8.9 nm Hg week 2; the respective reductions fur
propranolol were 6.7 and 7.8 mm Hg. Reductions by both drugs
were statistically significant from baseline but not between
groups. The differences 1n pulse rate were statistically
significant between groups with PN causing an increase 1n rate
and propranolol a decrease.

Table 1 presents these data for valid and partially valid
patients. The reductions for both groups are statistically
signifizant from baseline for all variables as well as being
statistically significant between groups. The PN group raduced
SDBP by 15.7 mm Hg compared to 9.0 mm Hg with propranolol., The
increment in decrease over week C is more significant with PN
than with propranolol. Once again, differences in pulse rate
were as expected. -

Weshs 7 - 10 (Fixed Dose,

Table 13 summarizes these data by week and Table 14 by endpoint.
The average reduction in SDBP over weeks 7 - 10 was 15.4 (PN) and
10.0 propranolol. Reductions for both groups were statistically
significant from baseline and there was statistically significant
between group differences. The reductions at endpoint was 16.1
wm Ng (PN) and 10.2 mm Hg propranolol, once again significant.
Results for pulse rate was similar to previous weeks,

0263
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Categorical Responses, as Jdefined below, for valid patients at 1
week 10 were:

P

n_= -l L —_— 4
PN 37 16 (43%) 13 (35%) 6 (16%) 2 (5%) 4
P-opr 31 6 (19%) 6 (19%) 10 (32%) 9 (29%) 1

Category 1: SOBP < 85 mm Hg; 2: > 10 omm Hg but still > 85 mm Hg; 3: > §
but < 10 mm Hg; 4: < £ mm Hg or increase.

Over 80% (31/37) PN group had ot least 10 mm Hg reduction in SDBF
and 41% (15/37) had a decresae { 85 mm H3 over weehs 7 - 10. For T
propranolol, the figures were 19%and 26% respectively. PN was :

significantly more effective than propranclal.

Number of valid patients titrated to each dose level at week 10 ) :
was. N
Group n_* 1 2 3 4
PN 37 8 22% 13 35% 10 27 6 16% N
Propr 31 7 23% 4 13% 8 26% 12 39%

Level 1; 5 mg PN or 120 mg propr; 2: 10 mg or 240 mg; 3: 15 mg or 360
mg: 4: 20 mg cr 480 mg.

Only 16% PN received highest dose compared to 39% propranclol
A1l Patients - Endpoint Analysis

Table 15 summarizes results from analysis including all patients

regardless of validity, These results are similar to those seen

in Tables 13 and 14.

Figures 1 - 3 display all results for valid patients graphically.

-Safety ) _

Table 16 lists specific newly occurring abnormalities in physical
examination. There were 15 abnormslities for PN and 4 with

propranclol. Tables 17 and 18 list newly occurring -
cardiovascular abnormalities. These occurred in 30 PN and 17

propr patients.. One PN was wrthdrawn due to increased angina

and shortness of breath. One propranolol was withdrawn due to -
bronchospasm. The frequencies of palpitation and abnormality on

heart examination were higher with PN and dyspnea higher with

propranolol. Incidence of edema similar for both groups but was

more consistent with PN and appeared transient with propr.

.Table 19 presents x-ray data and Table 20 ECG changes. There -
were 27 PR with newly occurring abnormalities and 25 in :
propranolol group. Tables 21 and 22 present frequencies and
specific summaries for ECGs.



Clinical

Adverse R

Laboratory Data

Tables 25 - 30 present data for laboratory changes. (Tables 25

and 26 hematology: 7 and 28 urine, 29 and 30 chemistry}, The

only statistically significant changes occurred in chemistries.

The main perameters affected were itorganic phosphorous, BUN,

uric acid, glucose, alkaline phosphatase, potassium and

creatinine. The difference between groups for alkaline

phosphatase was significant. The results were not clinically

significant. Alkaline phosphatase was the most frequently

occurring change for PN, -

eactions

Ambulator

" Table 40 presents summary of results for 4 patients in PN and 2

TabTe 4 Tisted patients who withdrew and theyr reasons. Tables
37 and 38 list ADRs by patient and body system., Overall from
weeks 1 - 10, 83% PN and 65% propranolol reported at least one
newly occurring abnormality.. At week 2, the differance between
qroups was statistically significant (PN 28% vs propranolol 9%).
The difference over the 10 weeks was marginally significant p ¢
.10. The most freguent reported PN ADRs were in the central
nervous and cardiovascular systems. In propranolol it was
central nervous and gastrointestinal systems, The most frequently
reported events are shown below:

ADR PN n=46 - Propranolol n = 43,
Edema 8 1™ 3 ™
Palpitations 5 11% 0 *
Abdominal
Dyscomfort 3 ™ 6 14%
Diarrhea 4 Q% 4 9%
Dizziness 4 "% 2 5%
Fatigue 2 a% 7 16%
Headache 13 28% 6 14%
Flushing 5 1% 0 ’ )
® Betwean group differences p < 0.10

Echocardiography

Table 39 summarizes Jdoata from center B for echocardiographic
results for both drugs. Statistically significant changes were
observed in left ventricular diastolic dimensions, end diastolic
volume, and end systolic volume for PN compared to baseline. End
systolic volume was also significant compared to propranclol,

y Pressures.

propranolol. No analysis was done.

0265



pr e

Discussion

Both drugs significantly reduced blocd pressures from paseline
but the reductions with PN were significantly greater than with
propranolol. About 67% propranolnl patients were black and thars
group does not respond as well to bets blochers as do whites, it
13 pussible, therefore, that patient selection may have
influenced results in propranol group. There were more ADRs with
PN hut not serious events requiring withdrawal from study.

Reviewer’s Comments

1.

This study shows PN to be more effective than propranolol in treatment
of hypertensives. However, as the majority of propranolol patients

were black, this could have influenced results

Similar comments as previous study with regard to timing of blood
pressure measurements

PN has a higher incidence of ADRs but more propranolol patients were
withdrawn due to ADRs.
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PN 200-110 STUDY NO. 304 j

DOSAGE SCHEDULE

Active Treatament®
Placebo
Treataent Run-1In Titration Perlod Plrte.u Periodtt Optional
Group Yeeks Japering
-3, =2, =% Weeks 1 & 2++¢ Yeeks 3 & 44+ Weeks 5 & 6++ Weeks 7 ‘ 8 Weeks 9 & 10 orr
PN 200-110 Pch* bid 2.5 ng 2.5 mg 2.5 mg, 5 ag 2.5 mg, 5 wmg
Group PN 200-110 or 5 mg or 7.5 mg 7.5 mg of
! bid PN 200-110 PN 200-110 10 mg > [Taper off
' bid bid PN 200-1)0
; bid
| Total Dally
| Dose 5 ’g 5-10 mg 5-15 mg 5-20 mg >
Propranolol | Pcb bid 60 mg 60 ag or 60 mg, 120 mag | 60 mg, 120
Group Ppnlee 120 =g .nl or 180 ag mg, 180 sg 5 {Taper off
bid bid Ppnl bid or 240 -;
Ppnl bid
Total Dally
Dose 120 mg 120-240 mg 120-360 ag 120-480 ng >
(=~ Single ==> < pouble-Blind »

8lind

*Peb = Placebo
**Ppnl s Propranolol

+Dose of the study drugs was administered bid before breakfast and supper, and at legst 30 minutez before the blood

pressure was recorded.

++The dose was facreased by one capsule (2.5 mg PN 200-110 or 60 mg propranolol) bid
sitting dlastolic blood pressure was >90 mam Hg at the clinic evaluation. The dose 1
the sverage supize dlastolic was >110 mm Hg.

ttBeginning with Week 7, the dose of the study drugs remalned unchanjed., However, th
manner to a lower level in case of an adverse reaction. At no tiae was the prescri
be less than 2.5 mg PN 200-110 bid ur 60 mg propranolol bid or to exceed 10 mg PN 2
bld, .

-

+ 0267

t bi-weekly Intervals If ths

ay have been fncreased any time

dose was reduced in a stepwise

ed dose of the study drug to
0-110 bild or 240 mg propraenolol

1 @1qey
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Evelunt iane viait fellow-upi
-3 -2 -? ] 2 ] [} ) é ? [ ] 4 e Evelustion
- Yine 7inal
Eveluse
Liong
sackground Infarsstion
cr B¢, Me1'®
Physicel txas CAF ¢ 3 xe
Cardiovascular Evelustion i _
W OV X X X X X X 1 xe
Pationt incluslons/Exclusion
Criteris CW I X
Slood Pressurs; Vital Sigm
N v8 X X X z x 1 X X X X X x X xe
20-Houtr Asbulatoty @ ond
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*0r upon discontinuation fros the study.

*Liver function tests only (LDi, SGOT, SGPT, slkaline phosphatess, snd totel bilitubln) initisted ducing October/Novesher, 1944,

*%Case Report Fote Sdentifisrs.

TA chest X-ray ocbteined wilhin six () months priot to Lhe patlent entecring th» trial ssy have satved as Gasellne for the study
and vas not Tepeated st the inltial visitl proviced thet the chest X-fiay eac noredl end & cilnical congitlon requilting & chest
s-r8y had Aet oCCUELTed GUEing thals intetvel. OLheswise, & x-ray ses aolsined.

1210 aghthaisclogic sxasinetion ssy Nave besn pecforsed sny time during the veshout period Dut &s close 13 possible to tre desk
w 0 visit, The Final szas say have been petforasd within one wesk of the final sv>luations Dul 68 Closs a8 possinle te
sl evelustions.

mter C snly.

2me echocardiogran asy Neve Deed cbteined within 1-4 days priof to the wesk -1 end Saek 10 clinic visits. Whis svelustien
appliss anly ta Contat 8.
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TABLE 4
»¥ 200-110 ZT00Y WO. 304
BPASORS POR PARTIAL VALIDITY OR INVALIDITY FOR EFPICACY ANALYSIS

e et Ry RS SR T vnAe

ek valig
Patient Treataent Discon— ru Beascos
. Group tinued Week
rartially
valid

204 PH 200-110 4 3 Patient unable to keep
appointments

210 PN 200-110 9 8 Uncooperative

216 PN 200-110 8 8 Adverss Reaction = increased
angina/shortness of breath

309 PN 200-110 4 3 Emergency Surgery (acute
aortic dissection)

I53 PH—200=HH0——$- 84— Treatmens—Failire——

104 Propranolol 3 3 Adverse Reactior. - clouded
sensorium

126 Propranclol k) 3 Treatment Pajlure

158 Propranolol 6 6 Treatment Yailure

203 Propranclol 7 6 Subject expired (cardiac
arrest secondary to
arrhythmia or myocardial
infarction).

208 Propranolol 6 S Uncooperative and Adverse
Reaction -~ abdominal pain

214 Propranolol ? 6 Treatment Failure

313 Propranolol 2 2 qut to Pollow-Up

321 Propranolol 4 4 Adverse Reaction - Patigue

352 Propranolol 8 6 Adverse Reaction - Gastro-
intestinal

is3 Propranclold k) 3 Routine Surgery (vaginal)

356 Propranolol 8 7 Adverse Reaction - Fatigue

invalid

109* PN 200-110 N/A N/A Non-qualifying blood presscre
during washout (diastolic
bp <95 m Hg at Week ~1)

308 PN 200-110 N/A N/A Non-qualifying blood pressure

: during washout (mean
diastolic bp 94 nx Hg at
Weex =2)

319 PN 200~-110 WA N/A Non-compliant - less than 80%
medications taken during
sctive treatment

323 PN 200-110 N/A N/A Non-palifying blood pressure
during washout (mean
diastolic bp <55 mm Hg
at Week -t}

mn Propranolol 1 WA Adverss heaction - Broncho-
spass. Did not take doss
of study medication the
day of visit.
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TABLE S

PN 200-110 STUDY NO. 304

NUMBER (¥ PATIBNTS BY EPFICACY ANALYSES CLASSIFICATION

™ 200-110 Propranolol ey
Investigator S N - - TOPAL
valid | partially | zovalit | valid | partially | ravalid | valid | mactially | xavalia
velid valid valia
A 13 0 1 1" 3 0 24 3 1 28
B 13 3 0 i 3 D 24 6 0 3
¢ n H 3 9 5 ! 24 7 4 3t
TO0TAL 37 5 4 | 1§ 1 64 16 5 89
3
&
N

0Leco




TABLE 7

™ 200-110 STUDY NO. 304

AVERAGE DAILY DOSE (mg) BY STUDY WEEK PD# VALID PATIENTS

0271

Treatment Week 1 | Week 2 | Week 3 | Week 4 | Week 5 | Week 6 |iWeek 7 | Week 8 | Week 9 | Week 10
N 200-110
N 37 36t 37 37 37 37 36+ 37 37 36t
Mean 4.9 4.9 8.3 8.8 10.3 10.7 12.0 11.8 11.8 11.8
s.D. 0.45 0.39 2.43 2.43 3.68 3.92 5.22 5.13 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 1.4 4.4 17.5 18.9 27.5 2.0 20.0 20.0
Propranolol
N -3 N 31 3] 3 3 K} 31 3 31
Mean 118.5 121.9 195.2 197.4 255.2 271.0 332.8 326.3 337.7 329.5
s.D. 6.98 11.84 79.05 61.98 | 106.83 } 102.57 ) |144.82 | 142.16 | 149.97 | 145.94
Min 102.9 110.0 100.0 102.9 105.0 102.9 111.4 111.4 111.4 97.5
Max 137.1 180.0 480.0 308.6 531.4 411.4 1480.0 480.0 574.3 480.0

¢2870-'0

tpatient 0. 312 failed to return the medication bottles for Weeks 2/ 7 and 10 sn his average daily dose
could not be determined for these time periods.




