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501. The Mixed Condensation of Ketones tn the Presence of
Methylanilinomagnesium Bromade.

By W. D. GArRDEN and F. D. GUNSTONE.

Fluorenone has been condensed with a number of ketones (mainly of the
type COArMe) in good yield. The resulting ketols have been converted into
various related products.

INTERACTION between a carbonyl group and an activated methylene group is the basis of
versatile and important condensations (Hauser and Renfrow, J. Amer. Chem. Soc., 1937,
59, 1823 and many later papers), frequently of self-condensation of ketones but less often
condensation of two different ketones (Wallach, Ber., 1896, 29, 1595, 2955; Annalen, 1912,
394, 362; Ekeley and Carpenter, J. Amer. Chem. Soc., 1926, 48, 2375; Stevens, ¢bid.,
1934, 56, 450; Voitila, Suomen Kemistilehts, 1936, 9, B, 30; Chem. Abstr., 1937, 31, 2582;
Colonge, Bull. Soc. chim., 1934, 1, 1101). The last author used methylanilinomagnesium
bromide as condensing agent and described some mixed condensations in which one of the
ketones (fluorenone or benzophenone) did not contain an enolisable hydrogen atom and
thus could not react with itself. In this way the difficulty of the large number of possible
products was partially overcome. This reagent has since been used with effect several times
(Aksenova, Chem. Abstr., 1941, 35, 6238; Iwanow and Iwanow, Ber., 1943, 76, 988; Stoll
and Rouvé, Helv. Chim. Acta, 1947, 30, 2019; Friedman and Robinson, Chem. and Ind.,
1951, 777; Nielson, Gibbons, and Zimmermann, J. Amer. Chem. Soc., 1951, 73, 4696).

For the condensation of fluorenone with acetophenone by Colonge’s method we
recommend (a) that a 259, excess of condensing agent be used and (5) that condensation be
effected in an atmosphere of nitrogen (which leads to less coloured products). We have
thus condensed fluorenone with methyl «- and B-naphthyl ketones, o-chloro- and p-nitro-
acetophenone, 2-methyleyclohexanone, and «-tetralone, and benzophenone with «-tetralone
and with methyl g-naphthyl ketone. The products are the expected ketols (I; R = «- and
B-CioH;, p-NO,CcH,; and Ia), except in two cases when the unsaturated ketones (II; R =
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0-C¢H,Cl) and (V) result directly. 2-Methylcyclohexanone is believed to condense in the
6-position (ITI) as the ketol has been converted into an unsaturated ketone ; and «-tetralone
probably condenses in the 2-position (IV and V) (cf. Elsevier’s “* Encyclopadia of Organic
Chemistry,”” Series I11, Vol. 12, B, pp. 2611—2613) though the 4-position is not ruled out.
Benzil and acetophenone and fluorenone and cyclohexanone have been condensed less
satisfactorily. In addition we have been unable to condense fluorenone with deoxybenzoin,
dibenzyl ketone, benzyl methyl ketone, propiophenone, butyrophenone, B-tetralone,
benzylideneacetone, benzylacetone, diethyl ketone, or acetone, or anthraquinone or
phenanthraquinone with o-chloroacetophenone. Condensation by Colonge’s method
appears to be limited almost entirely to ketones of the type COArMe, but yields are
generally good when condensation does occur.

H H OH H
HN 0 thc< ‘f" ‘>C=CH~COR
CH \CH,-COR CH,-CO-Cy,H -8 CoH,
I (Ia) (IT)
0 0
I i
Mer” N— /(ilHu Y “ /?QH‘ 7 I —CPh,
j:); ot \/\) OH oHa K
(1) (1v) v)

The method is obviously only of value in the preparation of a few ketols and attention
was directed toward the possible uses of such products as were obtained. Treatment with
acid under appropriate conditions converts the ketols into the corresponding
«B-unsaturated ketones (I1), whilst the saturated ketones (e.g., VI) are easily obtained by
reaction with hydrogen iodide.

Attempts to oxidise 9-phenacylfluorene (VI) to the diketone by selenium dioxide
(Riley, Morley, and Friend, J., 1932, 1875; Waitkins and Clark, Chem. Reviews, 1945, 36,
235 ; Rabjohn, Org. Reactions, 5, 331) were unsuccessful. The ketone was either recovered
unchanged or the unsaturated ketone (II; R = Ph) was obtained (cf. Astin, Newman, and
Riley, J., 1933, 391; Armstrong and Robinson, J., 1934, 1650). Methyl 9-phenacyl-
fluorene-9-carboxylate (VII) which is readily hydrolysed to (VI), was prepared following
Wislicenus and Mocker (Ber., 1913, 46, 2791); but this also was not oxidised by selenium
dioxide.

Catalytic reduction of the appropriate ketone yielded the carbinol (VIII; R = Ph,
«- or B-C o Hy).

H
?“ ‘>CH-CH,-c0Ph ?“H‘> /COMe T°H‘>CH-CH2-CHR-0H
CoH, CoH, CH,COPh CeH,
(VD) (VII) (VIII)

In presence of the condensing agent described by Weizmann (B.P. 582,191; Chem.
Abstr., 1947, 41, 2436)—potassium hydroxide in an acetal—fluorenone condensed directly
with two molecules of acetophenone to give, probably, diphenacylfiuorene (Dufraisse and
de Carvalho, Buil. Soc. chim., 1936, 3, 882), which could result from the Michael addition of
a second molecule of acetophenone to the unsaturated ketone (II; R = Ph). Fluorenone
could not be made to condense with propiophenone or dypnoune by this method.

EXPERIMENTAL

Condensation of Fluovenone and Acetophenone.—Magnesium (1-0 g., 0-041 mole) was placed
in a three-necked flask (250 ml.) fitted with reflux condenser (CaCl, drying tube), mercury-sealed
stirrer, and dropping funnel, and the apparatus flushed out, through the condenser, with
nitrogen. Ethylmagnesium bromide was prepared in the usual way from ethyl bromide (3-2 ml.,
0-044 mole) in dry ether (7 ml.), with water-cooling as soon as the reaction began. [Under these
conditions the Grignard compound was formed in ca. 859, yield as determined by Gilman’s
method (Gilman, Wilkinson, Fishel, and Meyers, J. Amer. Chem. Soc., 1923, 45, 156) and these
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quantities thus give 25%, excess of methylanilinomagnesium bromide if reaction with methyl-
aniline is quantitative.] ~After the mixture had been stirred for 15 minutes a solution of methyl-
aniline (3-75 g., 0-035 mole) in benzene (16 ml.) was rapidly added, ethane being evolved. The
cooling bath was removed and fluorenone (5-06 g., 0028 mole) in benzene (30 ml.) added. The
temperature rose and a buff-coloured precipitate quickly separated. The mixture was stirred
for 25 minutes, during which it cooled to room temperature. Then a mixture of benzene
(25 ml.) and acetophenone (3-38 g., 0-028 mole) was added during 3 hours, after which the
mixture was set aside overnight. Concentrated hydrochloric acid (8:0 ml., ca. 0-1 mole) and
water (25 ml.) were then gradually added with ice-cooling, the benzene layer was separated and
dried, and the solvent removed at <45°. The solid residue of 9-hydroxy-9-phenacylfluorene
(I, R = Ph) crystallised from ethanol as colourless needles (7-18 g., 85%,), m. p. 111—112°
raised to 112—113° after a further crystallisation from ethanol (Colonge, loc. cit., gives m. p. 112°).

Lower yields (40—75%) resulted when (a) the proportion of methylanilinomagnesium
bromide, (b) the temperature at which the reactants were added, (c) the time for which the
complex of fluorenone and condensing agent was stirred, or (d) the time for which the final
mixture was kept varied from the conditions described above.

In subsequent condensations the molar proportions of reagents used and the method were
as given above unless otherwise stated. The ketones used were either commercially available or
prepared by known methods.

Attempts to separate 9-hydroxy-9-phenacylfluorene from its parent ketones by selective
adsorption on acid-washed alumina, silica gel, or fuller’s earth were unsuccessful, the alumina
decomposing the ketol into its components. Nor could the af-unsaturated ketone derived
from the ketol be separated from the two ketones by this method.

Other Condensations.—The products isolated are recorded in Table 1.

Condensation of Benzil and Acetophenone.—Condensation of benzil (3-0 g., 0-014 mole) with
acetophenone (3-38 g., 0-027 mole) gave an unidentified substance (3-0 g.), m. p. 175° (yellow
prisms from acetonitrile), unchanged by treatment with dry hydrogen chloride in acetic acid
(Found : C, 859; H, 6-5%,; M, cryoscopic in benzene, 293).

Condensation of Fluovenone and cycloHexanone.—No solid was obtained except in one
experiment when a little high-melting substance resulted (m. p. 193—194° from ethyl acetate)
which is probably a condensation product of cyclohexanone with two molecules of fluorenone
(Found : C, 84-0; H, 5-5. C;,H,40; requires C, 83-8; H, 5:7%,).

Effect of Temperature on the Reaction Product.—Fluorenone was condensed with methyl
«-naphthyl ketone, the recommended procedure being varied by adding the latter ketone to the
reaction mixture at various temperatures. The product was a mixture of ketol and unsaturated
ketone easily separable by crystallisation from benzene from which the former crystallises more
readily. The results given below indicate that greater yields of a mixed product may be
obtained at higher temperatures than that already suggested.

Reaction temp. ...................L 15° 35° 45° 54° 70° reflux
Ketol, 94 cvveveiiiiviiiiiiiiiiiiiinns 59 54 44 25 13 nil
Unsaturated ketone, 9% ......... nil 11 17 51 41 62

Conversion of Ketols into af3-Unsaturated Ketones.—Dehydration was effected under acid
conditions but no method was found to give optimum conditions for all ketols. The following
procedures were used :

(i) Refluxing in 969, formic acid solution (Colonge, Bull. Soc. chim., 1935, 2, 57).

(ii) Concentrated sulphuric acid (1 ml.) in acetic acid (6 ml.) was added to the ketol (1 g.) in
the same solvent (20 ml.). After 30 minutes the product was isolated by dilution with water.

(ili) Dry hydrogen chloride was passed through a solution of ketol in acetic acid (quantities
as above) for 20 minutes. The product was isolated by dilution with water after several hours.

(iv) The ketol (1 g.) was heated under reflux for 2 hours with benzene (25 ml.) and a little
iodine, which was subsequently removed by sodium hydrogen sulphite solution, the product
being isolated from the benzene layer.

The unsaturated ketones listed in Table 2 were prepared from the appropriate ketols.

Preparation of the Saturated Ketones.—The saturated ketones were obtained by boiling the
ketol or unsaturated ketone (1 g.) in glacial acetic acid (8 ml.) with 559, hydrogen iodide (4 ml.)
for 5 hours or 1 hour respectively. Reduction of the ketol may proceed via the unsaturated
ketone since this compound results if the reaction period is too short. The reactants were then
diluted with water, sodium hydrogen sulphite was added, and the ketone extracted with
chloroform. The ketones described in Table 3 (all colourless needles) were thus prepared.


http://dx.doi.org/10.1039/jr9520002650

View Article Online

2653

“dwod9p YIM
LF N ‘LG H ‘€38 'O 1 punog) (991 ¥e susyjos)
‘paure3qo osfe sem punodwoo Jururejuod-duULIONYd € JO JUNOWE [[ews
WLET——9¢T 'd "w saA1d (719 ‘907) 98uo[0) , PIOB OTWIOY 30U A]Q Po3oopeRUN SEm 31 {BUIWIO[R JO UUWIN[OD
"ouO3a) pajeInjEsUN eﬁ OJUI PIIIDAUOD SBA JT JNG JUIA[OS WIBM YIIM paesodwodap 31 se payund sq jou pnod punod

%111 ‘10 :posmmbsy %11 10 :punog y1 (%L¥ ‘N ‘L¢ ‘H ‘38 ‘O sexmbor NOTH™)
oT9T—09T d ‘wr ‘2usro ! 16—96 "d ‘W SAIS (‘722 "20]) I9HOOW PUE SNUSOISIM .of
Vs %€¥ N :pexmboyy g% ‘N :punog g
e ySnoryy ofessed %Q poyung o

-wod SIY, ¢ %T-% ‘N :paambey ‘0% ‘N :punog » (%e-11 ‘10 : poambey g-1[ ‘1D : punog) pre orurio] %96 Juroq £q pejosyeun st punoduroo
.Ul (,09—0% d -q) E:Bobwm 1Sy yps voryeanjiry uo payrpros jonpoxd pmbip oyl ¢  (,09—0% 'd 'q) wnojoryad 3ulif = 30 ‘ueA1d 19pIO B} UI
1M A1oreredos posn o1om 9soy3 pajoub ore sjuUsA[Os OM] 9I9YM g PIjonb sanSy o1y uryl remop A[IYSIS Paj[eW SPIAIA 9S9Y} UI paurejqo muosﬁoa oyl ¢
m g9 788 OYH™) 9-9 9-88 (HO¥A) 8P1—LFI 8¢ e e auoAar-D- 1Yo KUy da(r-g
S Ly 1-6L w DO H®D 9y 6-8L (HOY) 601 08—0L e *_ausdonglidovusydosoy)-o-¢
= $-g 8-68 o' TH%D 9:¢ 0-06 (ND°IN) LOT L9 et auopay 1Cyrydou-g 1lyomlustony g6
e $-g 8-68 ommmo $-g 6-68 Mz%ﬁ $91 28 _ouopay Rsﬁ%e.§§§m§§i 6
— — O 'H™) — — HO) L6 99 AR o1 9UBIONYILOBUSYJ -6
m W\H b o) B[OULIO] :o\ . o) cﬂwozowv % ‘PIOIA 2U03eY pejeIn}es
S o ‘Paximbey o ‘Punog d'n
@ .
< ¢ 41dv],
=
W
S 99 98 OMH™> 99 <L8 sojerd mofex  (OVO3RHA) LGT—991 o¥ jas e g quasony(suapyaxayoroho)dyrau-g-01237-3)-6
m 7¢ 868 O'H*) g¢¢  L-68 weipouhiod umoiq oed (NOSIN) 891—LOT 8% a2 s guojoy jAurahuaydap-g 1 g 14y1ydoN-g
o1 Al
8 z¢ 968 O°'H®) ®¢ 968 so[peau a3urIQ (HO%V) 091 01 s
= [ ) S 2UOIDAIFT-D~IUIPUAUIAON] T -T
R 0¥ I'LL «NPO'H'®D 9€ 1L  s3[pedu o3urio deo (HO9V) 3L1 06 1 e aussonyfouaprdovuaydosiN-d-6
lw, 6% €06 O'H*D 1¢  S06 so[peau oduer)  (NDPIW) 11311 L9 nrooc © ouopay 1Yy dru-g 1yromanapiyduston].g-6
98 2
X 67 €06 O'H™0 1§  ¥06  sapeou oFueroofeq  (NOOW) LEI—981  {gg I e auopay 1y doun (hyamauspusion] -6
OV — — o )82 kide) — — eapaydod s3uein (oVOd) .681 €6 1 preesesrasereenienees ., oUIONPOuUIPIAOBUSJ-6
M H o) R[NUWIOT u o) souereaddy (3uoAt0S) 1%  uorreipAysp QU030 pajeIN}esu)
o~ % ‘permbay % ‘puno;g d W ‘PIOIA  JO POYRRIN
© ‘% ATAV]
WV
N - 8iypyee . . SO[pesu MO[[a4 oE 2 — reteeeneeeecees U0V A27-0-2UIAY 1M KUY JUT-G
R 8¢ 068 O'H®™) 29  L-88 S9Ip {194 s[ed VOId L03—903 1% o 2UOIDAII}- 1Aipouig Auay dur-g
s — — I0%HD  — — — HOPW 931—¥31 LS s duogay 1y dou-g 1Ay uaydip-g : g-Axospd-g
S 69 @8 0%H") 0L 038 sajerd sse[anofo) “3od-*H®D ‘HOIL 011—601 06 " ouaAony(1Axay 010K AYoUL-§-012Y-3)-6-Ax0ApA -6
DM 9¢ 98 08 TH®D) 8¢ $F8  SO[POdU SSO[INOJO) NO°I “H*D 9¢1—¢8I ¥8 a ............. .Q§§w§\w§§m§
~3-010y-T-0APAYDAII-F 1 € 1 G * 1)-6-A%04PAF-6
Y P 08 SNOTH'D &% gL so[peau gug *H’D ‘HOPV G8I—¥€1 S e auasonyf1Lovusydospiu-d-g-Axo4pAI-6
=X 1P 96L DO'HY™) &%  ¥6L so[paou sfueI)) NOPI ‘HOY 181 4474 e e ¢ dudsonglouspriLovuaydosoryn-o
3¢ LG8 0T ¢ L-G8  SO[POdU SSO[INno[0) HOM “H®D +831—931 96 = ouopay 1y dru-g 1y 1ougdustony-6-AxospAE -6
3¢ LG8 00MH")  1¢ 998 soyeld ssa[Ino[o) NOPI OVOIH  * oLEI 09 vt quopay (Aypydou-v 1Kyaulussony-g-Axo4pA -6
54 % e[nW IO MWH o) souereaddy 2 FUSAIOS d W 1% jonpoIg
£ % ‘paumboy o ‘Punog ‘PIBIA
=N 1
% ‘I 419V]
-
e

"E1€2:80 9T02/60/¢ U0 AISPAIUN UOS ||V JUNOIAl AQ papeo|UMOQ "ZG6T Asenuer TO UO paus!idnd


http://dx.doi.org/10.1039/jr9520002650

Published on 01 January 1952. Downloaded by Mount Allison University on 24/09/2016 08:23:34.

View Article Online

2654 Packer, Vaughan, and Walts :

Selenium Dioxide Oxidation of 9-Phenacylfluorene.—Attempts were made to oxidise
9-phenacylfluorene under various conditions. Oxidation was very slow and most of the
starting material was recovered unchanged. By use of (i) aqueous acetic acid and (ii) aqueous
2-methoxyethanol containing four drops of 6N-hydrochloric acid, as solvent, however (Melnikov
and Rokitsakja, J. Gen. Chem. Russia, 1944, 14, 1054; Campbell and Khanna, J., 1949, 533),
good yields of 9-phenacylidenefluorene resulted.

Methyl 9-Phenacylfiuorene-9-carboxylate (VII).—Methyl fluorene-9-carboxylate (3 g.) (Tucker,
J., 1949, 2182; Campbell and Tucker, J., 1949, 2623) in methanol (10 ml.) was treated with
sodium (0-3 g.) and, after 15 minutes, with phenacyl bromide (2:5 g.). The mixture was refluxed
for 30 minutes, some of the solvent removed, and the product precipitated by dilution with
water. Crystallisation from acetic acid gave methyl 9-phenacylfiuorene-9-carboxylate (3-45 g.,
689,), obtained as colourless plates, m. p. 177—179°, after further crystallisation (Found: C,
80-5; H, 5-4. Cy3H,4O; requires C, 80-7; H, 5-39%). Treatment with alcoholic potassium
hydroxide gave 9-phenacylfluorene, m. p. 94—96°. Attempts to oxidise (VII) with selenium
dioxide gave only unchanged starting material.

9-(2-Hydroxy-2-phenylethyl)fluorene (VIII; R = Ph).—Catalytic hydrogenation (Raney
nickel) of 9-phenacylfluorene dissolved in ethanol containing a trace of alkali, or of 9-phen-
acylidenefluorene suspended in the same solvent, yielded the alcoko! as a colourless crystalline
solid, m. p. 108—109° [from ethanol or from benzene-light petroleum (b. p. 40—60°)] (Found :
C, 88-2; H, 6-:3. C,,H,O requires C, 88-1; H, 6-3%); its 3: 5-dinitrobenzoate formed yellow
crystals [from benzene-light petroleum (b. p. 40—60°)}, m. p. 198—200° (Found : C, 70-0; H,
4:4; N, 58, C,gH,iOgN, requires C, 70-0; H, 4-2; N, 5-8%,).

9-(2-Hydroxy-2-a-~ and -B-naphthylethyl)fluorene.—These alcohols were prepared from the
saturated or unsaturated ketones as above. The a-naphthyl compound forms colourless crystals,
m. p. 157—159°, from benzene (Found : C, 88-6; H, 5-8. C,;H,,0 requires C, 89-3; H, 6-:0%),
whilst the p-isomer is obtained as white spheres [from benzene-light petroleum (b. p. 40—60°)],
m. p. 130—131:5° (Found : C, 89-2; H, 6-0%,).

Condensation of Fluovenone with Acetophenone in the Presence of Potassium Hydroxide in
Dipropoxyethane.—Vigorous stirring was maintained throughout this reaction. Potassium
hydroxide (2-3 g., 0-041 mole) and dipropoxyethane (15 ml.) were slowly heated to 150° and then
cooled to room temperature. The resulting condensing agent was cooled in ice during addition
of fluorenone (5 g., 0-028 mole) and acetophenone (3-3 g., 0-028 mole) in dipropoxyethane (10 ml.)
and for a further 20 minutes. Next morning water was added, a white solid being precipitated
(2-53 g.). This crystallised readily from ethanol, acetic acid, or ethyl acetate. Crystallisation
from the last solvent yielded, probably, 9 : 9-diphenacylfluorene, m. p. 200—202° (Dufraisse
et al., loc. cit., give m. p. 203—204°) (Found : C, 86-7; H, 5-8. Calc. for CyyH,y,O4: C, 86:5;
H, 5-5%).

We are indebted to the Department of Scientific and Industrial Research for a maintenance
allowance to one of us (W. D. G.), and to Mr. J. M. L. Cameron and Miss R. H. Kennaway for
the microanalyses.

UNIVERSITY OF GLASGOW. [Received, April 4th, 1952.]
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