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stability of the diazonium ion toward ionic decom-
position to phenol.
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The Swamping Catalyst Effect in
Bromination of Acetophenone

Sir:

We have obtained a 609, yield of m-bromoaceto-
phenone, uncontaminated with phenacyl bromide,
by the bromination of acetophenone mixed with a
large excess of aluminum chloride catalyst. With
catalytic quantities of aluminum chloride the bro-
mination of acetophenone yields phenacyl bromide
apparently unaccompanied by nuclear substitution
products.! We attribute this rather dramatic
change in orientation of the bromine atom to (a)
suppression of “active methylene’ activity by com-
plex formation between the carbony! group and the
catalyst? and (b) the increase in substitution ac-
tivity of bromine as it exists in complex formation
with the catalyst. The synthesis of m-bromoaceto-
phenone was as follows: acetophenone (0.28 mole)
was added dropwise to anhydrous aluminum chlo-
ride (0.84 mole) contained in a flask equipped with a
stirrer, gas outlet, and drying tubes. Bromine (0.28
mole) then was added to the fluid mass at room
temperature within 10 minutes. After being stirred
an additional hour and becoming semi-solid, the
mixture was quenched in a shurry of ice and acid.
After the usual extraction, washing, and drying of
the oil in ether, the oil was concentrated and
stripped from the residue (5.6 g.) by distillation at 2
mm. pressure; yield, 42.7 g. Fractionation of the
distillate at 2 mm. yielded crude acetophenone (b.p.
57-94°, 3.4 g., 109) and m-bromoacetophenone
(b.p. 94-95°, n’; 1.5740; m.p. and reported? m.p.
7-8°; 33.1 g., 59.49,; oxime m.p. and mixture
m.p. with an authentic sample 100-101°). Larger
amounts of bromine relative to ketone gave a
product contaminated with a lachrymatory sub-
stance.

Continuing studies of the swamping catalyst ef-
fect in substitution bebhavior of ketones and of other
substances will be reported at a later date,
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XX.! The
Absolute Configuration of Podophyllotoxin

Components of Podophyllin.

and Related Lignans

Sir:

Since the tumor-damaging potency of podophyl-
lotoxin (I) and related compounds is closely as-
sociated with their stereochemistry,? a determina-
tion of their absolute configuration might shed
further light on the mechanism of their action, a
question of importance in the search for effective
chemotherapeutic agents.

Previous research? has demonstrated the trans-
(1:2)-trans(2:8)-cts(3:4) arrangement* of I and its
configurational identity at C; with (—)-guaiaretic
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Ar = 3,4,6-(Me0);CeH,
I

acid dimethyl ether® (I1).* We now wish to report
the stereochemical correlation of II with a natural
«a-amino acid; this ¢pso facto proves the absolute
configuration of I.
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