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Iu view of the biologieally interesting nature of 2-
hydroxy-p-acetophenctidine reported by IKluteh, ef al.,*
who devised an unequivocal synthesis of this compound,
and our interest in making certain derivatives for
biological testing, we developed a more reliable and
simple ~ynthesis of the title compound in higher yield
than is available in the hterature,®* starting with
resoreinol,

Experimental Section®

3-Ethoxyphenol.—A mixture of resarcinol (330 g), EtOI1 (500
wml), KO (320 g), and E1Br (540 g) wax heated nnder reflux for
8 hr and then cooled ta room temperature, and the KBr was
filtered off.  1MOH and unreacted LtBr were distilled from the
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filtrate,  The remainder was treated with 600 ml of 2076 aqueons
KOH and an oily layer separated, giving 130 g of erude diethyl-
resoreinal,  Upon acidification of the aqueans partian with HCL
an oil separuted out which was dried and dixtilled at atmospherie
pressure at 230-260° giving 310 g of 3-ethoxyphenal.  Redistilla-
tion at atmosplerie pressure gave 237 g 13777), hp 254-256°,
n®D 1.5428 (lit.« hp 246-247°).
4-Ethoxy-2-hydroxynitrosobenzene .-—To a =olution ol 1% g of
J-ethoxyphenol in a mixture of 100 ml of O and 100 ml of
AcOT, o =aturated acqueous =obition of 72 g of NaNO. was added
with stirring and cooling.  An exothermie reaction took place
and a greenish yellow precipitate formed.  The temperature of
tlie mixture was held under 43°. The yield was 135 g (S100), mp
144-147° (1t mp 130° and 146--147°).
2.Hydroxy-p-phenetidine --~The nilroxo compound was ve-
duced, adapting a lterature procedures as follows. A\ salntion
af 42 g of the foregoiug compoum in 500 ml of 0.03 N KOH (16.5
¢ of KOIT in 500 ml of Ha0) was added dropwise ta a stirved mix-
ture of 15 g of NaBH, o 100 ml of 0 madd 2.5 g of 37 Pd-Cwith
N, hubbling throagh the mixture.  The addition wis regulated
{o iold the temperature under $3°. After the addition stirrng
was cordbated for | hr and the mixture was filtered.  The filtrate
was made acidie with 100l of MCL and then newatralized witke
NILOW. A hroww precipitate cane ont whicly, after coaliug
i an ice batl was filtered ofl giving 26 ¢ (687, ) af the praduet,
mp 40-143°0 Two reervetallizations from ROH-CHCL 11:1)
riised the welting point to 147-140° (105 mp 145°).
2.-Hydroxy-p-acetophenetidine. - A saspeusion ol 7.4 g of the
above wine i 30wl of PRH was acetviated with 6 g ol AeO, with
brief warming, giving 7 g (720,), wmp 166-169°.  One reevy=ial-
lization from EtOH raised the melting point ta 170-171° (lit.?
mp 160317170
2.Acetoxy-p-acetophenetidine -—1'o a =olution of 7.4 g ol -
Lydraxy-p-phenetidine in 20 ml of 12tOH and 10 ml of 207,
aqueaus NaQl, 9.5 g al AeO) was added. The precipitate was
filtered off and dried giving 8.3 g (900,), wmp 126-127°. Re-
ervatallization from ECOM raized the melting point to 1311527
it mp 1317 -132.53°),
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Tobacco and Tobacco Smoke. Studies in Experimental Car-
cinogenesis, By LErnesr L. Wyxsver and Disrricu Horw-
MaN.  Academle Press, New York and Londan, 1968, xiii +
730 pp. 23 X 16.4 em. $290.00

There 1z no direct evidence for stating that tobaccea or tabaeeco
smoke is carcinogeuic in man, but the indirect evideuce ix over-
whelmingly positive. Public dizcussion of the indirect evidence
has been =so frequent and so agitated that every teeun-ager who
starts on a career of smoking may be regarded as amply warned:
indeed they cau read a general health warning on every pack of
cigarettes. Inlaboratory animals, tobacco smoke and its couden-
sates have beeu established as tumorigenic by topical, pareuteral,
and inhalation methods of application beyond a doubt. A de-
tached and comprehensive book on experimental carcinogenesis
by tobacco is therefore to be welcomed, especially if presented by
Dr. Wynder and his assoeiates who, even in the eyes of the maost
doubting Thoumases, speak with the authority of years of unpreju-
diced and exact study.

The authors have enlisted the aid of six experts iu dealing with
technical aspects of tobacco manufacture and smoke filtration.
1. AL Wolf writes on tobacco production, euring, aging, and fev-
menting and on manufactured products of tobacco. R. J.
Mosby has coutributed a chapter on reconstituted tobacco sheet
and the smoke from this material. J. B, Kiefer, G. P. Touey,
T. W. George, aud C. H. Keith present two chapters on the filtra-
tion of tobaeco smoke, of particulate matter, and of the gaseaus
phase, and they describe in detail experiments on cigarette filters
and their effectivenes 11 removing noxions constityents selec-
tively, The physical state of tobueco smoke 15 summarized well,
~1moking umchines and experimental smoking techiniques are dis-

cussed, and an exeellent chapter surveys the many constitnends of
tobaceo =moke.  Thix section gives much food for thouglt, he-
cause nobody in his vight mind would inhale any of these con-
sitnents separately, inorganic or arganic.

Reduction of tumaorigenic and eilia-taxic activity apens vistas
for the tuture of the tobacco industry and for the health of the
=maker.  In an excellent final chapter, Wyuder interprets his
own experinental studies, and those of otlers, in a dispassionate
and factual way.  Thiz book, regarded by some ax a “hot po-
tato,” will remain a elassic of nublased presentation, of aniply
docuiented and well-indexed veview, and of wizdom looking
toward future experimentation.
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Pharmaceutical Chemistry. Part I:
Scurorr. Fareword by U, P. Basuv,
Calcutta 14, India. 1968, xxxvi 4 628 pp.

This is an introduction to college chemistry for pharmacy
studenty, starting from high school level concepts and advanciug
to chemical thermiodynamics. It corresponds roughly to the
conteuts of {freslunsan chemistry courses at average American
colleges.  There is no <pecial application to or leaning toward
biological prablems. Diction, spelling, and nomeuclature are
Britishi; the priut, small index, and binding are nice. There
are na references.
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