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Abstract

Objective: Improve the traditional nitration technology for flutamide to avoid using a large quan-
tity of concentrated sulfuric acid and establish a new preparation method with low pollution. Me-
thod: Using trifluoromethanesulfonic acid-lanthanide bis (1,1,3,3 hexafluoro 2 propoxy) sulfony-
lamide as catalyst and concentrated nitric acid as nitration agent to carry out the nitration reac-
tion. Results: The nitration reaction between the precursor of flutamide and 95% concentrated
nitric acid is catalyzed by metal triflates in 1,2-dicloroethane, and the reaction temperature and
time are 85°C and 4 hours, respectively. After processing, a pale yellow needle-shaped flutamide is
obtained with the yield of 60% and the purity of 99.84% by HPLC. Conclusion: This method can be
used to prepare qualified flutamide without using concentrated sulfuric acid.
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SR 4 %R T BERG, &3S E Schering-Plough /A JRAFIIHUMIEZ), T 1984 SE K i, A&
Je— PP EE SR [ I A MEBCR AE BT, T T R0 i E T AT S BRI KA BT, AN S R R S
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e EARPUEIE SR 24 Flutamide W& EMSE, FEEEZ TIZE, 1989, 20(8), 341~343), Hiif
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VERMEAGTT . ISR AR AR [RIFE e 8 58 Ui A R RL . S AR G Ab OBAR L, AN A% (8 B HL T BLETYE
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T, F R R B R A5 = M = g R R B R = AU R B2 (Sm(OTH)y) . = 4 A R 4L
(Gd(OTD)3) — 5 R HL(Er(OTH)3) [3].
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BEMETE , 20X AR, =980 H R 2 ML T, 65 % IR L T, 1,2- S ki, 85 °C
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R ORGSR A ™, HPLC I ZERE Dy 99.84%.
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1 5 RY-1 BV S G 58 , s ROBOH 34 9 Agilent 1100 series Y, (43 Eclipse XDB-C8 ¥:(4.6
mm x 250 mm, 5 pm); FTIR-M1730 #3728 20 Ah6IEAL ;BT R34 R o A 4

2.2. fELFIHIE

FREX 7.7 g(22 mmol) =5 —42 T 50 ml HL U, M 11 ml 265K, UK TR, S22 mA 10.5 ml
SHFHER, AENRE pH M, AEIRER, SRR EMELY), K, JERE TR
25 ¢ H PRI E AR, ULF 95%, 80°C FHEZE T 6 /M.

=R PR AL(GA(OT,) =8 R EH (Er(OTH)) ) £ [F]_EIR [ S, P20 5108 96%- 98%.
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FREL 6 mmol 7] 57 T BER%IE = H FFZEA 1.2 mmol #EALFF 50 ml FEEIE+, IO 10 ml 1,2-—5& 2
el 1.3 ml 95%IKRAHER, INARE 85 C/ M, )2 Ei Il JF R N 5E 422 4 /N, BITAIECHE: &
[l =5:1), fF 1k BL, AWEIE R, 20 ml KBEEAHUEPIIG, 7R 20 ml ORIB R SN VA TR
TCKBRERAN T8 2 /NF, 98, WR4AE, Wi i3 S A £ O FRE 45 i, 50°C~60°C 123 T3 996 mg
R OERIRGE W, UK 60%, HPLC K MIZEEE A 99.84%. m. p. 110.5C~112.5 ‘C (111.5°C~112.5°C [4]),
HIR B AN F A UL BP IR — (A 1~ 5] 4),

3. &R5itie

(1) TR AN R BT R VR R A B0 5 T AN Be e 57 RO AG AR (EDN T UL SR RR Y AL T 27 A8 KB R R

FXF B4 BB ki, I AR — B AWK A 3 Bk Lewis BRIE(L T, DAL B S AL IE Al ik

120 FEAL T HE i 100598-201302
115% ,mf\(wf“w“’"\f"xw

= M T

@ 85
< 80: f
£ 75:
£ 70
E 65
e 60
X 55

" 3000 2000 ' ‘ 1000
Wavenumbers (cm-1)

Figure 1. Sample IR map
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Figure 2. EP standard IR map
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Figure 3. IR map of the seized control products
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Figure 4. Sample liquid chromatography
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