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The title compd. (I) was prepd. by the condensation of 2,4,5,6-tetraaminopyrimidine with MeCOCHCIZ in the presence of NaHS03 at pH 3.5-5 and 10-100° to give II (R = H),

6 (A)

which was brominated with Br to I (R = Br); reaction of the bromide with 4-MeNHCE6H4CONHCH(CO2H)CH2ZCH2CO2ZH or its Ba salt gave L
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CAS Registry Number: 59-05-2
Cao Hzz Ng Os

L-Glutamic acid, N-[4-[[(2,4-diamino-6-pteridinyl)methyl]
methylamino]benzoyl]-

Glutamic acid, N-[p-[[(2,4-diamino-6-pteridinyl)methyl]
methylaminoJbenzoyl]-, L-(+}- (8CI); (+}-Amethapterin; 4-Amino
-10- meth,\fuh: acid; 4-Amino-N10- methflfollc acid; 4-Amino-N10

acid; Ameth pterine;
Ant\fn\an CL 14377; EMT 25299; Emtexale Emthexate PF; Ha W
Emtrexate; anethupterm L-Methotrexate; Ledertrexate; MTX;

bewe; Methotrexa s

Melh \ammnpterm Mexate N- [p [[2,4- Diamino- ﬁ ptenmn \
methyllmethylaminolbenzoyll-L-(+)-glutamic acid; NSC 740; R
9985; Rheumatrex; Trexall

Deleted CAS Registry Numbers: 1082707-84-3
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Absolute stereochemistry.

Process for the production of methotrexate, which is
N[p-([(2,4-diamino-6-pteridyl)-methyl]-N10-
methylamino)-benzoyl]-L-glutamic acid. The process
includes converting 1,1-dichloroacetone with 2,4,5,6-
tetraaminopyrimidine in the presence of sodium bisul-
fite at a constant pH between 3.5 and 5 and at a tempera-
ture between 10° and 100° C. The resultant 2,4-diamino-
6-methylpteridine is converted in a reaction medium
with bromide. 0.3 to 1.0 ml of bromine is used per 1.0 g
of the 2,4-diamino-6-methylpteridine. The 2,4-diamino-
6-bromo methyl pteridine is converted with p-(N-
methyl)-aminobenzoyl-L-glutamic acid or a salt thereof
in a polar reaction medium into methoxtrexate.
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