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these summary tables, Please note that in these four studies twice gs many
subjects were given the 60 mg dosage. This suggests a predetermined eclinical
emphasis or bias in the allocation of study material to the treatments used.

Seven studies provided 135 subjects with which to compare placeho and
the 60 mg dosage. Again, these are maximum counts and are not always re-
presenfed by data in the tables. The average number of subjects per study
is only 8 for placebo and 11 for the drug.

I have recomputed all tables (A, B3, C, ete) for these three sub-groups. In
tables A and B, the bias and trends with increasing dosage of initial body
weights and percent overweight appear to persist in all three sub-groups.
The averages for each study group are shown below. The numbers in parentheses

represent the number of subjects contributing data to these averages. Sexes
are combined.

TABLE A.—AVERAGE INITIAL BODY WEIGHT

" Subgroup Placebo 13 mg &0 myg 120 mg
| e e 90 (... 186 (15) 208 (16)
] U, 175 (24) 182 (23) 189 (50). oo
L A b L €75 T 186 (78)._...... R

Study number 12 (Fred), included in both IT and III, was particularly
biased against placebo. Initial weights in the order above were 152, 181, 19.

TABLE B.—AVERAGE INITIAL PERCENT OVERWEIGHT

Subgroup Placebo A0 mg 60 mg 120 mg—
T .5 TR 1 ) &4 D
P 33 (53) 36 (23) 50 (gﬂ) ............. f._
] e 36 (43 i, 5 (62). ccvvnmmecnannna

Only nine females provided data for group I and these counts are too small
for judging trends. These data also show a considerable bias against placebo in
study 12 for which percent overweights averages were 22, 37 and 43, respectively,
for the placebo, 40 mg and 60 mg groups.

Presented below are summary data for sub-group I corresponding to Tables
C, . and K. The fraction to the right of the average weight changes indicates
the ratio of the numbers of subjeets providing data to that in the population
studied. For example in the two weeks' data, twelve of seventeen placebo pa-
tients had weight measuremests at the two week interval and thus provided
data for the average—0.66 pounds reduction. The numerators vary considerably

for each studyv interval and strengthens our concern about small and spotty
sample sizes,

Averaga weight change {pounds)

Table and study duration Placebo &0 mg 120 m3
Subgroup I:
C—2 weeks . e e —0.66 12117 =200 9/i5 -2.92 10116
DA weeks . e e — .93 7 -2,90 1015 =112 816
E—Bweeks s -2.58 1127 —3.00 845 267 36

The above averages provide s suggestion of efficacy that appears to be dose
related as are the data in Tables A and B, What appeared to be a strong advan-
tage for the 120 mg dosage seems to be washed out at the 6th week interval.
To emphasize the uncertainties in these averages, it should be pointed out that
a single placebo subject provided a weight loss which was responsible for maost
of the increase in the placebo average at the 6th week, This patient was not
included in the data for the second and fourth week averages. Also, a single
subject was responsible for the large 120 'ng average at the 4th week ; this sub-
ject was not included in the data for the other two averages.




