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) 4~ 3% ( iii) Buchwald
( TG101348) Targe Gen . 239, IV
Mayo VvV oV 84.3% TG101348.
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Scheme 1
1.2 S5- <30 mL
1.2.1 N- 3 (1) 3.0 h TLC
3.140 ¢ (43.000 mmol)  5.940 g 100 mL
(58.600 mmol) 20 mL , I 4.000 g
10. 000 g( 39. 100 mmol) 3 65.2%. 125 ~27 °C."H NMR( 400MHz
100 ml, _ CDCL,) :8.441(s 1H) 2.374(s 3H); ESI-MS ( m/
20 mL 15% 2)1162.9(M* +H) .
HCI 25 mL 1.2.3 2- 5-  6- ( 1)
N . 5.000 g( 30.670 mmol)
N- 3 I1.20 mL 20 mL 25%
( 1)10.200 g 89.7%. 67 ~ 60 C
69 C.'H NMR ( 400MHz DMSO-dg): 7. 979 ( s 12.0 h. TLC
1H) 7.84~7.81(m 2H) 7.697(s 1H) 7.545(m I
1H) 1.106(s 9H) . ESI-MS (m/z) :291.7(M* +H) . 4.000 g 9N1%. 1246 ~ 248 °C.' H NMR

1.2.2 2 4-  5- (1)
100 mL 5.000 g(3.960 mmol) 2 4-

(400MHz DMSO-d,) :7.28(s 1H) 7.04 ~7.30( brs
2H) 1.94(s 3H).ESI-MS (m/z):144.0(M* +H).
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1.2.4 3-(2- 5- 4- ) NA . .
) (V) 500 mL ( CH,COOCH,CH,: MeOH =7: 2) Vi
3.000 g(20. 900 mmol) M. 6. 360 g 2.400 ¢ 85.2%."H NMR( 400MHz
(21.770 mmol) [.8.870 g (41.800 mmol)  CDCL,):1.809 ~1.841(m 4H) 2.661 ~2.675(d
210 mL 0.714¢  4H J=5.6 Hz) 2.888 ~2.917(t 2H J=5.6 Hz)

(1.254 mmol) 4 5- 9 9-
( Xantphos) ,0.573 g (0.627 mmol) Pd,( dba) 5( 1

1= ( ) )

3.437(s 2H) 4.042 ~4.071(t 2H J =5.6 Hz)
6.619 ~6.641( m 2H) 6.733 ~6.762( m 2H) ; ESI-
MS (m/z) :207.3 (M* +H).

3 100 C 1.2.7 N- 3- 5- 2- 4-2H1-
6.0 h. LCMS ) 4-
(TG101348) 1.000 g (2.330 mmol)
2 . V  0.485 g (2.330 mmol) A\l
10 mL 1.0 h 10 mL
2 \Y 110 C 8.0 h. LC-MS
6.150 g 90.3% 216 ~ 218 °C."'H NMR
(400MHz DMSO-d,):9.143(s 1H) 7.889 ~8.111 2 . 10 mL
(m 3H) 7.551 ~7.564(m 3H) 2.199(s 3H) 1.139 pH 7
(s 9H) ; ESIMS (m/z) :355.0( M* +H) . TG101348 0.950 ¢
1.2.5 3-(2- 5- 4 - ) NA 84. 3% 243 ~ 245 °C.'H NMR ( 400MHz
) (V) 100 mL DMSO-d,) :6.954 ~7.951( m 8H) 3.405 ~3.562
2.300 g( 6.480 mmol) IV 40 mL (m 10H) 3.099(s 2H) 2.182(s 3H) 1.903 ~
CH, OH-HCI 2.012(m 4H) 1.103(s 9H) ; ESIMS (m/z) :525.4
0.5h (M*™ +H).
\Y 2.750 ¢ 93.1%.
1.2.6 1H4- ) (VI) 2
100 mL 1.500 ¢ ( 13.750 mmol)
+2.800 g (16.500 mmol) 1A 2- ) 21 Buchwald
30 mL 4.560 ¢ v TG101348
(33.000 mmol) K, CO, 85 C 2.0 h
10 ml, 2 ’ | N
50 mL
1 v
/ i i /h /%
Pd, ( dba) , /Xantphos 0.25 0.50 Cs,CO, 3 94. 1
Pd,( dba) ; Xantphos 0.10 0.20 Cs, CO, 3 93.9
Pd,( dba) ; /Xantphos 0.03 0.06 Cs,CO, 6 93.1
Pd, ( dba) ; /Xantphos 0.03 0.06 K, PO, 12 83.1
Pd,( dba) ; Xantphos 0.03 0.06 K, PO, 6 90.3
d, ( dba) , /Xantphos 0.03 0.06 K, PO, 12 DMF(5: 1) 82.2
1 Pd, ( dba) Xantphos 2.2 TG101348
Cs,CO, D I\ VI
94.1%. : IV CH,OH-HCI \

Pd, ( dba) ;- Xantphos

M 2
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The Study on a Process of the Synthesis Bone Marrow
Hyperplastic Tumortreatment Medicine TG101348

ZHANG Yidun' LIU Yiaven' LI Dejiang”
(1. College of Biology and Pharmacy China Three Gorges University Yichang Hubei 443002 China;
2. College of Materials and Chemical Engineering China Three Gorges University Yichang Hubei 443002 China)

Abstract: The synthetic technique of TG101348 for treating bone marrow hyperplastic tumor was studied. 2—chloro—

4-amino-5-methyl— pyrimidine( [lI) was prepared by chlorination and substitution reaction of 2 4-dihydroxy-5-meth—

ylpyrimidinnel phosphorus oxychloride and ammonium hydroxide. Il reacted with 3-bromo-V-t-butyl benzenesulfon—

ic amide( ) to give 3— ( 2—chloro-5-methyl-4-pyrimidinyl) amino -N--butyl benzenesulfonic amide ( IV) by
Buchwald coupling reaction. [V reacted with CH,OH-HCI to afford 3— ( 2-chloro-5-methyl-4-pyrimidinyl) amino -
N-tert-butyl benzenesuiphon amide hydrochloride( V) . TG101348 was synthesized by nucleophilic substitution re—
action of the intermediate V and VI. HPLC purity is 99.7% .

Key words: TG101348; synthesis; technical study



