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CITIZEN PETITION

The undersigned submits this petition under 21

to request the Commissioner of Food and Drugs to
administrative record in the Over-the-Counter

ew of Weight Control Drug Products (Docket No.

to accept the enclosed materials relating to the
completed study conducted at Johns Hopkins
Y Medical School.

A, Action requested

The undersigned respectfully requests that the

administrative record be opened to permit the enclosed

materials
Review.

in the pr

to be considered in the referenced OTC Drug

B. Statement of grounds

The grounds on which petitioner relies are that,
eamble to the Advance Notice of Proposed

Rulemaking in the referenced OTC Drug Review (47 Fed. Regq.
8466 et seq., February 25, 1982), the Commissioner
requested further studies regarding the safety of
phenylpropanolamine hydrochloride for use in weight
control products. The enclosed materials summarize such a

study, ar
OTC Drug

e therefore highly significant to the agency's
Review, and should be considered in that review

at the earliest possible time.
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C. Certification

The undersigned certifies that, to the best
knowledge and belief of the undersigned, this petition
includes all information and views on which the petition
relies, and that it includes representative data and
information known to the petitioner which are unfavorable

to the petition.
Cosona, PL.

Stebhen KurzmaQ,/P.C.

Nixon, Hargrave, Devans
& Doyle

Suite 1200

1090 Vermont Avenue, N.W.

Washington, D. C. 20005
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ABSTRACT

Fifty-nine (59) healthy normotensive volunteers (mean age = 25.5)
participated in a double blind, placebo controlled crossover evaluation of the
effects of a 75 mg sustained release dosage form of phenylpropanolamine HC1 on
blood pressure, pulse, and mood. Each subject participated in two
experimental sessions, one under placebo and the other under the active drug
treatment. Order of exposufe to treatment conditions was randomly determined.

Measurements of blood pressure (sitting, standing, and supine), pulse, and
subjective drug effect ("mood") were obtained 9 times during the session - at
baseline (prior to drug administration) and at 1/2 hr, 1 hr, 2 hr, 4 hr, 6 hr,
8 hr, 10 hr, and 12 hr post-initial dosing.

Mixed design analysis of variance revealed no statistically significant

main effects for drug treatment on -measure of pulse or mood. Nearly all

blood pressure measures (the_ standing systolic measure was an exception)
showed statistically reliable - but clinically insignificant - differences
between placebo and the active drug condition. . In all cases, the‘mean blood
pressure was slightly . higher under the active drug treatment. The magnitude
of this effect, however, was extremely small (the mean differences ranged
between .83 and 3.37 mm Hg). ]

As anticipated, most measures showed main effects fof time of day
(circadian effects), indicating that the subjects' physiological and
subjective state changed over the course of the session. These changes were,
however, generally independent of the drug treatment condition. This study
suggests that the 75 mg sustained release dosage form of phenylpropanolamine

has minimal - and clinically insignificant - effects on the blood pressure,

pulse, or mood of normotensive individuals.
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An Evaluation of the Acute Effects
of Phenylpropanolamine in Normal Volunteers:

(Crossover Design)

INTRODUCTION
Phenylpropanolamine hydrochloride (PPA) is a synthetic compound with
actions similar to ephedrine. However, PPA is generally believed to produce
Jess CNS stimulation than ephedrine. PPA is currently marketed over-the-
counter (OTC) in the United States in both as a nasal ‘decorgestant and as a
weight control aid. Recently the FDA and others have raised questions about

the safety and appropriateness of OTC availability of PPA (Federal Register,

Vol. 47, No. 39, 1982; Horowitz, 1980; Dietz, 1981; Lancet, 1982). In their
publication, the agency requested adqitiona1 information on the effects of PPA
on a varfety of safety parameters including blood pressure, pulse, and se1f;
reported side effects. In the present report, crossover experimental design
was used to compare the effects of 75 mg sustained release PPA with placebo on
these parameters. Fifty-nine normotensive adults were studied over a time
course of 12 hours. .
OBJECTIVE AND RATIONALE

This study was designed to extend previous research conducted in our
laboratory (Funderburk et al., 1982). 1In that investigation, 150 normotensive
adults participated in a study comparing the effects of two dosage“forms of
PPA (25 mg t.i.d., 75 mg sustained release) with placebo. No significant main
éffects_ for drug treatment were found on any of the measures of blood

pressure, pulse, or mood. Although the re1ative1y large sample size in that
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study provided considerable sfatistica1 power, it wa§ believed that an even
more sensitive comparison would be afforded by a crossover study in which each
subject would serve as his own control.

Several stpdies have investigated the acute effects of PPA in normal

subjects (e.g., Silverman et al., 1980; Hoebel, 1982). However, these studies

- have generally involved rather small subject samples and have, therefore, had

relatively low statistical power. The recent study in our laboratory,
however, (Funderburk et al., 1982) which employed 150 subjects in a parallel
groups design provided a rather powerful test of the effects of PPA on normal
subjects. The present study, using a crossover design, was implemented to
provide an even more powerful evaluation of PPA effects in a large group of

normal volunteers.

INVESTIGATIVE METHODS

Subjects

Subjects were 59 normal volunteers (both male and female, mean age =
25.5). The study population consisted pf 33 caucasians, 25 blacks, and 1
American Indian. A1l had given informed consent and had been screened to meet
the following criteria:

a. between 18-55 years of age

b. -no current use of medications which would compromise the validity of

the evaluation of the test products

c.A no physical confraindications to consumption of PPA at the dose leéels

used in this study

d. no history of severe emotional disturbance, chronic alcoholism, or

drug abuse
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e. evidence that the subject would participate in the research and be
cooperative

f. good general health based on a medical history interview conducted
within one month of the study start and a recent physical examination

g. female subjects certified that they were not pregnant or nursing a
baby for the duration of the protocol.

Design and Procedure

Subjects were randomly assigned to one of two treatment sequences. One
group (n = 30) received the placebo treatment on their first testing occasion
and the 75 mg sustained release treatment on the second testing session. This
order of treatment was reversed for subjects in the other group (n = 29). The

two treatment sessions were always separated by at least one washout day to

minimize any possible treatment carryover effects. The basic investigative
procedures followed for each subject are detailed below.

1. General Procedures

a. Subject control. Subjects were instructed to be free of all

medications for the week prior to the first administration of a test product.
Subjects who had ingested substances whfch compromised the validity of the
study were excluded. Study medications were administered under clinical super-
vision. Subjects remained at the;test facility for the entire testing period
during test days.

b. Meals and food restrictions. On test days subjects were provided

with a choice of standard noontime meals. Foods containing xanthines (e.g.,

coffee, tea, cola) were not permitted on study days.
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c. Drug administration. In this investigation a currently marketed

dose of a test product containing PPA (75 mg sustained release PPA) was
compared with placebo. On each test day subjects received three administra-
tions of a test product (either active medication or placebo). Doses were

given at 4 hour intervals (e.g., approximately 8:00 am, 12:00 noon, and 4:00

©pm).

Subjects were randomly assigned to one of two treatment conditions on the
first test day. One group of subjects (Group A) received the 75 mg sustained
release product at their first dosing and ma2ching placebo capsules on
subsequent dosings. The other group (Group B) received placebo at all three
dosings. After at least one washout day, the subjects returned to complete
the second leg of the crossover. During this session, they received the
treatment not administered on the first day. This dosing schedule 1is

illustrated in Table 1.

Table 1
Dosing Schedule
Dose 1 Dose 2 * Dose 3

(approx. 8:00 am) (approx. 12 noon) (approx. 4:00 pm)

Session Group A 75 mg sustained placebo placebo
One Group B placebo placebo placebo
Session  Group A placebo placebo placebo
Two Group B 75 mg sustained placebo placebo




d. Clinical measurements. Measures of blood pressure and pulse were

obtained 9 times during each experimental session: Once prior to initial drug
administration (0 hr) and at 1/2 hr, 1 hr, 2 hr, 4 hr, 6 hr, 8 hr, 10 hr, and
12 hr following initial drug administration. Blood pressure (sitting,

standing, supine) was measured using procedures recommended by the American

- Heart Association (Kirkendall et al., 1980). Clinical measures of subjective

state were obtained using analogue ratings of drug effects. These measures
were supplemented by subjective reports of subjects and the observations of
research staff. ,
2. Design
This study may be viewed as a 2(drug treatment conditions) x 2(orders
of treatment administration) x 9(measurement occasions) mixed design. Mixed
design analysis of variance procedures were used to evaluate data from this
component of the investigation. Séparate analyses were conducted for each of
the dependent variables. Factors in the analysis were drug treatment condition
(75 mg sustained release vs. placebo), order of treatment administration
(active drug first vs. placebo treatment first), and measurement occasion (0
hr, 1/2 hr, etc.). Order of treatment administration was a between groups
factor while drug treatment and measurement occasion were within subject
factors. For all tests involving repeated measures factors, a conservative F
test was used in evaluating statistical signiffcance (see, e.g., Geisser &
Greenhouse, 1958). '
| RESULTS
Specific results of the analysis of variance for each of the variables

studied are summarized below.




Pulse tended to increase slightly over the session showing a peak at
approximately 6 hours post-dosing ‘(f_ = 9.45, p < .01). This effect occurred
under both drug treatment conditioﬁs. No main effect for drug treatment was
identified. No other main effects or interactions were identified. |

Standing systolic b1odd pressure was relatively stable for subjects in both

. drug treatment groups. No main effects or interactions were identified.

Standing diastolic blood pressure tended to be slightly higher under the

active drug treatment than under placebo. Although this effect was
statistically reliable (F = 7.41, p < .01), the overall magnitude of the effect
was small (mean difference between treatments = 2.26 mm Hg). Under both
treatment conditions, standing diastolic blood pressure tended to show peaks at
4 and 12 hours post-initial dosing (F = 6.81, p < .01).

Sitting systolic blood pressure tended to be slightly higher under the

active drug treatment than under placebo (F = 4.46, p < .05). The mean
difference between treatments was 2.09 mm Hg. No other main effects or
interactions were identified.

Sitting diastolic blood pressure tended to -peak at 4 and 12 hours

post-initial dosing under both treatment conditions (F = 5.26, p < .05).
Overall, sitting diastolic blood pressure tended to be higher under the active
drug treatment than under placebo (F = 11.28, p < .01). The mean difference
between treatments was 2.75 mm Hg. No other main effects of interactions were
identified. |

Supine systolic blood pressure tended to peak at 4 and 12 hours

post-initial dosing under both treatment conditions (F = 7.33, p < .01). The

peak effect at 4 hours was most evident for subjects under the active drug
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treatment (resulting in a drug x time interaction, F = 4.10, p < .05).
Overall, supine systoh‘c‘lﬂood pressure tended to be higher under the active
drug treatment than under placebo (F = 7.35, P < .01). The mean difference
between treatmenfé was 2.52 mm Hg. No other main effects or interactions were
identified.

Supine diastolic blood pressure tended to peak at 4 and 12 hours post-

fnitial dosing under both treatment conditions (F = 6.22, P < .05). Overall,
supine diastolic blood pressure tended to be higher under the active drug
treatment than under placebo (F = 11.91, P < .01). The mean difference between
treatments was 3.37 mm Hg. The time course of this drug effect was slightly
different for the two treatment orders (4.15, p < .05). No other main effects
or interactions were identified.

Subjective measures of drug effect and mood revealed no significant

differences between the drug treaﬁnent co.ndit'ions on any of the measures
studied (rating of "drug effect," rating of "fee'ling.good," rating of "feeling
bad," and rating of "drug 1iking"). Ratings of "drug effect" tended to peak at
approximately 6 hours post-initial dosing under both treatment groups. No
other main effects or interactions were identified for any (;f the subjective
measures.

Summary tables of means, standard deviations, and analysis of variance
results for each variable studiéd are presented in thé Appendix to this report.
. DISCUSSION |

The present Stud_y evaluated the acute effects of a 75 mg sustained release
dosage form of. phenylpropanolamine in comparison with placebo. A crossover

design, in which each subject served as his own control, was used. Measures of
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drug effect on blood pressure (sitting, standing, and supine), pulse, and
subjective state ("mood") were obtained over a 12-hour testing period.

As in our previously reported study (Funderburk et al., 1982), overall
differences between phenylpropanolamine and placebo on measures of blood

pressure were very small. In the present study, however, statistically

- reliable differences between the active drug and placebo were identified. This

result can be attributed to the increased statistical power of the present
design. As compared with our previous investigation, the present study had
both a .larger sample size per group (n = 59 vs. n = 50) as well as a lower
overall error variance (a result of using each subject as his own control).
Both of these features of the design served to increase statistical power.
Under such conditions, it is quite possible to identify statistically reliable
effects which are clinically trivial (see, e.g., Cohen, 1969). In the present

study, for example, mean blood pressure differences between drug treatment

,conditons ranged from .83 mm Hg (standing systolic) to 3.37 mm Hg (supine

diastolic) with an average overall difference of less than 2 mm Hg. Obviously,
such small overall effects are not regarded as clinically significant.

As expected, statistically significant differences in blood pressure were
generally found over the course of the daily session. This finding is
consistent with the literature on circadian variation of blood pressure (see,
e.g., Bock & Kreuzenbeck, 1966; 'Mi'l‘lar-Cra'ig et al., 1978; Richardson et al.,
1964; Rose, 1980). Drug treatment did not appear to affect these normal
circadian variations. This result is consistent with our previous report.

The present study also replicated our previous investigation with respect

to subjective drug effects. Overall our analysis failed to reveal any
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systematic differences between the drug treatments on subjective ratings of
drug effect or drug liking. The effect of the active drug was not rated a§ any
better or any worse than that of the placebo. Somewhat less circadian
variability in subjective effect was observed in fhis study as compared wit"r;
our previous ‘iﬁvestigation.

Overall, the results of the present study are quite compatible with the
results presented in our previous report. Although statistically reliable

effects on blood pressure were noted for the 75 mg sustained release dosage

form of phenylpropanolamine, these effects were extremely small and were not

considered clinically relevant. Likewise, no adverse effects were ncted on

pulse or subjective state.
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APPENDIX

Key:

ORDER -OF DRUG ADMINISTRATION (A = 75M6 SUSTAINED RELEASE
ON FIRST sss5109 PLACEBO ON SESSION TWO; PR = PLACERO ON
FIRST SESSION, /5MG SUSTAINED RELEASE ON SESSION TWO.)

D
n

D = Dose ADMINISTERED, 1 = 75MG SUSTAINED RELEASE, 2 = PLACERO.

: ZI OF M ASUREMENT (l’BASELINE, 2=30 MINUTES, 3=1HOUR,
,1» =2HOUR, 5=4 HOUR, b= =bHOUR, /=2HOUR, 8=10 HOUR, 9=12 HOUR).
A\

FOR EACH VARIABLE STUDIED, MEANS AND STANDARD DEVIATIONS AT EACH ~
MEASUREMENT OCCASION ARE PRESENTED IN ONE TABLE, WHILE ANALYSIS OF
VARIANCE RESULTS ARE PRESENTED IN ANOTHER. A CONSERVATIVE F-TEST
WAS USED TO EVALUATE THE RESULTS OF ALL FACTORS INVOLVING REPEATED
MEASURES.,
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VAR1ABLE 1:

PuLse
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VaRIABLE 1: PuLSE
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‘VARIABLE 2:

STANDING SYSTOLIC BLOOD PRESSURE
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VARIABLE 2: STANDING SysToLIC PLoob PRESSURE
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ANOLYSIS OF VARLAHGE FOR  1-8T DEFEMODENT VARIABLE - STEFG0  STEPSG  STEPSI0- STEFSL0  STBFS40 STurSLy
- ' STEFG12 _ STRES0? STEPSS2  GVHESX? STRFE2D  SIRFSAY
‘ STHFSEL?  STHFS1Y .
_ SOURCE SUM OF DEGREES OF ME AN F FROE. F
SQUARES FREEDOM SQUARE EYCEENED
ME AN 10714912,12500 1 10714912,12500 3391, 79140 000
0 1910.75977 1 1910.75977 60485 cAAL
ERROR 180067,07422 &7 3159, 07147
o I 186.,04907 1 186.,04907 563842 T aou
1o 101,60474 1 101.,60474 . 34865 VG 7
ERROR 14611.08716 57 991,42258
T 1714.5322% 8 214,316%3 2L H7YNBY L 00
mn 730951590 8 101.19324 1.35786 V215
FRROR 33982.,88379 256 7A 52367 .
nT 1572,67187 8 196, 58398 2,77558 Lot
uTo 669,11621 8 83.63953 1,18091 YT
ERROR 32296,80640 Abé 70.82633



S
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VARIABLE 3: STANDING DIASTOLIC BLOOD PRESSURE

V1A voCumMmeNTSING, 1)

’~

43

N CELL MEAMNS FOR 1-S7 LEPEMNDENT VARIAELE

45}

o MARGTHAL

Ly ORDEK = A 3 '

) NOSE TIME . -

~1 STEFDO 1 1 68,.34483 &5 .60000 t6.7A915 !

50 STRFUS 1 2 67.17241 65.26667 646.20239 |

s STEFD10 1 3 67.,10345 ER.24333 64.62712 |

53 STEFD20 1 4 &7.24138 63.00000 65.056475 ’

s STEFDAO 1 S 67.10235 67.13333 67.11864

S STRFED&O 1 A $3.0344% LD BAELT 62.94%15 _}

'j STEFDED 1 7 B EETES é4.00000 61.28983 3

. STRFIDC 1 ) &2.04897 82.26867 62.,1£949 -

" “ STEFDID 1% 65,0348 &7.60000 44,3382 _
STEFLOZ 2 1 62.2548% 63.40000 82.9E£205
STEFDNS2 2 2 1.58621 64.13333 2.88138
STEFNX2 2 3 $1.48275 64.60000 63.08780
STREN22 2 A L0, AEOLS LA DLELTD £ S A2

( STRFD42 2 ] $1.10345 63.66667 62.40678
STEFDG62 2 6 2,759862 &1.13333 &1.95220
STRFI:G2 2 7 61.17241 $59.20000 60,1549
STEFDC?2 2 8 62.A8276 é1.00000 &1.728E1

L CTOETII S - o L5 3720214 L8, 53233 LL.SL744

. 5

2 HARGINAL 63.58012 4. 67222 63.630€8

3

g COUNT 29 30 ss

3

¢ CTAauNART TFUIATINHNS FOf 1-CS7T UEPFENDENT UnsRTALLE

’ :

. ORDER = A B

’ DOSE TIME

o STEFQO 1 1 12,0444 10.297¢4

" STursS 1 2 11.83340 11.57244

13, CTHFTI10 1 3 $.207%5 12,77304

*q STRFLI20Q 1 4 11.55624 11.67077

& STEFDA0 1 S 11.10452 12.,04515S

s STRFN&O 1 A 10.28407 13,0441°

ol STRFLSO 1 7 -11.57924 13.84645

[ STEFIC 1 8 10.30233 11.71775

e SIRFNY2 1 o 1. 08873 10 . 75423

" STRFLO2 2 1 6.63473 12.19836

“i STEFDS2 2 2 7.159060 13.26581

2 STREFLYD 2 2 R,10917 _  13.,56418

o STEFD22 -2 4 7.86086 12.68975

=2 STEFIN42 2 5 $.08L453 *12.83404

= STEED&D 2 é ?.821835 14.390A5

i STrHLE2 2 % §.R¢FR3 13,5707

s STEEDCZ2 2 & 11.35%77 1%4.27720

= STEFDI2 ey k4 R A 14,3005

i:tl

»,

i.mi -
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VARIABLE 3: STANDING DIASTOLIC BLOOD PRESSURE

ANALYS1S UF UARKIANGE FOR

1-5T DEFENDENT YARIAULE - STEFNO  STEFNG  STEEDLO |, STEPD2ZD  STEFDA0  STEP L)
STREDL?  STEFDO2  STEPDSZ 'STRFDX2  STRRFLZ2  STBFUAY
STREUC? STREDLR : : .
SOURCE . SUM OF IEGREES OF ME &N F FROR. F
. : SQUARES FREEDOM SQUARE EXCEEILD ..
MEAN 4298587 .56250 1 A2PRSB7 56250 2063,06299 L GO0
L 0 < 1.87695 1 1,87695 L 00125 V97D
ERROR : B5579.49707 57 1501 ,3944€
I 1365,91699 1 1365.91699 7.,47812 L0l
m T 142,01892 1 142, 01892 77754 L1682
ERKOR . '10411.33936 57 182.565508
1 2382.68311 8 297 83039 6.81190 L000
T 248,39038 8 29,79880 68154 .708
ERROR 19937.59351 A56 42,72279
o 501 ,55347 8 $5.,19418 1,45187 RPE:
TRg0 1593, 756H4 8 199,21960 4,42661 (e
ERKOR 20476,01172 156 44,90353
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"VARIABLE 4:

SITTING SYSTOLIC BLOOD PRESSURE

4 CELL mEANS FOR 1-ST DEFEMDENT VARIGELE
&7 .
L - MARGTHAL
‘ﬁ ORDER = A K
s LOSE TIME
* S1EFES 1 1 i0L. 82759 109.04687 107, 94610 _
3 SIBFSS 1 2 106.8565% 107.3333% 107.118&4
3 STEFS10 1 2 107.82759 108.03233 107.94220 |
P SIEFSZO 1 4 107.51724 107.846467  107.4%491 T '
* “I1kFS40 1 5 111.5B621 110.46467 111.016%5 :
" S1EFE40 1 6 110.62069 110.13334% 110.37288
d “IHESRO 1 7 107.17241 110, 54333 108.6R8126 .
s SIEFSC . 1 4 1US5.44828 = 109.26607 107.36963
“YTEFE12- 1 2 105.51724 111.,466647 10854287
S RFEGD 3 .1*\~+a«<ﬁsch GétdA—-107.7627
, CIRHESS S 2 102.344R82 " 105,8£0000 100\,:101 4£9. _
S1RF5%2 2 5 104,90553 105.332344% 105.464407
S1EF&EZ2 2 4 101.86207 105.,933323 3.93220
SIMFE4R 2 5 101.10346% 108.13333% 102.65102
S1LFS&2 2 & 107.51724 110.66667 109,.11E864
STHECSED 2 7 104,22554 108, 333%% 1072.32203
a SIRFSC2 2 B 106.00000 107.55333 106.77546
: S1KFS12 | 9 108,00000 111.60000 109.830351
3
. MAaRGINAL 106.3%716 108.462148 107.50377
]
. COHNT 209 z0 59 o
7
. ETHNDARD DEVIATIONS FOR 1-ST DEFERDENT VARIAELE
. .
o ORDER = f R
" DOSE TIME ) N
12 SIEFSO 1 1 11.96233 1$.,45108
" SIEFSS 1 2 12.54234 15.76592
O SIKFS10 1 3 12.53961 14.49807
"l S1EFS20 1 4 ‘11 1 S54584 15.25809 _
B SIEFS40 1 S 15.77864 12.51208
7 S1LFS60 1 6 14.519382 12.74615
P SIRPSED 1 v 14 . 5AR79 120, 44140 .
" STRFSC 1 8 14433175 13.57034
W SIEFS12 1 9 17.42457 13.55381
P STIRES0D 2 1 12,752460 15.77349 .
22 SIEFSS2 2 2 13.431&9 13,92938
23 SIEFSX2 -2 3 .80759 14.11610
24 SIEESDD 2 A 10.47:5° 15.82086 L
s SIEFSa2 z 5 11.0:4310 15.87544 '
2 SIRFSes 2 6 1550737 8.27977
< STRESRZ o 7 13 28505 17.41251 _ _
2t S RFSCE 2 8 19.3%0543 1%.81517 i
=2 STEFSV 2 2 9 184.442C0 15.41517
3
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VARIABLE U4: SITTING sysToLIC RLooD PRESSURE

— T . a— S— —

‘
-

__ANALYSTIS OF UMR‘IAHCE FOR 1-8T DEFENDEMT YARIARSLE - SIRFS0 SIRFGYG  SIEBFS10 SIBF;S.'\-N) SIRFSAN  STukSan
: ‘ STEFGE12  SIKRFE02  SIEPSH2  SIEFSA2  SIEPH22 GlkpuY
SIBFSLY  SIWRFS12 ’

SOUKCE ' SUM OF VEGREES OF MEAN F FRUR, F -
SUVARES FREEDON SQUARE EXLEENED
M AN TrIEsEIT I7500 1 IP2EN69,. 37560 YAV AR P T
0 . 1397.16016 1 1397.16016 V59820 v 444
FRROR 134250,77930 57 2355.27682
n ~ _ 1165.89600 , 1 1165.,87400 4,46456 ' 039
' uo ' : 113,91113 1 113.91113 42620 512
EKROK 1angs, 2842y 57 261.14446
I ] ' '1818,73779 B 227.34222 2,999H0 003
9 453,229 8 54729885 M XX X017 Ay 3 [
ERROR 3AS5B. 37246 A%6 75.78490
ot 1483,18066 8 185.64758 2.85498 DY)
oTo ' TOSN9,33496 B 69,9167 1.07518 o379
i OR 294%2.,.94649% L 450028721 ' ——
‘ :

 — 4 @ — — — . o — 4§ o
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VARIABLE 5: SITTING DIASTOLIC BLOOD PRESSURE

CELL MEANS

F

UR

1-57 DEFERDENT VARIAEBLE

ORUER =
DOSE TINKE

é

MARGIHNAL

s SIEFDO 1 1 66.75862 6B 460000 &7 .69491

52 SILFDS 1 ? 48.,06896 ¢8.1233% 68.10169

.4 S1EFDL0 1 3 69.17241 &Y .50000 &9 . 33EYS

=1 SIRFD20 1 4 70.45965 69.20000 £%7.93220

" S1EFDA0 1 5 71.65517 71.334332 71,49152

o SIEFLIAO 1 I3 63.86207 b6.604667 65.28214

Nl S1EFNSO 1 7 54.14793 66.93333 45 . 55932 _
S1HFIC 1 ) 64 .982764 65.40000 64.,94915
SIEFDI 2D 1 s £6.55172  69.00000 67.79661
SIEFDO2 2 1 63.93103% 63.08567 &6, 03390
CIRErUsS2 e > LA 0L LL _A2MNODD LG AQ41 5D

([ S1EBFDX2 2 3 46441379 65.53333 66.16949
SIBRFD22 2 4 6%.58621 66.63233 65.13559
S1RFD42 2 5 65.44824 64.,86667 £4.,94915
S1RFDE2 2 é 64.48276 63.00000 64.72881

\. Sivplia? z wi AZ, 84007 LT 20000 £3,52547 _

f SIEFDIC2 2 8 £3.72214 £3.20000 63.45763

; SIBFDI27ZL 2 9  67.1034% 66.80000 66.94915

3

d MARGINAL 66.,03831 £6.75259 66.,421E5

3

. COUMT 20 0 59

? .

g STaNDIARD NEVIATIONS FOR - 1-ST DEFENDERT VARIAKLE

[ ]

o ORLER = A K

" LOSE TIME

12 SIEFDO 1 1 7.73515 10.29429

' SIEFDS 1 2 10.61647 11.25848

-1 SIEFDR1O 1 "3 8.28970 9.78651

's SIRFNZO 1. 4 11,01007 11.5C144

e SIEFD40/ 1- 5 11.84506 9.94236

7 . SIEBFDGO 1 6 10.55504 10.69106

e, SIEETRO 1 i 1%.58499 11, A5SR4

'ﬁ SIEFDC 1 8 11.00201 8.32363

i SIEFDI2O - % g 11.73391 9.52311

i SIREFDO2 2 1 2.90398 Q. 49154

| STEFDS2 2 z 8.33947 11.00909
SIEFDIX2 2 3 7.335639 9.98597

24 SIEFND2D 2 A 2. 24R3IR 12,45%R14

& SIEFN42 2 5 9.03795% 10.55046

3y STHFDa2 2 é 10.9495%5 12.56%46

27 CILENIED 2 7 $.85406 9. 576413 .

o SIHFDCZ 2 £ ©.42222 ©,415362

o SIEFINZ?. 2 / ¥.20088 11.16151




)

VARIABLE 5:

~ )

S1TTING D1AsTOLIC PLOOD PRESSURE

ANALYSYS OF VARIAMCE FOR® 1=ST OEFEMDENT VYARIABLE - SIBFNO__ SIBFRG  SIRFNIO SIRFD20 SYRENAO SIHFI&O
GIRFD12 SIEFDO2  S1EPDS2  STEPDX2  GIRF02D S1BERLAY
SIRFLC?  SIKFD1Z
SOURCE SUM OF DEGREES OF MEAN F FROK, F
SUUARES FREEDOM SQUARE EXCEENED
hEAN 4683147.75000 1 AKRELAY 745000 500% . 32391 Lovo
1] 151.00928 1 1531.,00928 v 16140 cHBY
ERROR 53331,09814 57 935,63%30 e
D L 1993,95837 1 1993,95837 11.28782 001
1o 22,13171 1 22,1174 L1959 YA
ERROR 10066.,87134 57 176.645686
T 2315.,44312 8 289,21039 5.26077 « 000
10 041,17725 a 30.147164 L 54796 L8220
ERKROR 25087.64160 A%56 55.01676
ar 808,12109 8 - 101,01514 2,21541 L0225
uo 485 ,22564 B 60.6%448 1,33024 (226
ERRAR AO7920 , 05859 A54 45 594642 -
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VARIABLE b:

&

" CELL MEANS FOR

SusPINE SysToLic BLooD PRESSURE

1-ST LEFENDENT MARTAELE

HORGINAL

ay!

SUEFE0

ORDER =
IOSE TIME -

A

167,58621

¥

114.80000

111.2%424

SULFSS
CUEFS10
SUHFEZ0

110.8%9645
111.5R621
112.20499

113.133%4%
114.98667
115.285867

112.03390
113.30508
112.76271

3§

SURPS40
SURFSL0D
SURPSRO

1319.91724
115.37%%1
10R. AEGAS

119.40000
119.133%4%
117.33333

119.00932
117.28814
3112,.08475

SULFEC

SUEFE127

111.63448
111.51724

117.3333%

114,23729

119,33333 115, 49152

AV N B ORI %) "J.\JL‘#"‘H‘-‘HHH‘H

cohlhowvsdwl=lorloaruls v

- E i)
SUEFRS1I20O A

19.0733%

SURFS(2 S109.21034 111.50867  110.41017
SUBRSSD 100, 27584 110.232333 169.27119
( SURFSX2 107.72414 110406867  108.91525
SURFE22 108.0EBF6 111.94e67  110.05085
SUEFS42 107.79310 112.86667 110.37238
SUEFSER 111.65517 118,46667  115.11864
SURFESD 111.51724  116.40000  114.00000
' SURFSC2 2 111.31034 112,80000  112.0&780
: SUBFS120m 2 114,.94552 119.00000  117,01695
3
‘ MARGINAL  111.05747  315.25370 113.19115
s
¢ _LCONNT 29 20 €0
k4
‘ STANDARD DEVIATIONS FOR 1-ST DFFEMDENT VARIAELE
*
po OKDER = A o - i
3 DOSE TIME
& SHEFSO 1 1 11.17880 18,75%5A5 ‘
& SUEFSS 1 2 11.73013 15.10134 '
e SUEFE10 1 3 12.50576 14.53252
"L SURES20 1 4 13.39877 15,78975
uk SUEFS40 1 5 17.57153 20.24548
¥ SURFSE0 1 6 14.13308 14.75953
e SUEPERO 1 2 1%.67317 19.437£4 ;
" SUEFESC 1 8  12.97933 20.18079 - !
. SUERFS129 1 9 14.421E9 14.38209— |
! SIIRESOD - 1 12.79691 s om8a A
SUEFS52 2 2 9.20251 14.965%0
SURFSXZ 2 3 13.935630 11.24625 °
SUEFS22 2 A 1242673 16,7045
il SUEFS42 z 5 15.97524 13.57161
¥ SUEFSSD 2 6 12.32503 14.71315
7 SURFEE2 2 7 12.00780 12,5070 N
o SUEBFSC2 2 & 12,350517 14.55169
2 g 11,5835




)

.

Var1aBLE 6: SupINE SysToLic BLoop PRESSURE

o e enb———

ANALYHLS OF VARIANUCE FOR  1-8T DEFEMDENT YARIARLE -~ SURFSQ SURFPSY SURPS LY

\ SURFS20  SHRESA0  SIBFGAC
: SUFFEL12  SUEFS02  GURFSG2  SUBFSYX2 SUBFS22 SUEFSAR
.. SUBFSC?  SUBPS12 | :
SOURCE SUN OF IEGREES OF MEAN F FROE., F
. SOUARES FREEDOH SQUAKE EXCLEDED
NEAN 13594134,50000 1 13594134.50000 556455609 000 -
0 4673,67969 1 A673,467969 1,91310 172
— . ERROR 139250,22070 57 2442, 9HAL3 o
[]
] L 1660,84766 1 1660.84764 7.35186 ., 009
no 73,00623 1 73.00623 V3UALY L5722
ERROR 12876,78149 57 A5, 0845
Y 4603.,22559 8 §75,A0320 7.32561 L 000
n SOHOH R8037 11 ZA.1100% ! JEYARPR L1480
L HROR I5817.34424 Atib 78.54681
nT 2434,13330 8 301.26666 24.09794 L QD
“pTo 733.,43262 8 91.47908 1,2%476 V377
ERIOR ABYSI ALNR e ASE 73 4040 R




IATA DOCUMENTI/INC. 1}

VARIABLE /:

SupINE DiasToL1ic BLoob PRESSURE

ss CELL ME&#S FUOR  1-ST DEFENDENT YARIAELE
r 147) -
o MARGINAL
e ORUER = @ E
L , DNUSE TIH -
st SUEFLDIO 1 i £4.48376 69.53333 67 -osJ
3 SURFLIS 1 2 49 75662 6793343 U9.8¢o
s3 SUEFL10 1 3 70.82759 ER.AGEET &9 . 6”71”
4 SUEFTI20 1 4 72,4274 70.20000 71.32203
}? SUEFDIA0 1 5 72.206%0 76,13333 74.20339
s SUEFIIED 1 6 8T E56207 72.20600 £8.10169
kl SHEFRED 1 ? £2.31034 70 Z3III3 (6. BR81%6
SURFLUC 1 8 64 .06896 £9 46667 67 .7%661
supeng 20 1 o 6E.B27SY 74.40000 71.15254
SUEFLNO?2 2 1 64 .75662 67.20000 67.28814
ClILE ISR 2 2 LA TAADT L2 OGN0 L4, 101489
6 SUBFTIXD 2 % 66.1375% 69.26867. 67.72881
SUEFD22 2 4 &7 . AAB28 66.40000 6803350
- SiEFDAZ 2 5 §5.58821 65,9233 65.76271
{:t» SUBFDI&2 2 6 64.00000 62.468667 62%.22034
SHREENgS 2 2 L3 _24LDN7 LD, LONNO 4T _NPNTY
' SUEFDC2 2 & £5.17241 62 B&ELT 64,00000
: suErFm2d2 2 9 £9.24138 69.268667 69.25424
3
o MARGINAL £6.90996- 6R.57037 £7.75424
[} 3 .
L COIAT a0 s L~
1
. STANDARD DEVIATIONS FOR 1-ST IEFENDENT VAKIAEBLE
, .
ho ORLER = A E
d DOSE TIME
12, SHERFDO 1 1 11. 71979 . 49241
'ﬁ SUEFDS 1 2 9.62012 10.32551
g SUEFDLO 1 3 10.02165 10.,44768 .
Abet QIIRENID2D 1 A 10,772%02 11.2¢7257
e SUEFLA0 1 5 16.75579 14.12196
7 SURFLD&0 1 6 12.14121 2.84765
e CHRFTOG i 7 10, Q0570 11 . 84224
" SUEBFIC 1 8 12.51834 13.26581
C B SUEFTLi12() 1 9  13,27627 9.32405
" SURFTND 2 1 9, 37604 10.05294
. SURFNS2 2 2 9.00503 11.65421
C p SUEFDIIX2 2 3 12.51206 9.49022
24 SUERL22 2 A R.724%13 11, 1P045
" S1EFD42 2 5 10.34241 9.54877
O B SUREFDGZ 2 6 11.91837 11.26096
g SURFLZ2 2 7 10.70284 9, 15359
SUBFDC2 2 & i0.29541 $.33i%4
C ﬁ SURFL1I2D2. 2 9 5.,05121 15.22009
' o —— - = ——
4
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VARIABLE 7:

)

SupINE Di1AasToLIc PLooD PRESSURE

oy ammmm———n— -~

ANALISES UF UARTAHCE FOR_ 1-8T OEPENDNENT YARTARLE - SURP

1) SUBF NG

SURFNILY

f

SURFN?Q

SUREDNAY  sHrEag

- ' SUBFIN 20 SUEFLO2 52 SUBFDA2  SURFL22  S1RF0A
SUHFIL?  SUKFD1202.
SOURCE SUM OF NEGREES OF HE AN F FROE, F.
SQUARES FREEDOM SQUARE EXCEENED

MEAN 4B71829,68750 1 AR71B2Y . 68750 4952 ,8/7840 L000
0 731,76172 1 7381.76172 74394 V372
ERROR 6067.25195 57 9B 63599 .
1 2992,92041 1 2982,92041 11,91405% 001
1o 388,99243 1 388,99243 1,5%347 210 }
EKKUR 114271,08862 57 250,36997
1 . 3482,98389 8 . 460.,37299 - 6.22211 1000
m AS0 L, HIHA3 k] S2.52483% 227814 2 A2 -
k KROR 33739 ,37 154 Alié 73.98905
0T 13543,68311 8 167.96039 2.85307 L 008
Hro 1955,50977 8 244,42872 4,15217 VGO0
0K DEAAATS480 AS4 S8 8720008 s o e
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VARIABLE 8: SuBJECTIVE RATING oF DRug EFFECT

“ CELL #EANS FOR 1-ST DEFENLENT VARIGHIE
4 7, : .
ae . MERGTINAL
as ORDER = A E
4 . DOSE TIKE . ,
st NRUGEFO 1 1 20450 V584667 .38983
hd DRUGEFS 1 2 3.62069 1.14667 2.3/,288
- LRUGE10 1 2 6.06897 2.23333 4,11864
1 IRUGEZ0 1 4 3.,75842 3,948647 3,24441
e NEUGEA4O 1 5 2.68986 5.20000 3.94610
o tﬁ LRUGESOD 1 6  4.334483 7.63323 6.01695
i NWRUGESO 1 7 4,3279%1% 4.73333 4,55532
. DFUGEC 1 8 1.58421 4.33333 2.58305
: WRUGE12 1 9 1.31034 3.23333 - 2,28014
—_ LRUGEQ?R 2 1 ~+24138 60000 +82373
NENGED 2 2 PLINART 2.03333 2.,.7°e014
([ LRUGX2 2 3 3.03448 3.66667 3.35593
NRUG202 2 4 A,03448 4,83333 4,44048
, LRUG402 2 5 3.58821 3.93333 3.76271
BFUGEO?2 2 é 4.44828 6.16667 §.32203
NEUGRO? ) 7 2.34483 5.03313 I,.71186
g ORUGE2 2 8 1,34483 S.06467 3.44068
2 DRUG122 2 9 1.41379 2.646687 2.05085
. . : .
HARGINAL 2.81992 3.75926 3.29755
‘ COLNTY 20 =0 c0

STANDARD DEVIATIONS FOR 1-S7

DEFENDENT_UQR]hBLE

P ORIER = A E
€ e DOSE TIME
& TRUGEFO 1 1 .77364 1.61210 _
N LRUGEFS 1 -2 9.08851 2.23505
£ NRUGELO 1 3 10,28845 3.470%0
s DPRUGE?Q 1 A 7.45297 2.897¢98
e [RUGE40O 1 5 6.99542 11.282441
( F I'RUGE &0 1 6 8.,35069 12.97606
'8 NEUGERG 1 7 R.44041 10.85932¢
" IRUBET 1 8 2.846004 10.75217"
( DRUGEL2 1 9 - 2,60836 $.84550
! HENGEDD e 1 83045 1. 467332
F DRUGE2 2 2 6.13698 3.49071
C ps DRUGX2 2 3 7.40407 6.39145
I NENG202 2 A 12.39060 7.41426
I ORUGAGD 2 5 12.37947 7.82920
: o PRUG&O2 2 & 12,91£94 §.54%511
P IRUGEOD 2 7 L.oDAeSS 7.92849
D, NRUGC2- 2 ) 5.0. 434 2.20439
30 - IRUG122 2 ° §.0271& 6.14948
N
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VARIABLE 8: SUBJECTIVE PATING OF NRuG FFFECT

e
1“ . . R . . ' : . . . ) \ R
AHALYSTS OF VARIANCE FOR. 1=8T DEPEMUENT VARIARLE - DRUGEFO  DRUGEFY DRUGE20  DRUSEA)  MRUGEAD
DRUGK12 DRUGEO?2 NRUGY2 DRUG202 HBRUGAUL
' NRUGE? DRUGL22
SOURCE SUM OF NEGREES QF MEAN F FROK. F
. - SAUARES FREEDOM SQUARE EXCEEBL D
MEAN 11189,03369 1 11489, 0434 23,68284 OO0 -
0 234,19702 1 1 234,19702 « 48276 + 470
FRROR 27651.88306 57 485,12075
it 10.,84869 1 1 10,84869 L 09310 V755
_ pn C365,R374A0 1 3684740 W 33312 W 5AE
L NROR 5303.31018 57 110.58439
| , 2129,03296 8 266,12912 5, 8050 000
11l £ AAL.7844372 1 292 .59284Q | J 23429 L8
EKKROR 20704.90186 A%6 45,84408
uy 62.37329 8 7.79666 «30461 & T e9464
1o 263,446973 8 32.93472 1.28668 VY
E R 114/1 gn'xr'u. A‘-Zé A 50'-‘;1_}0
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'VARIABLE 9: SUBJECTIVE RATING OF "GoobD” EFFECTs
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&\ c o CELL MEANS FOR 1-ST DEFEMDERT VARIARLE
vy
L MARGT AL |
s ORDER = A R : i
C DOSE TIME ' ?
2 GOODO 1 1 1.10245 2.10000 2.11844
a Go0DS 1 2 5.00000 3.63333 4,20508
s GOON10 1 3 5.37931 4.56000 5.42373
= GOODZO0 1 4 5.27586 5.50000 S.389&3
. GOOL40 1 5 4,58621 4.73323 4.46102
s GGG 1 é - 3.65517 S5.06667 4,37288
) GOONRG 1 7 '3.31034 A.02333 3.67797
GoUIC 1 e 1.34483 "3.66667 2.52542 i
GO0OD120 1 9 1.13793 2.40000 2.28814 i
GoONG?2 2 1. 1.27586 2.00000 1.64407 |
GOnNns o b 2 X 13703 S . 848487 z.50247
([ GOQDK2 2 3 3.13793 4.300C00 3.7:2881
. GOODnZ02 2 4 2.48276 4.30000 3.40678
GODN402 2 5 2.3/931 4,16667 3.28814
GOON&G2 P 6 3.24138 3.06687 3.15254
Gonnaeon? 2 i 2.243103 2,.31=5333 DLESHAD
{ GDOLC2 o) 8 S.17241 3.30000 4,22034
: 5000122 2 -9 L 2.41379 1.50000 1.549315
3 .
a MARGINAL 3.22031 3.66148 3.454€0
3
. COVINT el Z0 59
7 : . .
. STANDARD DEVIATIONS FOR 1-ST DEFERDERT VARIARLE
[ * *
po - ORDER = A R
C DOSE TIME .
12 GOOINO S W 5.19145 11.57092
1 GOODS N 2 10.92180 11.35504
C e GOOD10 1 3. 11.8031% . 11.67594
ps GOGN20 T 10.10247 _13.26585
he GOOULAO 1 5 10.12605 12.93467
(P GOOL&O 1 é 7.31572 12.93467
e, GIOngo 1 A 7 A4 11.4A15¢92
'’ - sooIC 1. 8 L 3.75382  11.59171
Cp BO0NI20 1 "9 [ 2,19290 . 11.4638%
v GONNO?2 ) 1 5L,AT4Y - R,94T53
.g 600052 2 2 7.758652 9.49%13 2
Cp GOONX2 2 3 739075 11.04583 l
: GAND20Z 2 A __5.8102% 10.32957 !
¢ . GOON402 ) 5 6.29293 . 9.44707
g( . GOON&C2 2 6 7.97162 6.17522
: 7 HAO0B80Y 2 7 7.85098 4.,1584644 o
o GA0NC2 2 R 13.98231 6.523%6 o
s ( p GOOD) 22 2 9 7.15%00 2.68778

T

)
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VARIABLE 9: SuUBJECTIVE RATING OF "Goob” EFFECTS

|
t
i
|
i
|

UARTANGE _FOR_ 3-4T1 NEFENDENT YARIABLE ~ GOODY

. GOOD LY

CANALYSYS OF 6OONG GOODZ20__ GUONAY _ GOON&Y
. GOOn120 GOODnoO2 GOODL2 GOONX2 GOVR2AC2 puRnAc
GOODG?  GOONL22
SOURCE SUM OF NEGREES OF HE AN F " FROK. F
SUUARES FREEDOM SQUARE . EXCEENED
HEAN 12643,36963 1 12644, 36563 21.47020 Lo000
{! 34645068 1 56,450468 02508 VAN
ERROR 33566.15137 57 588, 87964 i
n 175.11768 1 175.11768 «33650 V544
Lo 9,35498 1 9.35498 01798 WMBEN
ERROR 29663,04053 57 520,40421
T 842.SHE38 8 105, 32355 . 3.6119% L 000
10 ﬂ").A'}BQB a 11.18044 : 38342 PR 4 -
EKROR 13296 .84363% A% 64 29,15974
nr 28482397 8  35,60300 11,2853% .24y
1n1ro I81.36621 8 47 . 67078 1472104 +0O91
o FREOR ‘14530.75549 AT 27499203
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SuBJECTIVE RATING OF "BAD” EFFECTS

CELL MEANS FOCR

1-51 DEFE#DEGT Uak1RELE

o - MAKRGINAL
‘1 ORDER = A B
5 DOSE TIKE
" EATIO 1 1 .17241 LAL867 .32203
i .
%TE¥1180 RE-EDOT AT 10350ceeee10 HINcooiosoeooos
ul RATIS 1 2 2,44028 1.23333 1.83051
T RALIO 1 3 2.,51724 1.23333 . 1.86441
@ HADNZO 1 4 1.75862 2.70000 2.,23729
- Q RATIAG 1 5 55172 2.00000 1.75661
EADI6O 1 6 1.00000 4.30000 2.67797
HADIB0 1 7 1.48276 4.86667 . 2.20339
RALC 1 8 «93103 2.04867 1.50847
BANI2D i 9 LDSLL 2,901333 1.8720%1 _
([ EADC?2 2 1 1.34483 (55667 .94915
RADSZ 2 2 1.65517 2.50000 2.08475
.  RADX2 2 3 1.85655 5.86667 3.51525
BADZO2 2 -4 1.44828 b.63333 A.0HA7S
R&TA02 2 5 1.58621 4.10000 2.846441
' EADEO2 2 6 1.55172 £.80000 4,22034
: EADEU2 2 7 1.51724 4.90000 3.23729
? RANED 2 £ 2,4482F A.474%33 4, A7ABE
. BADLZ202 2 9 2.44828 2.93333 2.65492
$
. HARGINAL 1. 52400 I,52943 DL,EAAZA ’
? . ‘. .
. COUNT 2¢ - 30 59
’

10

STarbAaRD DEMIATIONS FOR  1-S7T DEFENDENT VARIAELE

& NRUER = & K
' BOSE TInRE e
'1 BADO 1 "1 L&E0172 0 2.02967
s RALS 1 2 7,49780 2.71247
e RALL1O 1 3 7.44322° 2.78770
v EALZO 1 4 5.50392 _&.873%9
s, EALIAO 1 s 1.182€0 8.55R12
W Ralls0 1 6 1.88982 10.00396
y BALE0 1 7 4.162%4 11.05701
! E&DIC 1 8 1.48639 _4.04230
RAD1ZO0 1 9 1.19832 8.42383
3 BADO2 2 1 5.78962 1.81342
RADS2 2 2 5.30£85 S.829A47
y Ealix2 2 3 5.3%420 . 12.08228
& BADZ02 2 ‘4 4.88886 12.146489
2 BATIAD?2 2 5 5.27472 9.56773
2 EALGO2 2 6 4.95368 10.42558
o RADIE02 2 7 - A,92530 ©.33422
2 RaDC?2 2 8 7.34103 12,.32692 _
j Rali1Z02 2 9 7..°884 7.87121 )
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VariABLE 10: SuBJECTIVE RATING OF "BAD” EFFECTS

[y

HNALYS)S OF VARIANCE FOR- - 1-4T DEFENOENT VARIABLE - RADO RADS "RAD1LY RAD20 RATIAY. RADSO
EGTIOD REDS2 EALIY.2 HALZ02  BADAGD
BAN1202
SOURCE SUM OF DEGREES OF MENAN F FROK, F
SQUARES FREEDIOM SUUARE EXCEENED
ME AN 6781.12646 1 6781.12646 18,06776 L0000
0 1066,71753 1 1066,71753 2,842149 c097
ERROR 21391,03198 . 57 375.31615 I
I  406.3B535 1  A06.,58685 - 3.30947 .074
10 C151,26483 1 i151,26A483 1,21131 272
EKROR 700235510 57 123,84833%
T 699:71265 8 87.44408 3.20061 $ 002
0 29, 0554848 ] 71 . 50494 D A1E549 004
ERROR 12461 .238489 A%6é 2732748
nT 202,8%606 8 . 25.3%5451 1,169R2 216
070 3.4%5,47986 8 41,93498 1,93483 L0548

ERIOR

oPge . 20129 AL é

2164262

v
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VArIABLE 11: SuBuecTivE RATING OF “"Druc LikING”

”~
~
.
(\ | CELL MEANS FOR 1-%7 DRFERDENT YGRIGELE -
{ 7 - *
L . : MARGTIMAL
e e ORIER = A K :
" ‘ DOSE TIME
ar LIKEO 1 1 28.93103 31.00000 2Y.9R405
o2 LIRES 1 2 29.58a2 31.10000 30.35553
. LIKE1O0 1 3 29.72414 31.56667 30.66102
s LIKE20 1 4 29.20690 31.50000 30.42373
- LIKE4O 1 5 A0,394E3 29.56667 30,15254
U LIKE&O 1 & - 31.00000 Z8.50000 29.72841
LIKESO 1 Y4 2643049 2H.7 4067 29.67797
LINEC 1 8 28.96552 29.56667 29.27119
LIKE120 1 9 30.94552 2R, 16467 29.54237
LIKEO?2 2 1 29.5310% 2420000 31.08475
LIKESD 2 2 2e ., 92103 e K2 ¢ A S 4 29.,93220
LIKEX2 2 3 29.9310% 23.,40000 29.15254
ILTKEZO02 2 4. 29.94552 27.26667 20.59322
LINEAOZ 2 ) %¥1.03448 29.9333% 30.47458
LIKE602 2 6 32.31034 30.40000 31.33898
k 1 ITEE=G 2 Z <1 . 0488507 N0 ,4°31% N Tas24
(o LINECZ 2 & 32,17241 20.40000 31.3728e8
2 LIKE1Z2 2 9 31.9310% 29.95667 30.52220
3 .
. MARGINAL 30,42337 29.96481 30.19021
$
. COUNT 29 K€1) 52
?
: STANDARD DEVIATIONS FOR 1-ST DEFENDENT VARIARLE
- * . M -
o . ORDER = A R .
. o MOSE TIME
& LIKFEO 1 1 7.7A104 2244
P LIKES 1 2 8.355417 .40258
© e LIKEO 1 73 .. 8.58327 2.32947
. LIKEZOD 1 4 2.,41755 2.94314
LIKE4O 1 & 10.0E987 6.07132
LTIKEGO 1 3 7.82552 7.56922
| TKERG 1 i A,515C9 5. 80527
LIREC 1 8 8.07225 4,.38401
LINEL20 1 ¢ 8.31729 7.84327
LIXEGD 2 1 5 .75a56 S.471434
LIRES?2 2 2 $.76276 6.26943
q LIKEX2 2 3 6.15292 7.38405
z L IRED?OD 2 4 S, 727usg 0,312%57
§ By LIKE402 2 5 $.26718 8.83530
: O LIKE&02 2 & §.23472 12.,85892 ;
: LINEZQ2 2 z 8.30433 10.74488 !
N LIKEC2 2 3 10,0359 13.61186 i
' Ay LIKE122 2 9 $.40713 11.67876 !
\
- . 1
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ANNLYSYS OF YARIANCE FOR 15T DEFENOENT YARIABLE - LIKEO LIKES LIKELO __ LIKE20 _ LIKEAQ _ LIKEAO

‘ LIKE$120 LIKEO?  LIKES2  LIKEX2  LINE202 LIKEAo.
. ' . LIRKEC? LIKEL22
) L]

SOURCE . SUM OF NEGREES OF ME AN . F FRUG, F

_ : SQUARES FREEDOH SQUARE EACEENED

! ’ HE AN 967929.,2031% 1 6792920312 2007.51176 000
, 0 . "H5,81177. 1 5%5.81177 11576 V737
R FRROR | L 27482, 74602% 57 482, 15169
' .
' n 50 23804 1 50, 23604 v 44295 V508
Vo 0 : 82,43018 1 B2, 44018 : L72680 iy
_ ERROR 5464, 69690 57 113.41573

T 4 97.28516 8 - 12.160464 $31094 A
' * mn . ARG . 72457572 3 L£0.092470 153440 e 1920
E © ERKOR 178B33,62622 156 39, LOSHE
' .
; . nr : 450,32056 8 %64.29007 2,01950 - L O
‘_.» nTto 26711157 o 8 33.34895 119788 298
[ EREOR 12710, 21514 ASA 7. 873288 o
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ABSTRACT

One hundred fifty (150) healthy normotensive volunteers (mean age = 25.9)
participated in a double-blind, placebo controlled comparison of the effects
of phenylpropanolamine HCL on blood pressure, pulse, and mood. Two dosage
forms of phenylpropanolamine were studied (75 mg sustained release and 25 mg
t.i.d.) in comparison with placebo. Subjects were randomly assigned to one of
the three drug treatment conditions. Subjects in one group (Group A) received
the 75 mg sustained release dose on their first medication occasion and
placebo capsules on the other two dosi\ng occasions. Subjects in another group

received 25 mg capsules at each medication occasion (Group B). Subjects in

-the other group '(Group C) received placebo at each medication occasion.

Subjects were studied for a 12 hour testing session.

Measurements of blood p}'ess;Jre (sitting, standing, and supine), pulse,
and subjective drug effect ("mood") were obtained 9 times during the session
at baseline (prior to drug administration) and at 1/2 hr, 1 hr, 2 hr, 4 hr, 6
hr, 8 hr, 10 hr, and 12 hr post initial dosing.

Mixed design analysis of variance revealed no main effects for drug
treatment on any of the measures. As expected, all measures showed main
effects for time of day (circadian effects), indicating that subjects' physio4
logical and subjective state- changed over the course of the session. These

changes were not, however, related to the drug treatment condition. ’
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Final Report:
An Evaluation of the Acute Effects of
Phenylpropanolamine in Normal Volunteers:

Parallel Groups Design
INTRODUCTION

Phenylpropanolamine hydrochloridé (PPA) 'is a synthetic compound with

actions similar to ephedrine. However, PPA is generally believed to produce

" less CNS stimulation than ephedrine. PPA is currently marketed over-the-

counter (OTC) in the United States both as a nasal decongestant and as a

weight control aid. Recently FDA and others have raised questions about the
safety and appropriateness of OTC avai]abiiity of PPA (Federal Register, Vol.
47, No. 39, 1982). In their publication, the agency requested additional
information on the effects of PPA on a variety of safety parameters including
blood pressure, pulse, and self-reported side effects. The present project

was designed to provide such information.
OBJECTIVE

The proposed research aimed to provide an objective characterization of
the effects of PPA on various behavioral and physiological parameters over a

12 hour testing session.




N RATIONALE

PPA has been used as an anorexiant for over 40 years and has long been an
ingredient in many over-the-counter cough-cold products (see, e.g., Silverman,

- 1980). Recently, however, some reports have appeared suggesting that PPA--
generally in doses higher than those approved for over-the-counter use in the
United States--may be associated with adverse hypertensive effects or other

amphetamine-like side effects (e.g., Horowitz, 1980; Dietz, 1981).

Silverman et al. (1980) reported no adverse hypertensive effects of a 25 mg
dose of PPA either alcne or in combination with 100 mg of caffeine. Hoebel
(paper in preparation, 1982} noted no adverse hypertensive effects of 150 mg

~ PPA (75 mg b.i.d.) in a group of six normotensive individuals.
\ The present study was undertaken to extend the examination of PPA effects
on blood pressure, pulse, and subjective state in a large, carefu11)

controlled clinical investigation.

INVESTIGATIVE METHODS

Subjects

Subjects were 150 heaithy normal volunteers (mean age = 25.9) (both male
and-fema1e). The siudy population consisted of B3 caucasians, 63 b1$cks; 3
oriénta1s, and 1 American Indian. Approximately 58% of the gubject; were men.
A1 had given informed consent and had been screened to meet the following

criteria:
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a. between 18 and 55 years of age

b. no current use of medications which would compromise the
validity of the evaluation of the test products

c. no physical contraindications to consumption of PPA at
the dose levels used in this study

d. no history of severe emotional disturbance, chronic alcoholism,
or drug abuse

e. evidence that the subject would participate in the research and
be cooperative

f. good general health based on a medical history ihterview
conducted within one month of the study start and a recent
physical examination

g. female subjects certified that they were not pregnant or nursing
a baby for the duration of the study.

Design and Procedure

Subjects were randomly assigned to one of three treatment groups upon
entry into the study. The basic investigative procedures followed for each
subject are detailed below.

1. General Procedures

a. Subject control. Subjects were instructed to be free of all

medications for the week prior to the first administration of a test product.
Subjects who had ingeéted substances which could have compromised the validity
of the study were excluded. Study medications were administered under
clinical supervision. Subjects remained at the test facility for the entire

testing period (approximately 13 hours) on the test day.




\\ b. Meals and food restrictions. On test days subjects were

provided with a choice of standard noontime meals. Foods containing xanthines
(e.g., coffee, tea, cola) were not permitted on study days.

¢c. Drug administration. In this investigation two currently

marketed doses of test products containing PPA (PPA, 25 mg, t.i.d. and 75 mg
sustained release PPA) were being compared with piacebo. On each test day
subjects received three administrations of a test product. Study medications
wefe identical in appearance and were labeled in code so that neither the
investigator nor the subject could know which medication was being
administered. Doses were given at 4 hour intervals (e.g., approximately 8:00
am, 12 noon, and 4:00 pm).

Subjects were randomly assigned to one of three treatment condi-

‘;;\ tions. One group of subjects (Condition A) received the 75 mg sustained

/‘

release product at their first dosing and matching placebo capsules on
subsequent dosings. Another group of subjects (Condition B) received 25 mg
PPA at each of the three dosings. Finally, one group (Condition C) received

placebo at all three dosings. This dosing schedule is illustrated in Table 1.

Table 1
- Dosing Schedule on a Test Day
Dose 1 Dose 2 Dose 3

(approx. 8:00 am) (approx. 12 noon)  (approx. 4:00 pm)

Condition A 75 mg sustained placebo placebo
Condition B 25 mg PPA 25 mg PPA 25 mg PPA
Condition C placebo placebo placebo
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d. Clinical measurements. Measures of blood pressure and pulse

were obtained 9 times during each experimental session: Once prior to initial
drug administration (0 hr) and at 1/2 hr, 1 hr, 2 hr, & hr, 6 hr, 8 hr, 10 hr,
and 12 hr following initial drug ‘administfation. Blood pressure (sitting,
standing, supine) was mea;ured using procedures recommended by the American
Heart Association (Kirkendall et al., 1980). Clinical measures of subjective
state were obtained using visual analogue mood-scales on which subjects
indicated the extent to which they felt a drug effect and their subjective
impression of that dr&g effect. These measures were supplemented by
subjective reports of subjects and the observations of research staff.
2. Design

This study may be viewed as a 3 (drug treatment conditions) x 9
(measurement occasions) mixed design. Mixed design analysis of variance
procedures were used to evaluate data from this component of the study..
Separate analyses were conducted for each of the dependent variables. Factors
in the analysis were drug treatment assignment (Condition A vs B vs C) and
measurement occasion (0 hr, 1/2 hr, »etc.). Treatment assignment was a
between-groups factor while measurement occasion was a within-subjects factor.
For all tests involving repeatéd measures factors, a conservative F test was
used in evaluating statistical significance (see, e.g., Geisser & Greenhouse,

1958).

RESULTS

Specific results of the analysis of variance for each of the variables

studied are summarized below.
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Pulse tended to increase slightly over the course of the session (F =
16.67, p < .01) for 'subjects in all treatment conditions. No main effect for
drug treatment was identified.

Standing systolic blood pressure was generally higher later in the

session (F = 4.34, p < .05) for subjects in all treatment groups. This trend
was more marked for subjects in the placebo group (F = 3.39, p < .05). No

main effect for drug treatment condition was identified. Standing diastolic

blood pressure was generally lowest at 8-10 hours post initial medication for
subjects in all treatment groups (F = 13.80, p < .01). No main effects for
drug treatment was identified.

Sitting systolic blood pressure was generally lowest at 1-4 hours post

medication (F = 4.01, p < .05). Subjects in the 75 mg sustained release
treatment group tended to show decreased sitting systolic blood pressure later

in the session as compared with subjects in the 25 mg t.i.d. or placebo groups

(F = 3.65, p < .05). Sitting diastolic blood pressure was generally lower at
4-8 hours post dosing for subjects in all treatment groups (_F; = 11.22, p <«
.01). No main effect for drug treatment was identified. These resuits are
shown in Figure 1 (attached).

'Supine systolic blood pressure was generally higher later in the session

(F = 11.09, p < .01). This increase tended to be largest in the placebo

treatment group (F = 4.44, p < .05). No main effect for drug condition was

identified. Supine diastolic blood pressure tended to be lowest at 6-10 hours

post initial dosing (F = 17.70, p < .01). No main effect for drug condition

was identified.
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Subjective measures of drug effect and mood revealed no significant

differences between the three drug conditions. There were, however,
significant changes in mood over the course of the session. These included
measures of “drug effect" (F = 8.53, p < .01), ratings of feeling “good" (F =
6.35, p < .01), ratings of feeling “bad" (F = 5.30, p < .01), and ratings of
drug 1iking (F 5.30, p < .01) over the course of the séssion. In general,
subjects in all treatment groups (including placebo) reported feeling better
(more pleasurable) early 1in the session and more dysphoric later in the
session. These variations in subjective state, although statistically
reliable, were very small and were not considered clinically relevant. Figure

2 illustrates these effects.

Summary tables of means, standard deviations and analysis of variance

results for each variable studied are presented in the Appendix to this report.
DISCUSSION

The present study evaluated the acute effects of two dosage forms of
phény]propano1amine (75 mg sustained release, 25 mg t.i.d.) in comparison with
placebo. Measures of drug effect on pulse, blood pressure (sitting,
standing, and supine) and subjective state ("mood”) were obtained over a
12-hour testing period. | .

| No significant hain effects for drug treatment were observed on . any of
the measures. Differences in blood pressure between drug treatment groups was
very small. No consistent pattern of differences between drug treatments was

observed. On some measurement occasions, subjects receiving active drug
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treatments showed higher mean §1ood pressures than did subjects receiving
placebo treatment. On other occasicrns, this effect. was reversed. No
statistically significant differences between drug treatments were found'on
any of the measurement occasions.

As expected, statistically significant differences in blood pressure were
found over the course of the daily session. Circadian variation of blood‘
pressure is well documented (see, e.g., Millar-Craig, Bishop, & Raftey, 1978).
Our results are consistent with this literature.

The present results also suggest that PPA, in the dosage forms studied,
had no systematic effect on subjective ratings of drug effect or drug liking.
No statistically reliable differences between drug treatments were observed bn
measures of drug effect or drug liking. The effects of the two PPA treatments
were not rated as any better or any worse than that of the placebo. This
finding is consistent with that of Seppala, Nuotto, and Korttila (1981) -in
that no significant euphoric effects were noted for subjects treated with PPA.
As was the case with blood pressure, subjective state ("mood") showed
circadian changes over the course of the session. In general, subjects in a{1
treatment groups reported feeling “better" early in the session as compared
with later in the session.

Overall, the present findings suggest that phenylpropanolamine (in the

dosage forms studied) is not associated with adverse effects on blood

pressure, pulse, or mood.
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APPENDIX

Key:
C = Druc ConpiTiON (HI=75MG SUSTAINED RELEASE: L0=25MG T.1.D.:
P=PLACERO)
~ R = RepeATED MEASUREMENT CccAsions (1=BASELINE; 2=30 MINUTES;
(N 3=1 HOUR; 4=2 HOUR; 5=U4 HOUR; 6=6 HOUR; 7=8 HOUR; 8=10 HOUR;
9=12 HOUR).

FOR EACH VARIABLE STUDIED, MEANS AND STANDARD DEVIATIONS AT EACH
MEASUREMENT OCCASION ARE PRESENTED IN ONE TABLE, WHILE ANALYSIS OF
VARIANCE RESULTS ARE PRESENTED IN ANOTHER. A CONSERVATIVE E-TEST

WAS USED TO EVALUATE THE RESULTS OF ALL FACTORS INVOLVING REPEATED
MEASURES .
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Study Site:

Contact:

Date:

EFFECTS OF PHENYLPROPANOLAMINE ON BLOOD PRESSURE,
PULSE, AND MOOD:
PARALLEL GROUPS DESIGN

Behavioral Pharmacology Research Unit
Johns Hopkins University School of Medicine
Baltimore City Hospitals D-5-West

4940 Eastern Avenue

Baltimore, Maryland 21224

Frank R. Funderburk

Director, Clinical Consulting
ANTECH, Inc.

(301) 997-0880

October 8, 1982




VARIABLE 1: PuLse
24
éjﬁ CELL MEANS FOR 1-ST DEFEFNDENT VARIABLE
- = MARGCINAL
COMD = Wl LO 2
! R
- PULOD 76.20000 27.92000 P&.08000 6.72%73%
P FULS 2 25.52000 272.40G00 75:14000 24.34000
i FUL10 3 74476000 77.086000 76.84000 76.09433
i FUL20 4 7635000 77.120600 75.5C000 76.45333
» FUL 40 5 74.23000 77.08000 74.84000 7%.40000
. FUL&O 5 81.42000 83,564000 84.20000 33.10687
. PULEC Z 22, 4L0000 N0, ONR000 30,72000 7Y ALLAT
vi FULC g 74.75000 77.32000 73.04000 75.70867
—~ i PUL120 9 73.72000 79.54000 77 .84000 77.04000
3,
AN L MARGINNAL. 746,07555 73.57778 7730000 77.43444
3
s COLINT S0 <0 . S0 159
?
of STANDARD DEVIATIONS FOR 1-ST DEPENDENT VARIARLE
o
ol COND = HI LO F
)"2; R
an FULO 1 10.23200 10.02006 10.11735
" FULS 2 11.78338 10.03370 10.4%857
7{ PUL10O 3 10.6436% 8.41000 11.76v24
s FUL20O 4 11.04341 9.,4254 ¢ 11.49223
?1 FUL 40 5 10.31749 T ,39135 11.78785
'r PUL&O 4 11.53387 11.06338 12.59622
id EiiL 80 7 11.05002 10, Q74004 11.9¢7112
e FULC 8 . 10.08014 10.57542 12.54341
'rv PUL120 ® $.84790 9.80027 2.214468
29 R
o




' 4 VARIABLE 1: PuLSE
v
ANALYSIS O0FF VARLANCE FII 1-87 DBEPENBENT YARTARLE - PULO FOULS fULl1Y FUL20 FUL 40 ) FULSL0
FUL.120
SOURCE ' SUM OF OEGREES OF MEAN . F FROB, F
SQAUARES FREELDOM SQUARE EXCLLDED

. MEAN B10%174,.37500 1 U1051?4.97$00 12324, 664277 000
o 1425,98340 3 ISR Y LAY 112440 324
ERROR 20524.48047 147 057 .10%21
R HBAE,92989 4 US3.3u0621 16.87249 « 000 ]
KC 799.23540 16 49295709 - WA R/ a1
ERROK $0192,.421349 1124 51.13402 —
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VARIABLE 2:

STANDING SysToLIC BLooD PRESSURE

R CELL HEANS FOR  2--¢D DEFENDENT UARILALLE

'l

E MARCINAL

COMD HI .0 F
R

STEFSO 1 29.44000 97.80000 9. 52000 9€.92000
STINENS 2 LY 722000 22.20000 9727 .92°90%00 23.28000

(- STRFS10 3 100.08000 27.84000 ?25.,36000 90.76000
STLS2 3 100.20000 97.00000 98.5%4000 23.58000
STERFS40 5 10G.76000 25,2400 101.04000 Y72.01423
STLRFS60 b 101.08000 97220004 103.0u000 160.606647/

>' STEECOG 2 Q46.12000 2464 . 20000 100,400 Ly 20 2 2 A A A ¢

! ST3FSC 8 926.54000 2?.50000 104.352000 100.25333

: STEPS12 @ 99.32000 300.56000 106.56000 102,144667

3

. MARCINAL V92.28222 97 .783444 1vl1.10414 ?27.33379

]

. COUNT 50 50 50 150

kd

M STANDARD DEVIATIONS FUR 2-ND DEPENDENT UARTARILE

1 ]

i COND HI Lo F

II'; R

) STLEECSQO 1 12 . 50459 12 . X2 7A 1...X2/10/

'] STHFSS 2 13.45202 12.101061 15.84484

' STRPS10 3 12.11482 12.3012S 15.72085

'8 STH=520 4 12.31722% 11.22443 12.23192

‘e STBFSA40 S 14.95556 2.01964 V3559

7 STRHG80 b 13.37530 12.21074 146.70024

. STERFSQO 7 13.25085 12,2408 14.A7057

o STRFSC 8 13.13879 13.03050 15.06344

'r STERPS12 ¢ 17.10743 14.460243 15.88756

1|

X
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VARIABLE 2: STANDING SysTtoLic BLooD PRESSURE

ANALYSIS OF VARIANCE FOR_ 2-N0 DLFEMOCHT YARTAMLE - STRFSQ - GTRESS  STBESI0  STRESE0  STUEHA0  STRPS
STRFG12 ‘
[N [,

SOURCE SUM OF DEGREES OF HEAN S PROB. F

SQUARES  FREEDOM SAUARE - EXCEEDED
HEAN 13334097,00000 1 13334097.00000 10210,83532 000
L 2489 .928098 2 124A4,%724Y L5337 1 208
ERRORK 171963.93750 147 1305.87712
R 2256,77148 8 282,07644 4.34281 +000
RC 3:318.25977 16 217,89124 3.30595 000
ERKOR 74272,04000 1176 64,5422
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VARIABLE 3:

STANDING D1AsTOLIC RLoOD PRESSURE

STANDARD DEVIATIONS FOR

3-RD- DEPERLDENT VARIARLE

159

id CELl. MEANS FUR 3-KRD DLCPCNDENT VARIALLE
% MARGINAL
conMu HI LO P
) ‘ R
STEFDO 1 66 .96000 62.80000 8%.36000 6A. 3722
, S O & 45.24000 £3,92Q000 44,40000 54.75333
) STBFILO 3 65.76000 62.08000 65.24000 64.49313
STDFO20 4 $6,00000 63.20000 63.76000 $4.38467
) STEFD40 5 45.24000 61.52000 6%.56000 2.44000
) STHM DGO I3 61.5400600 66.08000 60.72000 $60.31333
STEFDOO 7 58,.92000 60.12000 59.84000 NH9.67662
! STRFDRC o 61.12000 61.926000 61.52000 61.53333
M2t STRPD12 9 64.468000 64.54000 64.40000 64 .54667
3
NS MARGINAIL 64.03111 62.35779 63.00000 $3.12763
s
. _COUNT =0 =0 =0
7
[ ]
1 ]

CONL HI LG F
v R
_STRFEIIO 1 11.58674 8.121452 11.824%54
STRPDS 2 11.40347 10.21034 12.20943
STRFPD10O . 3 - 10,13%895 B8.94619 12.2875S
STRPD2O 4 11.32Q092 2.70374 11,62329
STBFDA4O S 10.65902 £.56724 12.120923
STRMDSO 6 10.,50373 ?.725457 13.15378
STEPDREO Z _10.23559 42.91247 12.807199
sT3PDC 8 10.72217 11.29558 12.437467
STBPD12 g 11.69413 10.230332 14.12481




VARIABLE 3: STANDING DiAstoLic BLooD PRESSURE

|

ANALYSIS OF VARIAMGE FOR__J3-RU _DEPCHNENT YARTARLYE - STRIENO STHPRG

SI8FN1Y  STRPR2Y

STHPDAY __STHFD

STRFD]2
SOURCE ; SUK OF DEGREES OF MEAN F PROB. F
SQAUARES FREEDOM SQUARE EXCEFDED
MEAN . 5300216,62%00 1 520021662500 697624784 .000
C HA1 . 33032 2 320..4540243 +41580 56461
ERROR 113269,29492 147 771.21969
]

K 4574.54639 ) 571.81630 13,79514 . 000
KC B62.95117 16 5%,73445 1.30117 .188
ERROR AB746.03024 1124 41,4%021
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VARIABLE 4:

SITTING SysToLIC BLooD PRESSURE

(TR

CELL MEAMNS FOR

A-THH DEPENODEMT VARIADLE

r)

. MARGINAL
conNu N | LO F
R (o} a al
SIBFSO 107.72000 107.80000 109.00000 1068.,17333
SIn~Ss it 107 . S2600 107 .53200N0 10%.9294000 10272 . .1230000
SIBFS10 3 107.22000 106.56000 106.926000 107.04667
SIRFS20 4 106.52000 105.44000 106.16000 106.04000
SIKPS40 5 108.84000 104.04000 105.16000 106.,012%3
SIBr360 6 110.95000 104.23000 110.12000 109.12000
SILESEl 2 3046546000 10412000 30024000 MLV e XV Ao}
SIERFSC ~ 8 105.15000 109.25000 103.48000 107.86667
1 'SIBPS12 9 105.40000 110.44000 111.92000 109.25233 S
MARGINAL 107.32889 1056.95778 107.98667 107.42344
COUINT S0 =0 s 1€0

-
. ® « 6 p b w N -

STANDARD DEVIATIONS FOR

A-TH DEPENDENT VARIANLE

E &
(3

1

COND = I LO F
R
SIBFSO i 12.02225 11.372422 14.90738
SIZFSS 2 11.93654 10.725039 14.45522
SIBPS10 3 12.45283 10.89647 14.93518
SIRES20 4 11.210085 11 .72244°% 15,3431
SIEFS40 S 14.832564 11.74206 14.92342
SIRFSS0 6 13.01327 11.11724% 16.207v0
SIEFSRO 2. 1°5.78874 11.4.:.844 1A, 07452
SIRPSC 8 12.41520 13.13347 15.02412
SIEFS12 ) 14.74823 12.68220 14.88437




- VARIABLE 4: SiTTING SysToLic PLoop PRESSURE

ANALYSIS OF VYAREANCE FOR _ 4-TH GEFENOENT VARTARLE - SIRFSHO SIBPHYG SIBPG10  SIRFS20  HIGPS40  SIBPS

, . | ~ SIDFS12

SOURCE . suH_0F DEGREES OF MEAN . F PROB, F
SRUAKES FREEDOM SQUAKE EXCEEDED

MEAN 15570997, 25000 1 15570997.25000 13602,24443 000

C 244 ,32594 2 12218297 1048482 L0929

ERROR 150362,045 /0 147 1145.32547

R 1866,45412 G 232.55664 4,01151 ' 000

KC 1395,40430 16 212.21277 3,564492 1000

ERROK 684408.5517646 1176 S0.22106




VARIABLE 5: SITTING DiAsToLic BLooD PRESSURE
.q.
.M
rl
)P CELL. MEANS FUR %-TH DEPENDEMT VARIABLE
198 :
% . - a b MARGINAL
COMD = HI LO P
) R
SIEFDO 1 &68.00000 69 .56000 48.26000 68.772323
cInsns ) L. 04600 L. 24000 A7 G0N 8N N9ITITZ
SIEFD10 3 68.40000 68.56000 67.156000 68.10667
SIKMrD20 4 69 .68000 69.15000 67.70000 68.84667
SIEFD40 5 70.28000 65.64000 64.76000 66.89%33
SILFDSO 6 63.12000 65.44000 63.32000 64,825567
\ SIREDIRO 7 64.24000 64,24000 47.44000 64.04000
g SIBPDC ° 8 66.24000 68.72000 63.40000 65.12000
2 SIEPD12 ¢ 67 +32000 70.76000 67.44000 6B.50667
3 .
o MARGINAL 67.50222 67.93778 65.89556 67.11135
3
. COUNT 0 50 S0 190
) STANDARD DEVIATIONS FOR S-TH DEPENDENT VAKTABLE
[ ]
RL COND = HI LO F
,VI R.
n SIEFDNO 1 8,04021 0,42242 10.46514
& SILKPDS 2 11.46772 9.65576 12.53465
thd SIEPD10 3 8.92829 - 8.79740 10.18274
SIKPD20 4 10.73890 10.15062 12.35239
SIRFD4O 5 10.64461 C.72528 10.79599
SINFDSO 6 9.77096 3.9901% 12.186826
SIRFIIBO 7 12.09918 7.34725 9.73686
SI13PDC 8 10.34617 9.02287 10.14386
SIEPD12 ¢ 10.92%16 8.5%131 11.62713




: VARIABLE 5: S1TTING DiastoLic RLoop PRESSURE

GLirpaY  SIRP

ANALYSG S UF YARIANCE fﬁk S5-TH OEPEMOENY VARIAPL L - STRENY 0 8 (1 1] SLEPDIY  SIRpidg

e : o SIHFIY2
__SPURCE Yo gumM OF - DEGREES OF - MEAN . . ___F PROB, F
SQUAKRES  FREEDON SQUARE EXCEENED

MEAN © . 60R0394.56250 1 6080394 ,55250 10388.,85442 000

SYSTEM MAENING - MAX PAGES - :
€ 1041.27734 2 520, 64867 L BUYSA 413
ERROR | 86037.07644 147 505.29182 :
R 3946.67451 ) 493,35931 11,22554 4000
RC 14232.9134682 14 83.,9234688 2.02320 D10

ERROR , 516%4.99854 1176 47.,.925043
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VARIABLE 6:

s

SupINE SysToLic PrLooD PRESSURE

s
b
;1 CELL MEANS FOR &-TH DEPENUENT VARIADLE
% MARGINAL
CoND TR Co 3 ‘
) R
SURPSO ° 1  108.54000 111.12000 110.52000 110.06000
SURESS 2 110,48000 111.34000 102,5846000 110,.54000
)~ SUKFS10 3 111.96000 111.52000 109.96000 111.14667
SURES20 4  112.64000 112.74000 110.74000 112.04000
SUEPS40 S 116.84000 110.24000 111.24000 112.77233
d SURF560 6  115.22000  113.72000 116.56000  115.23333
. SUHKESHD 7 11112000 _ 1129 94000 11 _A0Q00 117 NDOAATD
f " SURPSC 8 111.76000 110.04000 114.76000 114.72000
it SUBPS12 ' ®  112,40000 116.24000 120.08000 116.24000
3
A\ )~' MARGINAL  112.25111  113.12444  113.19111  112.88G89.
1 3
¢ COUNT 50 50 =0 150
Mo STANDARD DEVIATIONS FOR &-TH DEPENDENT VARIARLE
' .
o CONI = HI Lo F
) in K
hs SURFSO 1 11.27252 12.22434 17.07941 _
'’ SUBPSS 2 12.35931 12.34142 14.93518 :
)14 SUBFS10 3 11,14278  11,73559 _ 11,24488
" SUResS20 A 11.4643927 12, 378543% 1%,0%202%
. SUEFS40 5 14.80259 12.34629 12.73742
’ SULF580 6 12.12063 10.52354 13.57092
"o CHIRFSHED 7 14.0Q4AR1 10 . R4A/R3Z7 19 . R*727
t SUHESC 8 11.84002 11.74206 13.55008
: SUBFS12 9 12.44088 12.70475 17.88380 |
] . .
' -

[]
[N




VARIABLE 6: SuUPINE SvsToLic PLoob PRESSURE

ANALYSIS OF YARYANCE FOR __6-TH REFENNENT VARTARLE - SURESGY SUBESD SURPSGIY  SUDFS20  HULPS40 sSune

SULPG12

SOURCE sUM_OF DEGREES OF - MEAN - _F PROB, F

SAQUARES FREEDUM sSQuUARE ) EXCEFDED
HEAN 17204248,00000 1 17204241.00000 17562%.70890 000
c 106.21025 2 V3. 10732 10016 205
ERROR 143991.48047 147 87955587
R‘ $5709.75410 3 713.74426 11.07191 +000
KRC 4572.07A422 16 205.7%5464 4,44076 + 000
ERROR ‘ 254673 249 1124 $4.34320




VARIABLE 7:

SupINE DiastoLic BLooD PRESSURE

CELL MEANS FOR 7-TH DEPENDBENT VARIABLE

20

: MARGINAL
COND A1 Lo
) R
SURFDO 1 46.52000 69.36000 67.96000 4794647
e - siens b AL  SAHA000 71.00000 A2 . 14000 &N ONAALTD
) SUEFD10 3 70.32000 72.04000 6964000 70.66667
SUEFD20 A 72.08000 72.44000 69.00000 71.17333
! SUBFDA40 s 72.12000 65.60000 67.28000 69.66667
SURFDG0 6 66.32000 68.44000 43.38000 66.21333
SURFOEO i AA4.20000 AZ.88000 AA,S2000 AT S2T383
' SUDPDC 8 68.44000 72.75000 66035000 67.13567
: SUBPD12 9 69.92000 73.76000 72.04000 71.90667
3
5 MARGINAL 68.84222 70.81778 6776000 67.14000
]
‘ COUNT 50 S0 170
: _
t]
*

STANDARD DEVIATIONS FOR

7-TH DEPENDENT VAKIABLE

-
N _ e

-
-

SUBPD12

COND HI LO

R .
SIIBFNO 11,31234 .,497207 10,3212¢
SU3PDS 2 10.15715 10.8035927 12.227971
SUBFD10 3 ?.50497 . 9.90147 Pe62726
SURPD20 4 _10.38020 10,.22434 10.,21152
SUBRFLI40 S 13.85882 10.05292 ?.86240
SUzrnso - 4 11.906885 8.356412 11.10350
SURPDIBO ? 11.22137 9.47940 10.720426
SUBRDC -8 - 11.50184 ?.58547 11.55424
9 11.74332 10.64177 14.10451
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VARIABLE 7: SupINE DiastoLIiC RLooD PRESSURE

ANALYSIS OF YARIAMCE FOR

7-TH_UEPENOEMNT VARIARLE -

SUEBPDY SUDRFDhG

SURPNLY  SUREFNLY

SUREL4y  SURE

BUN U

SUBFD12
ES OF - MEAN

SOURCE UDEGRE _F FPROB, F
SQUAKES FREEDOM SAQUARE EXCEEDED
MEAN 64535451 ,7%5000 1 6453451.,75000 --—10579,21545 + 000
C 2143 . 43422 2 1081.812342 1.22344 ~123
ERROR 89671.8104% 147 $10.,01231
R 5711.99512 8 712.9993y 12,70422 +000
RC 1605479297 15 . 100,36206 1.78575 1028
ALNRI L. 28320 1124 S564.20127

I'S
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VARIABLE 8:

SuBJecTIVE RATING OF DRuUG EFFECT

4
e CELL MEANS FUR B-TH DCPENDENT VARIALLE
. S | - %
N MARGINAL =
COND i1 Lo P
R
DRUGEFO 1 .48000 . 64000 1.18000 V76667
IRIICEES o] 14.14000 A.2°9000 .29000 A4..12000
e DRUGE10 3 5.52000 6.46000 4.76000 5.58000
DRUGE?20 4 3.88000 7.16000 5.84000 5.82867
DRUGEA40 s 2.96000 6.04000 3.38000 4,12667
DRUGEGO é 5.46000 8.70000 4.50000 $.22000
DRLGERQ Z I.94000 2.74000 S 06000 g.91223
( DRUGEC 8 2.50000 5.34000 4.,78000 4.54000
DRUGE12 - 9 2.48000 4.84000 2.50000 3.27333
MARGINAL 3.48567 5.93222 3.92000 4.45296
=0 =20 0 i1i=n

COUINT

STANDARD DEVIATIONS FOR

8-TH DEPENDENT VARIAKLE

-
2

-3
™

T
o 8

®

COND HI LO F
R
DRUGEFO 1 j.i1i09on 2.45581 4,1927%
DRUGEFS 2 7.24134 . 3.23343 . = 6.54042
DRUGE10 '3 . 11.57802 7 10.11406 .  $.E8414
DRUGE20 . "4 "~ 10,23328 " 12,2317 7" 11,3575«
DRUGE 40 5 8.14902 12.45721 7.35372
DRUGE&0 b 11.27423 14.77484 8.46180
DRUGERO Z 8.11250 15,.12102 J0,19484
DRUGEC 8 A4.77902 . 13.37620 10.33972
DRUGE12 9 S.36519 - 12.44808 6.2962¢




b,

r) | ) )L

‘ ~ VARIABLE 8: SuBJecTiVE RATING OF DRUG EFFECT

e e e e —————— omm—

NRUGE12
SOURCE - . SUM OF _ _ BEOREES OF MEAN . F PROB, F
. SQUARES FREEDOM SQUARE EXCECDED

MFAN 260109 ,33178 1 26189.33398 $57.87049 +000
Q - 1400.25098 2 80Q.12549 1.7281%52 2172
ERROR $6021.378699 147 447.,12501

R 3466.07812 8 423.2959727 B.52578 « 000
KC 776441309 16 A8.,52532 v 95490 v505
ERROR '

S9241.41047 1124 S0.817250
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VARIABLE 9:

SuBJECTIVE RATING OF "GoobD” EFFECTS

CELL MEANS FOR ?-TH DEPLNDENT VARIADLE

o

MARGINAL
coMD = NI Lo
) R
G0OO0ONo 1 2.02000 1.06000 2.38000 1.82000
g GoOnS 2 $5.15000 4.34000 6.00000 $.172333
) 600010 3 5.74000 &£.14000 6.84000 6.24000
500020 4 A4.44000 5.73000 7.38000 6.03333
G00D40 S 4.20000 4,98000 $.16000 4,78000
‘L GOOD&O 6 4.156000 5.10000 A.70000 4,455333
> GOQLKO i A LLQ0CO A QACQQD z .2 000 4.883000
! Gaonc 8 3.08000 4.58000 3.10000 4,28667
: GoOoDp120 -9 4,12000 3.590000 3.92000 3.596000
. v
o MARGINAL 4,175356 4,57333 5.10000 4.54963
(AT} .
. COUNT S0 50 S0 150
? .
I STANDARD DEVIATIONS FOR 9-TH DEPENDENT VARIABLE
»
N COND = HI Lo
“J R ‘
" 60000 1 0,02924 3,35209 0,80141
' 600DS 2 11.32588 11.27895 12.93469
" G00D10 - 3 11.71047 : 12.74716 14.79136
& 500020 A ©9.377213 - 32,94931 15,331 273
Nn Goonao S 10.11566 11.83128 12.15270
) GO0Dh&O & 8.71767 10.32938 10.98282
u _GOango Z 12.10938 13,.8%201 10,3v19¢
Go0Lnc 8 B.&3748 11.34498 10.90076
Gooni120 14 10.80370 12.649S51 10.4985¢

LEJLJLI 3




' 1
. VARIABLE 9: SuBJECTIVE RATING OF "Goop” EFFECTS
1
ANALYSIS OF VARTAMCE 1FOR Y-IH REFFMUENY VARIAKLE - GOUDO couoYH coanio Goondo Uﬂﬂﬁ40_ Goon.
' . ‘ 600D120 o

SOURCE e BUM OF  DEVDREES OF . - MEAN oo iR PROBWLF

i SQUARES FREEDIOM SQUARE EXCELDED

] MEAN ) 2714%.70898 1 2914a%,70098 34,55958 000

c 192.46308 2 9634454 114072 892

ERROR 124142,12500 147 844,5042%
R 2006.,28027 g 250,750 6,34792 000
RC - 34,350415 16 33.39413 - .04528 + 634

ERENE : — 44452, 82494 11724 ‘ 310, 50644



VariaBLE 10: SusJuecTive RATING oF "Bap” EFFEcTs

STANDARD DEVIATIONS FOR 10-TH DEFENDENT VARIAKLE

! ios " CELL MEANS FOR 10-TH DEPENDENT VARIALLE
! ¥ : MARGINAL
| COND = HI Lo P
; R
? BADO 1 .52000 .92000 1.18000 .87333
| EADS ) A _~¢000 S _cannn. >~ _annno 2. 58000
e BADI10 3 2.10000 3.32000 5,46000 3.62667
BAD20 4 2.28000 3.68000 5.90000 3.95333
BAD4O 5 1.02000 3.54000 3.68000 2.74647
BAD&O é 2.38000 5.58000 4.96000 4.30667
RADNBO yi 1.,.58000 2.22000 4.24000 4 . A172723 .
g BADC 8 1.,98000 4.34000 5.00000 3.77333 =
r< BAD120 9 1.88000 3.48000 2.68000 2.68000 3
, i
~ L MARG INAL 1.77778 3.87333 4,06567 3.23726
L ]
. COUNT 50 50 50 150
e \
.:.
1 ]

» COND Lo
WL R
' _BADO 1 1.29741 2,.972500 A.4810v8
' BADS . 2 6.44541 6.,52845 6.47444
o BAD1O - .. 3 . - 5.87714 7.88809 11.07158
vl BALIZO : 4 T 5.03047 ?2.083214 11.45221
ol BAD40O 5 1.88971 7.15488 £.91786
o BADGO Iy 8.57831 10.63298 %.40030
W RADSQ Z 3.70928 14.15579 10.2010¢4
" BADC T8 . 64086256 10.27684 10.83530
BAD120 9. 8.66590 10.36%18 7.18967




)

P 1
' R "BAD" EFFECTS
VARIABLE 10: SuBJECTIVE RATING OF
ANALYSIS (OF YARIANCY FﬁR 10--711 DREPEMDEMY VARIABLY - DBADRO RALS BAD2OY RAD4Q BAQAS
o ‘ KAL) 20 -
SOURCE SUM OF . DEGREE3 OF . MEAN 3 PROB. F._
vSGUQRES FREEDOM sauakt EXCEEDED

MEAN 14165.22002 1 141465,272002 AALHAG)A +000
L 1450:16113 2 7225.00057 2,20532 2105
ERROR 466392.75 7181 147 31727726
R 1504.04395 3 198.,00549 $.29571 000
RC £51.329210 16 953.20407 1.,4206 122
ERROR 4312720.3080.%7 1124 3724382728




\.

1- .

VAR1ABLE 11:

SuBJECTIVE RATING OF “DRuc LikINnG”

-j" CELL MEANS FOR 11-TH DCPENDENT VARIADLE
sy -
4 MARGINAL
COND = HI LO F
) R
LIKEO 1 29.,28000 20.74000 20.78000 20.26667
— { IKES 2 290,36000 31.,22000 29 ,74000 30,27333
) LIKE1O 3 29.68000 21.46000 28.76000 29.96667
LIKE20 4 29.35000 30.80000 27.74000 29.30000
LIKEA4O 5 30.,08000 21.26000 29.20000 30.18000
) LIKZ60 6 29.43000 28.76000 29.%6000 29,40000
k 1 IKERO yi 0,722000 INRL.AB000 2 ,84000 29 AT/ TT
' LIKEC 8 29.08000 31.50000 28,52000 29.70000
)z LIKE120 9 30,22000 31.40000 29.06000 30.22667
\ _
) MARGIMAL. 29,75778 30.54867 29.17778 29.85074
]
. COLINT &0 €0 5Q 150
? .
10 STANDARD DEVIATIONS FOR 11-TH DEPENDENT VARIABLE
L ]
o COND = HI LO P
)il <
'3 LIKEQ 1 6.89584 4.7A152 7.98031
G LIKES 2 7.568250 8.25670 7.23881
)} LIKE1O 3 7.50901 7.66974 7.88064
L' LIKEZ2O 4 A, 722234 &,.7R30334 2229286924
" LIKEA4O 5 8.29024 £10.52625 9.06440
Y LIKE&0 6 8.38424 9.72594 12.50463
'e LIKERO 7 2.75200 .24154 10, A%114
" LIKEC 8 7.27263. 11.02548 12.77366
) LIKE120 ? 7.46499 11.396817 12.39S54




)

VARIABLE 11: Sus.ecTiVE Ratine ofF "Drue LikING"

. T — A
ANALYSIS OF VARCANGE FOR 11-TH DEPEMDEMY VARIABLE - LIKEO _ LIKES _ LIKE10  LIKE20  LIKE4o LIKE/
, RN . SRS LIKE120 ' ‘ R ’
SOURCE sUM OF DEGREES OF . MEAN c . F PROB, F_
SQUARES FREEDOM SAUARE EXCEEDED
MEAN 1203744.,40937 1 1203744,60937 3092.57547 .000
c 492,53032 2 245.31519 $3232 533
ERROR 57217.83008 147 369.246%4
R 197.,59002 8 24,57085 +58547 ' 791
RC 738.,4H047 1¢ 46.15%503 1.09407 ¢ 355
ERROR 4954123544 1124 42.18642
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FIGURE 1: Sitvine Proop Pressure Over THe Course ofF A DarLy Session
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