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Tab 1. 2,4-Diamino-6 substituted benzylamino quinazolines
N. NH3
N
Lo I
x z
NHz
Suppressive action
Recryst Elemental against P. berghei
Compd X z MP*°C solvent Formula analysis n miee
Suppres-
Dose p -
mg/kg/d S1ve ;‘/:li\.
m» I u H [217~219 60%ETOH CsHsN; C.H,N 58 123 7
B N C;sH,;,CIN, 20 100
1, |4-cCl1 H [284~286 70%ETOH | {fe''H.0° C.H,N.CI 10 94.5
o - 50 100
1 3,4-Cl, H [240~242 ETOH CysH,,CLN; C,H,N,CI 20 49.2
: 5 20 100
I, |3-Br H {209~212 90%ETCH | C,,H,BrN, C.H,N,Br 10 54.9
(1) " g 20 100
I | 4-Br H [201~203 90%ETOH | Cy;H,BIN; C.H,N,Br 10 95.2
- i } 100 100
¢ [3,4-OCH,C-| H [226~227 CH,O(CH,),OHj Ci¢H;sN;O, C,H,N 50 56.7
me | u NO |159~161 ETOH C\eH.N,O C.H,N o a2
) » C;5H,5CIN,O 10 100
ur, |4-Ct NO |152~154 ETOH .C,H.0,-2H,0 | OHNCI 1.25 | 100
_ C,sH,;BrN,O 10 100
11, |3-Br NO |178~180 605 ETOH 1/3-H,0 C.H,N,Br 1.25 | 100
) C,sH,;BrN,0 ; 10 100
11, |4-Br NO |164~166 ETOH .CiH,0,-1/2H,0| CH-N.Br 1.25 [ 100
11, |4-CH(CH,),| NO [153~155 ETOH C1sH:NeO-H:0 | C,H,N fg 13&7
) . 100 100
111, | 3,4-OCH.0] NO [210~212(dec) | DMF—H.0 | C,,;H;,N,O; C,H.N 10 88
*Uncorrected
- )
£ B 8 &

2,4-—HE-6-[(3,4-RP_ERXFTE)-FE Bty (IL,)

2,4,6- S AWM 7 g(0.04 mol), HiHEL 6.6 £(0.044 mo)MIZ K 70 ml BIFHEH:
6 /NEE, W, kg, skik, 3 Schiff BRMLE 9.8 g, 5 227~230°C, ALELREEM
mseia B LA,
BE, A, i, k¥, TR, AL ETRELR, BR6406.88 FPKRESXS,
YT 226~227°C,
2,4-—HE-6-[(3,4- X P_EEFH)-N-T - F ] g kof (111;)

I, 1g(0.0032 mol)fm 50%HEEHE 10 ml, HEPE TR MAEREER S 0.235 2(0.0034 mol)
WFk 2.5 ml padie, SEBEHE 1K, T, kB, TR, A DMF—KELR, REE
sk 0.8 g, WHET4.7%, A 210~212°C,
2-FR-4-BH-6-[(3,4-"FFE)-FX]rEutg (IV,)

115 1 g(0.0034 mol)Am 2 N £ 20 m1, AmEk[EIH 2 /hBt, ##umsk 20 ml, LM,
BIGULEASRE pH=8, ik, T3, Kk, TH, B85, A DMF—kEHR, #

2B 70 ml,

HEZmBE,

B mATIE 4.8 2(0.12 mol),

B}k 3 /b
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Tab 2. 2-Amino-4-hydroxy-6-substifuted benzylamino gquinazolines
NN N
- Ny CH. '~N~~i—r I
P A
X 7 X
oH
PO . Suppressive action
Recryst Elemental against P. berghe!
Compd X z MP°C colvent Formula analyses 1 omiee _
Dose |[Suppress-
mg/kg/d |ive rate?,
vy H H |270~27 60° ETOH C.;H,N,O C,H,N 200 0
v, |4-Cl 0 |335~337 HCI—NH,0H| CH,.CIN,0 C,H,N,Cl 200 79.8
v, 3,1-Cly i1 [278~280 DMF—H.D C,,H,.Ci;N,0 C,H,N,Cl 200 0
v, 3-Br Ho 13i0(dec) 50°%ETOH C.;H;BrN,O C,H,N,Br 200 28.1¢
IV, 4-Br H 314~315(¢dec) | FICI—NH,OH| C,;H..BrN,O C,H,N,Br 200 0
IV,  |4-CH(CH,).| H [269~270 HCI—NH,0H!| C H.,N,O C.H.N 200 14.3
\Z H NO [201~202 DMF—H.0 | C,;H,;-N,0, C,H,N 200 0
-C,H,0,
V. 1-Cl NO [274~275 CH,0{CH,),01i| C,;H,,CIN.O, C,H,N,Cl 260 97.5
.2H,0-C,H,0,
V. 3.1-Cly NO j270~271 DMF—H,0 C,;H,;,CL.N;0, C,H,N,Cl 100 100
vV, |38 NO [238~210 509ETOH | C,,H,BrN,0, | C,H.N,Br 50 98.8
«1/2H.0 200 24
Vv, 4-8r NO [305~311 CH,O(CH;).OH| C,;H,;BrN,O, C,H,N,Br 2060 29
+1/2H.0
V. ~CH(CH,),] NO |276~278 DMF—H,0 | C,H,,N,0, C,H.N 200 0
-C,H, 0,
Tab 3. 2,4-Dihydroxy-6 -substituied benzylamino quinazciines
NN OH
T ke ] N
x/\/:':’ o | \?/\?N
Z OH
! Suppressive action
Recryst Elemental against P. berghe:
No. X z MP°C solvent Formula 2nalyses 1 mice o
Dose Suppress-
mg/kg/d live rate?.
Vi, 4-F H 238~300 (CH,OH), C;sH,,FN;O, C,H.N.F 200 43.3
VI, 4-Cl H 334~336 |CH,O(CH,),0H| C,;H,,CIN,O, C,H,N,Cl 200 10.6
Vi, 3,1-ClL H 329~331 DMF C,sH;,CL,N;0, C,H,N,CI 200 14.8
VI, 4-Br H 320 DMF C,sH,:BrN,0, C,H,N,Br 200 0
Vi, 4-OH H 320<C CH,0(CH,),0OH| C,;H,,N,0;-2H,0 | C,H,N 200 29.1
Vi, 4-CH(CH,).| ! 316~318 |CH;O(CH,).0OH| C,,H,,N,;0, C,H,N 200 39
VI, [ 4-F NO | 280~282 | DMF—H,0 |C,H,,FN,0,-2H,0| C,H,N,F 200 12.3
VII, | 4-Cl NO | 316~318 [CH,0(CH,),OH| C;sH,;CIN,O, C.H.N,CI 200 41.8
VI | 3,4-Cl, NO 202~294 | DMF—H,0 C;sH,,CI:N, O, C,H,N,Cl 200 16.7
VII, | 4-Br NO | 325~328 | DMF CysH,,BrN, Oy C,H,N,Br 200 5.6
VII; | 4-OH NO | 273~275 |CH.O(CH,),OH|C;H,N,0,-C,H,0,| C,H,N 200 0
VII, | 4-CH(CH,),| NO 316~318 |CH,O(CH,),OH| C;;H;;N,0; C,H,N 200 19.9
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WORLM0.75g, WHKT73.5%, K14 278~280°C
2-BE-4-BE-6-[G4-“H/FH)-N-THE-FE]Sukn(V,)

IV; 1g(0.0033 mol)n 5026 KE A% 20 ml, HEdkIH4y, RBPMA TR 0.242(0.0035
mol)¥EFrk 3 ml BoiRis, fEKIRBIHE 8 A, i, A¥e, T, }Eﬁ DMF—k &E &,
R QL 0.91g, A 7915, HK 270~271°C(5fR)
2,4-ZRE-6-[GHERFE)-EE]SUH (VL)

2,4-T R -6-F MR ©1.78 g(0.01 mol) Fnxt iR FE BEE 2 g (0.011 mol) JNZ#EF 25
ml, [E 8 /hBE, & F 0°C, REIMAMIE 1.4g(0.035 mol), nse/sBLIHE, ME 2
B, &H, B, KBE, T, BIDMF—KkELEE, H¥GsN2.488, WHEKT1.7%,
A 2z0°ClL E,
2,4-Z"RE-6-[(RFH)-N-TIHH -1 [k (VIL)

VI;1.73 g(0.005 mol), DMF 7 ml jmn 50 % EEER 30 ml, HEFE¥sy, =HBRBMALER
B2 91 0.38 g(0.0055 mo)IA Tk 4 ml fyigif, 4kS:besk 18 /hAt, i, HERCLE AT ME
pH=8,13 3@, FIDMF B, B8 1.4, WX 74.5%, YAH 325~328°C,

XR@F Bz KM, BB KRR
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STUDIES ON ANTIMALARIALS
XII. SYNTHESIS AND ANTIMALARIAL ACTIVITIES OF
SOME DERIVATIVES OF 2,4-DISUBSTITUTED-6-SUBSTITUTED
AMINO QUINAZOLINES
ZHANG Xiu-Ping, CHEN Gen-Di, DAI Zu-Rui and MA Zhi-Ming*

SO s o

(Shanghai Institute of Pharmaceutical Industrial Research; *Second Military Medical College, Shanghai)

ABSTRACT 2,4-Diamino-, 2-amino-4-hydroxy- and 2,4-dihydroxy-6-substitu-
ted amino quinazolines were synthesized and evaluated for their antimalarial activi-
ties. Preliminary screening tests conducted on mice infected with Plasmodium ber-
ghet showed that most compounds of IT and III were effective in varying degrees in
the blood schizonticidal test, with compounds II¥,., being as effective as nitroquine.
Compounds V were found to have some effects, but compounds of IV, VI and VII
were shown to be inactive.

Xey words Antimalarials; Aminoquinazoline; Schizontocides





