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ABSTRACT
Obgect.

The object of project 4-08-03-05 1s, in part, to investigate
the synthesis and properties of compounds of the G series.

The object of this report is to present data obtained from a
series of reactions investigated during the course of a laboratory study on
organophosphorus compounds, Several reactions anticipated to lead to the
direct methylation of phosphorus trichloride drew particular attention,

Results.

1. Theories pertaining to the reactivity of phosphorus, both
trivalent and pentavalent, toward nucleophilic and electrophilic reagents
are discussed,

2. The direct methylation of phosphorus trichloride using anhy-
drous aluminum chloride as catalyst was investigated. A stable, highly
reactive complex, consisting of methyl chloride, phosphorus trichloride and
aluminum chloride in a mcle ratio of 1:lsl, was isolated, It has not been
found possible, to date, to isolate methylated chlorophosphines or their
oxides from this complex using sulfur dioxide as reagent.

3. Triethyl phosphate was subjected to alcoholysis with butanol
using sodium butoxide as catalyst. The products of reaction were mixed
butyl ethyl phosphates, butyl ethyl ether, and small amounts of diethyl
ether., The nature of the reaction, based on the supposition of the formation
of a ten-electron intermediate, consisting of triethy? phosphate and butoxy
ion, is discussed. The alkylating characteristic of triethyl phosphate
toward primary and secondary amines, yielding ethyl alkylamines, is also
discussed along similar lines,

4e Nine new compounds of the type RoN-PO(OR),, dialkoxydialkyl-
aminophosphine oxides, were prepared from the corresponding dialkyl hydro-
gen phosphites, carbon tetrachloride, and the corresponding dialkylamines,
These substances showed no reaction in the indole fluorescent test for the
G-type compound and possessed no toxic properties comparable to G agents,

Five analogs of GA and GB were synthesized and submitted to

Medical Division for testing., These compounds were 2-chloroethoxycyano-
dimethylaminophosthine oxide, cyanodiethylaminomethoxyphosphine oxide.

2=chloroethoxydimethylaminofluorophosphine oxide, chlorocyanomethylphosphine
oxide, and cyanoethylmethoxyphoaphine oxide(not submitted for toxicity tests),
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5, The nature of the rearrangement of dimethylhydrogen phos-
phite to the corresponding phosphonic acid anhydride (pyro compound) was
given some consideration in the light of available analogous data.

Conclusions,

1. Trivalent phosphorous compounds containing at least one
phosphorous-to-chlorine bond are incapable of reacting with electrophilic
reagents, such as alkyl halides, due to the positive nature of the phos-
phorus atoms in such phosphorus-chlorine compounds, This phenomenon has
made direct alkylation of phosphorus trichloride impossible to the present
day.

2., The alcoholysis of triethyl phosphate with butyl alcohol
using sodium butoxide as catalyst results in the formation of mixed butyl
ethyl phosphates and butyl ethyl ether, This phenomenon can be explained
by assuming a ten-electron intermediate between the nucleophilic reagent,
butoxy ion, and triethyl phoaphate with subsequent decomposition of the
complex to the observed products, The concept is strengthened by the fact
that diethyl ether is also formed in this reaction,

3. The alkylation of amines by alkyl phosphates can also be
accounted for by the assumption of the existence of a complex between tri=~
ethyl phosphate and a primary or secondary amine (nucleophilic reagents).

4o The results of the alkylation studies make it appear that
the rearrangement of dimethyl hydrogen phosphite follows a similar course
of self-alkylation as is exhibited by the alkylation of amines and alkoxides
by triethyl phosphate. This theory requires that dimethyl hydrogen phos-
phite is an equilibrium mixture of the trivalent and pentavalent forms,

Recommendations,

None, since work is being continued.
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AGENTS OF THE G SERTES
STUDIES IN THE CHEMISTRY OF ORGANOPHOSPHORUS COMPOUNDS
SECOND HEPORT

I. INTRODUCTION.
A, Obj ect,

The object of project 4-08-03-05 is, in part, to investigate
the synthesis and properties of compounds of the G series,

The object of this report is to present data obtained from
a series of reactions investigated during the course of a laboratory study
on organophosphorus compounds, Several reactions anticipated to lead to
the direct methylation of phosphorus trichloride drew particular attention,

B. Authority,
Authorlty for this work is contained in Project 4-08-03-05,
Agents of the G Series, for fiscal year 1948.
II. HISTORICAL.

The historical aspects of this work have been described in
previous reports and are summarized in thelr essential form in TDMR 1314,
30 April 1947,

III. THEORETICAL.

The theoretical aspects worthy of consideration are those
connected with the direct alkylation of phosphorous trichloride by replace=-
ment of only one chlerine atom with the formation of either methyldichloro-

phosphine or its oxide, The following two hypothetical reactions serve to
illustrate the desired reactionsi

CH3PC1l, # Clp
FCl3 + cH301—66H3P014\./,,_’_ (1)
> CH3POC12 + SOC12
L£H30FC1 == CH3P0C12 (2)
Numerous attempts, previously reported in TDMR 1314, have been
made to realize both of these reactions without success, In essence, these
reactiorsapproximate the Arbusov type in nature; however, attempts to add

1
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alkyl halides to molecules such as methoxydichlorophosphine (cHBOfCIQ)
or 2-chloro-1,3,2-dioxaphospholane ( ’/,CL\\ ) gave only negative

(Hzc PCl)
(1 )
(HC o )

results with respect to alkylation by alkyl halides, the major products
being those obtained from the decomposition of the reagents. These
phenomena led the authors to the conclusion that trivalent phosphorus com-
pounds bearing as small a number as one chlorine atom attached to phorphorus
are incapable of direct alkylation of phosphorus.

Upon closér examination of the relation between structure
and reactivity toward methyl iodide of trimethoxyphosphine and methoxydichloro-
phosphine, or even the phospholane stated above, it becomes apparent that
the presence of one or more P-Cl linkage imparts a strong positive charge
to the phosphorous atom in this type of molecule, The two contrasting re-
actions may be compared as follows:

?CH3 OCH3
1 4 e
CH;0 - P - OCH3 + CHy :I:——> |CH30 - P-OCH3

{proceeds readily) CH3

CHBPO(wHB)2 + CHBI

Ccl Cl *
/ + e .
CH30 - P +CHy" I'—»|CHy0 - P -Cl| I (4)
\ A i
c1 _ CHy
(does not proceed under
identical conditions as
for trimethyl phosphite) CH3POC1y + CH3I

Tt appears that the positive charge on phosphorus, probably due to the strons
dipolar effect of the P-Cl bond, is sufficiently strong to deny entry of a
positive alkyl group, as the methyl group in methyl lodideg into the sphere
of influence of the positive phosphorus atom,

On the other hand, those reagents in which the methyl group
is negative, as is the case in metallic alkyls, alkylate phosphorus trichloride

2
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smoothly. Such reagents include the Grignard reagents, tetrsalkyllead,
dialkylmercury, etc. Although these substances form the desired products,
not much emphasis has been placed on them, due to their relative inaccess-
ability and comparatively high cost.

Consideration was next given to the idea that in the
reaction

CH3Cl1 + FCl, 4 —S CH3FCl,,

an equilibrium might exist favorable toc the formation of tetrachloro
compound, Subsequently, a number of catalysts was triedswhich one might
anticipate, would bind themselves with the product and so remove it from
the equilibrium mixture, .As shown in the body of this report, the use of
anhydrcus aluminum chloride produced some very interesting results, despite
the fact that methylated phosphorus compounds, in particular methyldichloro-
phosphine oxide, could not be isolated.

The theory was then proposed that in compounds containing
the P~Cl linkage, the phosphorus atom is highly electron deficient, in
spite of the existence of a free electron pair, and that this electron
palr is not available for reaction by electrophiliec reagents., Furthermore,
it appears that phosphorus in phosphorus trichloride is electrophilic,
reacting smoothly with nucleophilic reagents, This is exemplified by the
reactivities of metallic alkyls and alkyl iodides toward phosphorus tri-
chloride, as stated above,

These facts allow then the separation of the reactivity of
phosphorus trichloride or its immediate analogs into two classes:

(1) Toward nucleophilic reagents
(2) Toward electrophilic reagents

Although the reactionsof phosphorus trichloride or its immediate derivatives
tomard electrophilic reagents are comparatively few, many of the known
common reactions of phosphorus trichloride and, for that matter, of many
trivalent and pentavalent organophosphorous compounds involving nucleophilic
reagents can be explained by postulating a ten-electron intermediate, This
intermediate, contalning ten electrons around the phosphorus atom, will sub-
sequéntly decompose or rearrange to produce the observed reaction products,
The following known reactions can serve to illustrate this principle:

c1 c1
| (C1
Cl ~ P - C1 + CH30H — |CH30—»P<C1 | — CH30PCl; + BCl  (5)
H .
3
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cl : Cl

| |/c1

CH30 - P ~ Cl + CHyOH —> [CH;0 —» P - OCH3 | —»(CH30),FC1 # HC1 (6)

FL-H

OCH, Cl
Ve

CH30 = P = C1 & CH3OHw— cg3c'> «»P - OCHy }—>(CH30)POH + CH3C1  (7)

| H

Why dimethyl hydrogen phosphite is obtained as the final product in the
absence of bases is not entirely clear; however, the energetics of the
reaction are thought to be responsible for the formation of this compound.
The trlalkyl phosphite can be obtained from the ten-electron intermediate
by the presence of an organic base which is capable of combining with HC1,

| oCHy 1600 ?cu3 : OCH;
CH30-P-0CH3 # RGH ———> | CH30-P=OCH3 |~ CH30-P-OH ¢ ROCH; (8)
% A
H
?CHa B OCH3—— OCH3

. |
CH40-P-0CH; + R)NH—;» CH3O-I:,-0§H3 —>CH,0-P=0H # CH3NRp (9)

TR

R

The additivity of alkyl halides to those organic molecules containing tri-
valent phosphorus to which no halogen is bound, such as trialkylphosphines,
trialkoxyphosphines, aminophosphines, etc., resembles the chemistry of
analogous nitrogen compounds, The Arbusov reaction is a typical example
of this kind of reaction:

+

. - H3 H3 - Hj

CHy' I™ ,3":00,,3_, cu3-2c-ocn3 I~ CHy~ < + CH3I (10)
~'\\OCH3
0\

Ha ACH3
4
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IV. EXPERIMENTAL.
" A. \Materials.

All materials used in this work were purified before use
to constant boiling point, composition, and physical constants,

B. TReaction of Methyl Chloride With Phosphorus Trichloride in the
Presence ol Ef%rous XTuminum Chloride.

To date, the direct combination of methyl chloride with
phosphorus trichloride to form CH3P614 has not met with success, It was
thouglt that perhaps the product was subject to an equilibrium unfavorable
to the formation of the desired tetrachloride and being mainly on the
side of the dissociated forms, methyl chloride and phosphorus trichloride.
As a consequence; it was thought that a catalyst could conceivably direct
the reaction toward the side of the undissociated tetrachloro form by
combining with the latter in auch a way that it would be removed from the
equilibrium as a complex.

Anhydrous aluminum chloride was found to produce a complex
of the composition CH3Cl?PCl 'AlClB, from which no methylated phosphorus
compound has as yet been isoiated. The structure of the complex is not
yet known, but; as indicated by the data in table 1, the composition
¢learly refers to a complex in which the CH3C1*FCl3°AlCl3 ratio is 1:1:1.

The preparation of this complex can be achieved by sealing
0.05 mole of aluminum chloride;, 0,05 mole of phosphorus trichloride, and
0.2 mole of methyl chloride (excess) in a suitable pyrex tube and allowing
the reagents to come to room tempersture., As the tube warms up, the solid
aluminum chloride dissolves slowly in the liquid reagents with only a
slight evolution of heat. The internal maximum temperature was estimated
to be in the vicinity of 40°C. Shaking greatly accelerates the solution
of aluminum chloride in the methyl chloride-phosphorus trichloride liquid
mixture, After all the aluminum chloride has dissolved (and not before),
a copious precipitation of well-defined crystals appears. Crystallization
of the complex in the sealed tube was assumed to be complete after stand-
ing for about 30 hr. Bach tube was subsequently chilled in a dry-ice-
acetone mixture and opened. The effluent gases, consisting chiefly of
excess methyl chloride, were condensed in a trap immersed in a dry-ice-
acetone freezing mixture. The last traces of liquid were removed from the
residue by applying a vacuum of approximately 20 mm. of Hg on the open end
of the trap, The residue, consisting of the CH3CI-P013'A1013 complex and
the distillate, were analyzed as shown in table 1.
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Table 1

Preparation and Analyses of CH3C1¢FClq°AlCl4 Complex

Tube 1 | Tube 2 { Tube 3 llean?, Theory’

! Amount of reagents used:

Methyl chloride 0.2 mole or 10.1 g. |
Phosphorus trichloride 0.05 mole or 6.9 g.
Aluminum chloride 0.05 mole or 6.7 g.

Analysis of residue (complex)* ' §
Weight of products, grams 16.3 i 15.0 15,6 15,60 16.1
- Aluminum, § 8.95 8,44 8.67 8.69 8.39
Phosphorus; % 9.60 | 9.69 9.76 9.68 9.65
Chlorine, % 76.3 | 76.7 76,2 76.40 | 77.28
carbon) ’ 305 304 305 3047 30710 ’
Hydrogen, % 1,1 1.0 1.0 1.03 0,94 !
Total composition, % 99.5 99.2 39.1 : 99,27 1100.00
! Analysis of distillate: ;
]
i Weight of distillate, grams | 5.9 | 5.5 5.4 5.6 | 7.6 |
P/total distillate 0.01 | 0,001, None : = - |
! ¢l/total distillate 0.1 0,27 0,06 l - - ]

Repeated attempts were made to isolate methydichlorophos-
phine oxide from this complex by treatment with both gaseous and liquid
sulfur dioxide, To date, this has not been achieved, one of the diffi-
culties being the exclusion of aluminum chloride which is soluble to a
considerable degree in SQg3.%

#Ince this report was written, a report (NBL P-3044) has
been received which outlines a method for the separation of aluminum
chloride using phosphoryl chloride as a complexing agent,

6
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C. Alcocholysis of Triethyl Phosphate Catalyzed by Sodium Butoxide and
mms—fﬂmetm Fhosphate,

Bxamples of the alcoholysis of esters derived from inorganic
acids are not nearly so plentiful in the chemical literature as are those
of the organic acid esters., Recently, the alcnholysis of alkyl silicates
was studied by Peppard, Brown, and Johnson (1), It was found that the
alcoholysis of silicates proceeded in some cases without the addition of
any catalyst to yield mixed silicic acid esters, but in those instances
where no reaction was encountered in the absence of catalysts, the addition
of silicon tetrachloride or hydrogen chloride was found to catalyze the
reaction, A similar transalkylation reaction between butyl silicate and
ethyl silicate under the catalytic influence of aluminum chloride or the
alkoxides of aluminum, antimony, or magnesium was also found by these same
authors (?) to produce mixed alkyl silicates,

Morel and Friedel (3) have shown that under the influence
of sodium ethoxide, a mixture of ethanol and phenyl phosphate will yield
mixed ethyl phenyl phcsphates. These authors also discovered that phene-
tole is formed in the alcoholysis when three moles of sodium are used for
every mole of phenyl phosphate, The latter property of alkylation is an
interestlng feature in this reaction and has been extended by Noller and
Dutton (4). Toy (5) has found that methyl alkyl ethers can be prepared in
53=-70% yield by boiling under reflux a mixture of trimethyl phosphate and
alcohols, Some olefin formation is also encountered, The reaction is
apparently limited to those alcohols which boil at 160°¢. of higher at
atmospheric pressure. The residue products in this reaction are described
by Toy toc be alkali-soluble mixtures of alkyl acid phosphates,

The reaction between l~butanol and triethyl phosphate was
studied in this laboratory with the view of obtaining butyl diethyl and
dibutyl ethyl phosphates. It was observed that an equimolar mixture of
triethyl phosphate and l-butanol would not undergo appreciable reaction
even at temperatures of about 160°C, In the presence of small amounts of
sodium butoxide, however, alcoholysis proceeds rapidly at temperatures
between 90° and 120°C, In table 2 it can be seen that the relative amounts
of butyl diethyl phosphate and dibutyl ethyl phosphate depend upon the
relative amounts of sodium butoxide present in the reaction mixture and
also upon the mole ratio of ethyl phosphate to butanol-l. Some physical
properties of the mixed esters are presented in table 3. The discrepancy
between the parachors calculated from the values of Mumford and Phillips (6)
and those found for both the butyl diethyl and dibutyl ethyl phosphates
amomted to -4.4 and -7.3 units, respectively. At first it was thought
that a rearrangement of the primary butyl group had occurred; yielding the
secondary butyl phosphates; however, upon hydrolysis of the esters with
hydrochloric acid only butyl chloride was found. The authors attribute
these discrepancies to some factor in the values; not yet precisely deter-
mined, of the parachors of phosphorus groupings. A slight amount of

7
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impurity could have caused these deviations; but judging from the purity
of the samples prepared, this cause was not apparent,

The entire operation was carried out in the kettle of a
still having a plate equivalence of about fifteen. Upon heating the
reaction mixture (see table 2), it was soon found that, in addition to the
expected ethanol, other products were also formed. These substances proved
to be ethers, of which butyl ethyl ether predominated, Splitting this
ether with hydriodic acid yielded ethyl and butyl iodides. It is shown
in table 2 that these ethers are formed not only when a large amount of
sodium is present as was found by Morel and Friedel (3), but, in the parti-
cular case at hand, that these ethers are present to ihe extent of 21-24%
of the ethanol-ether fraction removed, amounting to approximately one mole
of ether for every mole of sodium,

The presence of ethers suggests a dual character of triethyl
phosphate; that of an ester and that of an alkylating agent. From the
data in table 2, it will be seen that the mole ratio of ether to mixed
butyl esters formed (calculated as difference between moles of butanol in
the products and residus and moles of butanol originally used) is about
1 to 7. This means that sodium butoxide acts catalytically in the alcoholy-
sis but is destroyed through ether formation. The destruction of the butoxy
ion was also observed in separate experiments by noting the disappearance of
phenolphthalein color in a small diluted sample of the reaction mixture,
Ordinarily, this phenolphthalein test failed after the reaction mixture had
been refluxed for 5 min, at 1102120°%.

The still residue of the reaction is a white waxy solid con-
taminated with some of the mixed phosphate esters. An analysis of & reason~-
ably dry, pure sample of the residue, after washing with ether, showed this
to be a mixture of alkyl acid phosphates and their sodium salts as determined
by the phosphorus, carbon, and hydrogen contents of this residue.

The alkylation of butoxy ion by ethyl phosphate is in many
respects similar to the alkylation of aromatic amines studied by Billman,
Radike, and Mundy (7). In order to establish the similarity between the
alkylation of amines and of butoxy ion, the reaction of an equimolar mixture
of morpholine and triethyl phosphate was investigated, It was found that
upon heating, an oily nonvolatile substance; presumably an ammonium salt,
was formed, which, upon hydrolysia with aqueous caustic, ylelded pure
4=ethylmorpholine in 704 yield. Although amidation of the phosphoric acid
ester, similar to alcoholysis; was not detected; this Sgaction may be of
value in the de-alkylation of phosphoric acid esters (

These reactione may be summarized by the following equationss
8
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0 0

-4 - 1
(02350)3 Pe 04390 —lp (02350)2P0- + 02H5OC4H9 (11)

0

1\
(C2H50) ,POC, Hy + CoHs0™

00439‘
0
czﬂ501l’oc4n9 + C,H50~
0CHy
0 ~— o 1t
N
0 HZ CH2 % - | B¢ emp
(CoHs0) 4P + ' |—-> (C,H50) ,P0” I l
HoC CHp HC  CHp
\,/ - \,/
H 2 \
0
“'(5oH50),P0 + B fn.
HC CHy
x
s

It is obvious from reaction (11) that small amounts of diethyl as well as
dibutyl ether are to be expected through further reaction of the ethoxide
and butoxide ions on the phosphates, and, indeed, traces of these are
found.

9
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1, Alcoholysis of Triethyl Phosphate.

1-Butanol, clean metallic sodium, and triethyl phosphate

were placed in the kettle of an all-glass, 15=-plate column still in the order
indicated. The amounts of reagents used in each particular run are given
in table 2. Triethyl phosphate was not added to the other components
wtil all the sodium had dissolved in the butanol. The complete reaction
mixture was heated by means of a Glas-Col heating mantle. Boiling of the
reagents occurred when the kettle temperature reached 115°C, The still
head was set to constant reflux until boiling and the reflux rate became
steady., Then, a low-boiling fraction (about 0.5 g., 20 - 1.3655, pro-
bably diethyl ether) was removed. The fraction boiling from 36° to 93°C.
was collected and found to be a mixture of ethanol and chiefly butyl
ethyl ether, containing from 75 to 80% ethanol as found by acetylation

h acetic anhydride. The refractive index of these cuts varied between
éé = 1,365 to 1.368 and the densities, d2g, from 0.780 to 0.788 g./ml.

ring the removal of this fraction, the kettle temperature rose slowly
to 140°C., and on occasions the temperature was allowed to climb to 160°C,
in order to remove all this fraction at atmospheric pressure.

The pressure was subsequently reduced to 50 to 60 mm. of
mercury, and l-butanol (nﬁo = 1.390 to 1.398) was removed, After removing
unrearted triethyl phosghate at pressures varying between 3 and 10 mm. of
mercury (b.p. 66° to 69° at 3 to 4 mm. Hg; nj” = 1.404 to 1,4055), butyl
diethyl phosphate (b.p. 82 to gat 3 to 4 mm. Hg) and dibutyl ethyl phos-
phate (b.p. 95°to 96°at 3 to 4 mm. Hg) were fractionated from the reaction
mixture. Analysisy Calculated for CgHigPO4: P, 14.7; ¥Rps 51.5. Founds:

P, 14.95 Mpy, 51.1#, Calculated for CygH23PO4t P, 13.C; MRy s 60.5, Found:
P, 13.2; Mgy, 59.8.%

The material balances in all runs including residues amounted
to 97 to 99% of theory.

2, Isolation of Butyl Bthyl EBther,

Fifty grams of the ethanol-ether fraction (b.p. 36° to 93°C.)
was added to 180 ml. of water. The upper layer; amounting to 8.9 g., was
separated, dried over activated silica gel, and distilled. The main frac-
tion boiled at 90° to 93°C. and was found to have the following constants:
d20, 0.752; ngC, 1,3818; Mpp, calcd., 31.6; Mpp found, 31.6, Analysis:
calculated for CgH140: C, 70.5; H, 13.8. Found: U, 70.6; H, 13.9.

The ether so obtained was refluxed with 10% excess concentrated hydriodic

#The molecular refractivities were calculated from that ol
triethyl phosphate by adding the proper value for the required number of
methylene groups to that molecule.

10
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acid., The reaction product was poured into water and decolorized with
sodium bisulfite., The organic layer was separated and dried., Distilla-
tion yielded ethyl iodide (boiling range 75° to 87°C.), some unreacted
ether (boiling range 87° 3? 97°C.), and butyl iodide (b.p. 125° to 129°C.),
whose refractive index (nj’) was found to be 1.4950,

3. Butyl Chloride From Dibutyl EBthyl Phosphate,

One mole of dibutyl ethyl phosphate was refluxed with a
100% excess of concentrated hydrochloric acid for 8 hr, At the end of
this time, the product was poured into water and extracted several times
with diethyl ether. The ether extracts were dried cver calcium chloride
and distilled, After removing the ether, the residue distilled at 77°
to 78°C. and had a refractive index, ng%, of 1.3%91.

4o Alkylation of Morpholine,

An equimolar mixture of morpholine and triethyl phosphate
was placed in a round-bottom flask equipped with a water-cooled reflux
condenser, The mixture was heated by means of a Glas-Col mantle and brought
to 150°C, in 15 to 20 min, At this temperatute vigorous refluxing took
place due to heat of reaction, and the mixture changed from a water-white
to a reddish brown color, If too well insulated, the temperature of the
reactants may rise to 190°C., It was found, however, that by maintaining
the reaction temperature between 157° and 159° C,, good results could be
obtained, The product was poured into 500 ml, of water and heated with
10£ excess (44 g.) of sodium hydroxide. The basic aqueous solution was
placed in & still, and the amine distilled with water as an azeotrope
over the range 950 to 99.,8°C, The azetropic distillate was saturated with
potassium carbonate, whereupon the amine was salted out, After separaticm
from the aqueous layer, the amine was dried over sodium sulfate, filtered,
and distilled, Its physical constants were as follows:s b,p., 137° to
138°C. ; dag, 0.919; n5’s 1.4418, Yield, 70%., Analysis; Calculated for
C6H13NOt C, 62.2; H, 1104; N’ 12e2. Founds C, 62.3; H, 1105; N’ 11.9.

All physical constants given for known compounds agree
satisfactorily with those previously published,

11
SECRET




SECRET
Table 2

Alcoholysis and Bther Formation With Bthyl Phosphate

Reagents Products - esldue
BuOH| Na |Et3P0, | ELOH# |EL,0%,#] BuOH |Et3PO, 3u3t2P0;E;;§tP04
moles [moles| moles [ moles| moles | moles| moles | moles moles g
1.0 |0.03 0.5 0.18 0,02 0.81 | 0.32 0.12 - 12.3
1.0 [0.07 0.5 0.50 0.06 0.51 | 0.14 | 0.19 0.06 2.1
1.0 ]0.13 0.5 0.55 0.08 0.37 | 0.10 | 0.16 0,08 36.9
2,0 [0.13 0.5 0.76 0.11 1.09 } 0.04 ] 0.12 0.15 -
3.0 ]0.13 | 0.5 0,77 0.09 2,16 | 0.02 0.13 0,15 43.9
3.0 0,22 0.5 0.90 0.14 1,98 | 0.01 -] 0,06 0.12 -

# The total ethamol-ether fraction from the distillation was subjected to a
separate analysis for per cent alecohol; using acetic anhydride and pyridine,
followed by titration for acid in the usual manner,

#% This is chiefly butyl ethyl ether, containing less than 2% of a material

boiling between 33° and 35°C., which possessess all characteristics of ethyl
ether,

12
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Table 3

Some Physical Conatants of Mixed Butyl Bthyl Phosphates

~TeN= | Butyl Diethyl Phosphatew BIbutyl ¥ihyT Phosphatew
:3;:‘ dp Tip) Vistosity dp o “Viscosity
°c, g./ml. centistokes | g./ml. centistokes
9.8 - - 2,73 - - 3.76
10.0 1.0380| 1,4170 - 1.0112 | 1.4215 -
20,0 - 1.4131 - - 1.4182 -
24,7 - - 1.97 - - -
25,0 1.0243 - - 0.9984 - 2.54
30.0 - 1.4091 - - 1.4148 -
35.0 1.0151 - 1.61 0.9897 - 2,05

# Surface tension at 27.0°
found, 476.3.

28,8 dynes/cm.; parachor, calculated 480.7,

% Surface tension at 29,2°
found, 553.4.

28,0 dynes/cm.; parachor, calculated 560.7,

13
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D, Attempted Alkylation of Dimethyl Hydrogen Phosphite With
TrTethyl Phosphate,

In view of the alkylating property of triethyl phosphate
toward alcohols, alkoxides, and amines; described in section IV, B,
above, it appeared worthwhile to consider the reaction petween triethyl
phosphate and dimethyl hydrogen phosphite., For this purpose it must be
assumed that dimethyl hydrogen phosphite is an equilibrium mixture con=
sisting of the following two forms:

NpH (13)

This assumption is justified, since reactions of dialkyl hydrogen phos-
phites can be cited in which one structure is to be preferred over the
other, while in other reactions the alternate structure is the better,
A longer discussion of this phase of the theory is given in section V
of this report.

One-half mole of triethyl 'phosphate and 0.45 mole of
uimethyl hydrogen phosphite were heated at reflux temperature for 3 da.
total heating time about 24 hr.). At the end of this period, a fairly
viscous mass was obtained, and the temperature of the flask contents .
from 1920 to 200°C, During the heating period small samples were * x- ..
at certain intervals and analyzed for their content of trivalent chos~
phorus by titration with Q.1 N iodine., The results are given in table 4.

Table 4

Trivalent Phosvhorus Content of Dimethyl Hydrogen
Phosphi ta-Triethyl Fhosphate Mixture

Time of heating Trivalent P in reaction mixture
“hr. T
0 ) 28
15 14
24, 4o5

This type of work needs to be continued in order to establish the nature

of the products formed. It is not as yet known, for example, whether the
loss of trivalent phosphorus is due to the alkylation of dimethyl hydrogen
phosphite by triethyl phosphate, or whether triethyl phosphate simply acts

14
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as an inert medium for the rearrangement of the phosphite as usually
carried out in Nujol or other liquid media. The opinion of the writers
is, however, that it is a reaction of the phosphite with the phosphate.
Further work of this kind is recommended to aid in the elucidation of
the mechanism of rearrangement dimethyl hydrogen phosphite to the pyro
compound.

B. Preparation of Dialkoxydialkylaminophosphine Qxides,

In order to supply Medical Division with a variety of
organophosphorus compounds differing in their structure, a series of
dialkoxydialkylaminophosphine gxidesl was prepared by the method of
Atherton, Openshaw, and Todd (7).

2 RNH 4 CCL, + (RO),POH ~—— CHCL, + RyNH'C1™ 4 RgN—z(OR)2 (14)
0

The synthesis used for all of these compounds is exem-
plified by the following typical run:
) One-half mole of dibutyl hydrogen phosphite, 1.1 mole of
dimethylamine, and 200 ml. of benzene were placed in a 3-neck 500-ml,
round-bottom flask, equipped with stirrer, thermometer, and dropping
funnel. The flask contents were cooled to 10° to 20°C, by means of an
ice-water bath. Then 0.55 mole (10% excess) of carbon tetrachloride was
added from the dropping funnel to the stirred reaction mixture at such a
rate that the temperature was maintained at 25°C, The reaction mixture
was allowed to cool to room temperature, and the amine hydrochloride was
filtered off with suction. The filtrate was treated with 10 ml. of carbon
tetrachloride, followed by 10 g. of dimethylamine. A negative test (no
appearance of crystals) indicated the completeness of the reaction. The
volatile material was then stripped from the liquid residue by distillation
at temperatures up to about 90°C. wnder a vacuum from a water aspirator,
The residue was filtered again to remove a small amount of amine hydro-
chloride which crystallized in the concentration step, The crude dibutoxy-
dimethylaminophgsphine oxide is distilled under 2 vacuum of 2 mm. or less,

Table 5 is a summary of the data obtained in a similar
fashion for analogous compounds using the same method of preparation,

It should be noted that the indole-fluorescence test (lo)
was performed on each of these compounds and was found to be negative or
virtually so. This is in agreement with the low toxicity exhibited by

#Due to the lack of a method of nomenclature mmiversally
acceptable, it has been found desirable to use the nomenclature cited for
its simplicity. 15
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these compounds as determined by Medical Division (11),

In one run, chloroform was isolated from the reaction mixture.
It was found to possess the following characteristics in agreement with
accepted values in the chemical literature:

Refractive index, n{ = 1.4460

Boiling point = 61.§?to 61.8°cC.
Density, d23 = 1.491 g./ml.

F. Preparation of Some G Analogues and Their Intermediates{

v

0
1, Synthesis of (CH3)oN~F-OCH,CHL1.

This compound was prepared by the dropwise addition of
dichlorodimethylaminophosphine oxide (0.75 mole) to a well-stirred slurry
containing sodium cyanide (2.13 mole), 2-chloroethanol (0.81 mole), and
dry benzene (180 ml.). The reaction temperature was maintained at 40°C.
After the addition was complete, the reaction mass was heated at 40°C. for
1 hr., cooled to room temperature, and the salts were filtered off using
suction. The solid was washed with two 75-ml. portions of dry benzene.
The filtrate and washings were combined, and the solvent was removed under
reduced pressure (80 to 100 mm, of Hg). Distillation of the residue gave
a product boiling at 116° to 117%. at 1 to 2 mm. Analysis: Calculated
for C-H1oCINOPs C, 30.54; H, 5.1; CN, 13.23; N, 14.25, Founds C, 30.563
H, 5.2; CN, 12.84; N, 14.62.

0
10N
2, Synthesis of (CH3)2N~P-OCH3.

This compound was prepared using procedure similar to that
outlined above, The starting material for this reaction was chlorodiethyl-
aminophosphine oxide, sodium cyanide, and methanol., The product boiling
at 950 to 96°C. at 3 mm. was analyzed. Analysis: Calculated for C HgN20oP =
CN, 14.78; N, 15,91, Found: CN, 14.60; N, 15.64.

o .

1 F
3., Synthesis of (CH3) N-P=OCH2CH2C1.

To a well-stirred slurry of 120 g, of potassium acid fluoride in
400 ml, of dry benzene was added 95 g, of 2-chloroethoxycyanodimethylamino-

17
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phos.iitne - o 4 107 ml, -t benzene, The temverature was mezintained at
70 tc X ', v .. o, "he =aits wrre filtersd off under sustion and washed
with r: . "“=gl. ariions of benzeme. Sfter removsl of the solvens. the
mate:~3: s o v 11e7 oavr 71V te 7375, at I o 2 mm. - Analysis: Calculated
for T ATV = Uy TlRT i, 18,70, founi: Mo TO3%: CL, l8.5H.
Iy
N
we  Igmiher @t HAPLL.
Lar jeantiviz. »f silver cyanide and methyldichlors=

phosphine oxide ... 7 ml, = 1ussn: were heaied 1o reflux temperature
w.oln vigoroa: orcrins for &5 hre  The sclid material vis Iiltered off and
washed with 1xe O0=ml, portions cf dioxane, After combining the washings
and the filtrate, the solvent was removed under reduced sressure, The
residue was fritinsnated and yielded soproximately 10 % 25% of a product
boiling at 87 i 29°C, at 21 mm, Analysis: Calculated for CpH3C1NOP =
CN; <1.05; €1, 238.74. Faunds 0N, 20.98; C1, 28.91.

o
s

50 Synttrsl . -f 2oHe=P=TH3,

This compound was prerared through the following series of

reactions:
Pb(Bt), + 3PC13——>3BtPCly ¢ PbCl, + EtCl (15)
—~ OCH3
BtPC12 + 2NaOCH3~——>Et=P + 2NaCl (16)
\\\OCH3
OCH3 %‘ 0CH3
mrl o+ ooy Be-p + CHyC1 (17)
OCH3 CN

The procedure for reaction (15) is described in OSRD 5483, Reaction (16)
was performed in the foliowing manners

Bthyldichlorophosphine {0.46 mole) was added drcowise to a
stirred mixture of sodium methoxide {0,96 mele) in 500 mi, of zLzolute ether
in an inert atmosphere, The addition rate was adjusted s¢ thzt the ether
reflwed gently, After & hr. the reaction mass was cooled to rocm temperature
and filcered. The soliid was washed with two 50-ml, porticns ¢ ~ther, The

18
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combined washings and filtrate were stripped and the reaidue wag distilled

in a nitrogen atmosphere., Its boiling point was 71° to 72°C. at 210 mm,
Analysis: Calculated for C4H1302P: OCH3, 50.8. Found:s OCH3, 50.7. In the
final step of this synthesis, 20 g. of cyanogen chloride in 50 ml, of benzene
was added dropwise to 26.5 g. of dimethoxyethylphosphine in 150 ml. of benzene,
A temperature of 40° to 45°C. was maintained by cooling the reaction flask.
After 13 hr. the solvent was stripped and the residue was fractionated, Its
boiling point was 83° to 85°C. at 9 mm, and 76° to 78°C, at 7 mm. Aralysis:
Caleulated for C,HgNO2P: CN, 19.56; N, 10.52. Found: CN, 18.49; N, 9.71.

V. DISCUSSION,

The products of alcoholysis of triethyl phosphate using
sodium butoxide can be accounted for by postulating the formatjon of a
ten-electron intermediate as given for several other reactions in the
theoretical section of this report,

0C2Hs ocHs
! .
CoH50-P~0C2Hs + 30-C4Hg C2H50-P-0C2H5
0 C4Hg ' (18)

ether ' ester
fbrmatio exchange
feas

C,HgO0CoHs + c§n5o-p-o- CoHs50-P-0C;Hg + C2Hs0™

As pointed out in the experimental section of this report, the formation
of ethyl ether can be accounted for by repetition of the same mechanism,
using, however, the ethoxy ion as the nucleophilic reagent.

Similarly, the alkylation of a primary or secondafy amine

can be postulated to proceed through a ten-electron intermediate of the
following structure,
?0235

czaso-P<ocQ£5

H
l&n
R 1}

19
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which decomposes subsequently to the ethylated amine, Trialkylamines have
not yet been tried, but it is supposed that by a similar de-alkylation pro-
cedure of the phosphate, a tertiary amine could be converted to a quaternary
ammonium salt,

Some thought has been given to the reaction of phosphorus
trichloride with certain nucleophilic reagents, which could conceivably
alter the positive charge on the phosphorus atom, so that the phosphorus
would become sufficiently negative to become capable of reacting with
electrophilic reagents, especially methyl groups. One such system devised
was the esters of sulfurous acid:

cn3-o-i‘" §-C1 and cH3-§-'T"—§-cH;
0 0

A ten-electron complex was .predicted of the following electronic configura-
tion: :
CH3-0-5-C1
c1=p |,
/1o
cl Cl
which was suspected to be capable of decomposing to either
cl
/
CH3~0-P and S0Cly or to CH3-jP,612 and S0C12.
cl 0
To date, laboratory investigations# have shown that cH;:,-o-i-Cl
0
will not react appreciably with phosphorus trichloride but that CH3O-?’-O-CH3
0

will react and produce CH30PFCly, sulfur dioxide, and methyl chloride, This
reaction is being studied further.

#hese experiments were performed by Mr. T.P. Dawson of this Command.
20
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The alkylating properties of alkyl phosphates, as, for
example, triethyl phosphate, is believed to be of considerable significance
in the rearrangement of dimethyl hydrogen phosphite. Attention is called
to the reaction between dimethyl hydrogen phosphite and triethyl phosphate
described in the body of this report, in which a constant decrease of tri=-
valent phosphorus is encountered as a function of time. It is realjzed,
of course, that the exact nature of the disappearance of trivalent phos-
phorus in this reaction is not fully understood, that is, whether this
decrease of trivalent phosphorus is due to alkylation of the phosphite by
phosphate or whether it is due to the spontaneous rearrangement of dimethyl
hydrogen phosphite in the medium, triethyl phosphate.

In either case, the alkylating properties of phosphates on
nitrogen and oxygen allow the supposition that one conceivable series of
mechanisms of rearrangement of dimethyl hydrogen phosphite is the following,
assuming, as before, the equilibrium between a trivalent and pentavalent
form of dimethyl hydrogen phosphites

Probable Major Reactions:

OCH3 OCH3 0 oH
) | 1 | _ocHy
CH30-P-H ¥ CH30~P~0H ———3. | CH30-P-0-P
OCH3 (19)

0 H Lx3
l

OH OCHj
CH40-P + CH3-P
oH 0 ' OCH3
OH OCH4 OCH3 H
o (20) |
CHBO-P + CHB-P\——) CH3-i -0 - ?\ .
CH3
OH ‘k OCH3 0 0CHq \CH3OCH3
l OCH3 ?H ?H
2 CH3-P\ CHB-P-O-P- CH3
OH l
0 ©°
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0CH; oCH; | OCH3  OH
J i | ocH
CH0-P + CH3-P >|ca3P = 0 - P
v > 0CH3 L ¥ i OCH3 (21)
OH 0 0 CHy __
ﬂ;ocn; \ ~CH40H
ooy O oy OCE,
CHy~P -0 -P-CHy CHyP -0 - P - CHy
y Voo
0 0 0 0
Probable Minor Reaction:
oH oH
/
4 CH,0-P > 3 CH30-P + CH,PH, (22)
N . 3
OH 0 o
(I (17)

Notes

Product I would appear as POC1l3 on chlorination.
Product IT has never been reported to be present to the best of the authors'
knowledge.

Whether this mechanism is correct cannot be stated at this
time; however, the alkylated products, as well as the formation of methyl
alcohol, dimethyl ether, and some unalkylated pentavalent phosphate, all
of which have been encountered in practice, are accounted for, Other
similarly valid reactions could no doubt be written to represent the scheme
of things in this rather complicated arrangement.

It is also conceivable that anhydrides of higher molecular
weight might be present, i.e., those polymers which contain linkages of the
type:

C-P-0-P-0-P-C, or higher,

|
c
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%

-

This type of anhydride would probably give the same end-product, CH3POC1,,
on chlorination,

VI. CONCLUSIONS. o
Fe x
1. valent pheephom compounds containing at least ore phos=

phorus=to=chlorime bond are incapable of reacting with electrophﬁ:c reagents,
such as alkyl halides, due to the positive nature of the atoms .

in such phosphorus-chlorine compounds. This phenomenon has made direct
alkylation of phosphorus trichloride impossible to the present day.

2. The alcoholysis of triethyl phosphate with butyl alcohol
using sodium butoxide as catalyst results in the formation of mixed butyl
ethyl phosphates and butyl ethyl ether. This phenomenon can be explained
by assuming a ten-electron intermediate between the nucleophilic reagent,
butoxy ion, and triethyl phosphate with subsequest decomposition of the
complex to the observed products, The concept is strengthened by the fact
that diethyl ether is also formed in this reaction.

3. The alkylation of amines by alkyl phosphates can also be
accounted for by the assumption of the existence of a complex between tri-
ethyl phoaphate and a primary or secondary amine.(nucleophilic reagents).

4, 'Te results of the alkylation studies make it appear that
the rearrangement of dimethyl hydrogen phosphite follows a similar course
of self-alkylation as is exhibited by the alkylation of amines and alkoxides
by triethyl phosphate. This theory requires that dimethyl hydrogen phos-
phite is an equilibrium mixture of the trivalent and pentavalent forms,

VII. RECOMMENDATIONS.

None, since work is being continued.
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