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Eisaku Hayashi, Takeo Higashino, and Shigeru Tomisaka : Methylation
of 4-Aminoquinazoline 3-Oxide with Diazomethane.

(Shizuoka College of Pharmacy*')

4-Aminoquinazoline 3-oxide (I) had been obtained by Adachi® by the application of hy-
droxylamine to 4-methoxy— (II) or 4-phenoxyquinazoline (Il) and this reaction route was
assumed to be as shown in Chart 1. I is an acid substance and would probably be present
in a tautomeric system in a solution, as shown in Chart 2. Application of diazomethane
to I afforded 3-methoxy-4-methylimino-3,4~dihydroquinazoline (V) and 3-methoxy-4-imino-
3,4-dihydroquinazoline (VI), and the route of their formation was assumed to be as shown
in Chart 3.

(Received September 2, 1966)

4-aminoquinazoline 3-oxide (1) i3 j237V72% 4-methoxy (IL) & %\ ~i% 4-phenoxyquinazoline (I) iz hydroxy-
amine #EA X CHER LD THB. ZORIGBBIC DL UL ELITT I TtV 7aV 23, quinazoline
3-oxide DFEMOMWE L EELC, 2¥ DL 5 LR, FEHRROBEYE TURIGIIETTA L0 LHEEIRS.

Chart 1.
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Tiz7 s VCTETH - T (BEEMEHER D E0BT50, ZOSRCOWTULERL FLLEFIZL T
o), MEECTHD. T lid FeB o) » CEARERTS. 20l kEBELLEL T, 1 IIBKEST
S¥E D L 5w 3-hydroxy-4-imino-3,4-dihydroquinazoline (I') & DB D HIRMBOFEENHEINS.

Chart 2.

Lt € 1 % diazomethane (V) “Cx (b3 3UE, AFVLENDLEITAMDO N L3OO E D2 HFF
NFHEINSE. oL RTFHEOD LRRIGE TR T Thbb I Ox 2/ -V BKICEEO NV o=—~51

*1 QOshika, Shizuoka.
1) Bar: Kk, 77, 510 (1957).
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‘T@?&%T’?ﬂ% xa, % 13EIR (209%) Licizhs, 3-methoxy-4-methylimino-3,4-dihydroquinazoline (V) (18%)
¥ 1O 3-methoxy-4-imino-3,4-dihydroquinazoline (VI) (19%) % #7-. 2 b DAEROBEBIZOX¥D L5 E 2
Shn. T i V v ¢ Uik X ¢ 4-methylaminoquinazoline-3-oxide (VI) 234K 35%. W i I<l
L [E#ec. 3-hydroxy~4-methylimino-3,4-dihydroquinazoline (MI') L DO HEEEMRIFLETS. Lich-TZ
hicxnie V aMiine V Ml cdobEzbhs. DEo#fEr I 3L0d 5 150 x5 LET
%% 4-dimethylaminoquinazoline 3-oxide (Vll) AV SFIUTV o 7 5 HELNICTL DY, THhORHIT S & Lk
TEIRD 5T

Chart 3.
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ek Vi I 204K LAcb0 T2 &t W ic diazomethane (V) Ef X2 T3 K Tebhd U
ZEARTZZELLELNTH S U IO Vi rhFh Raney Ni il U CEMBTYITRY &
4-aminoquinazoline (X) %3 X ¢% 4-methylaminoquinazoline (X) 2B 505 5 b £ FA{LDFiTc oo BIL
B Thb.

ikt I th&oed K LT VN 2l Iier 2 5L fiisbhhicd » 1o
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4-Aminoquinazoline 3-oxide (I)V 4-methoxyquinazoline (IL)» (b.po,1 65~66°) 11.7 g. % MeOH 140 ml.
wiEs L, —7 NaOH 5.9g. % HoO 70ml s Lz ke HoNOHOHCI 10.3g. %2, ML &2 b E T
3.5hr. MBABRKBERE TFTCBEELHE. M LK HO 100ml. %% ¢ NaCl %0 L, #HRhrPR.
MeOH 7 6 FE#E M. Bk, mp. 227%decomp.). N 8.3g. (71%). 1ix FeClhaq. i X h & 2E3
5.
Diazomethane (IV) (2 k3 I ® AFIL1L CH:No» 23g. %4 =~F7 1% PIc I 3.0g., MeOH 120 ml.
DEBREFHRTRBLENOHR A emes. | RBBEREGHEE B R LXvey Sml 2L TED K fH 2 PR
T10.6g (20%) #E. FRixEN ALOs @2 5 A% B LNy €Y THHE. EFMRYS, DLW THERAEBEH
ha. WRY o picrate 12 MeOH 25 FiE &, HASHDIRE. m.p. 193° CieHiOsNg Awnal. Caled. 1 C, 45.94;
H, 3.37; N, 20.09. Found: C, 45.8; H, 3.6; N, 20.06. 3~methoxy-4~methylimino—3,4—dihydroquinazoline )
g, WE 0.6g (18%) #HAWR v X v+AMN Y2 v bHEHER BEaLRA mp 12000 CHON;

2) Rsr: Agk, 75, 1428 (1955).
3) Org. Synthesis Coll., Vol. 4, 250.
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Anal. Caled.: C, 61.70; H, 5.18; N, 23.99. Found: C, 61.5; H, 5.1; N, 23.8. 3-methoxy-4-imino-3,4—
dihydroquinazoline (M) »#t%. INE 0.6g. (19%). ‘

V oS T V 0.3g. % MeOH 10ml w«#%» L, Raney Ni (Ni-Al 44 0.5g. 2520 %) » s
LOHESETEMET. RICKRTHE, ME2FE, FE2EETCZE. LRy HO 20 BiEm.
B ek s, mop. 196°. CoHgN; Amal. Caled. : C, 67.90; H, 5.70; N, 26.40. Found: C, 67.9; H, 5.8; N,
26.4. D X 5 A L 4-methylaminoquinazoline (X) & —3%4 5.

4~Methylaminoquinazoline (X) 4-chloroquinazoline®) 1.0g. % X < #1c LT CH3NH, Kk (33%) 10 ml. &
EmzBHBER LA LME. 1 HHRESTH L&Y HO »oHEH BEsHRE. m.p. 1960

VI O#EEET V ogg ekl T W 03g 2»BELTHERLES. MeOH »hoEHiRL. HAash
W& m.p. 267%decomp.). picrate m.p. 218° RI%5 iz 45 L7: 4-aminoquinazoline (X) L — %3 3.

ERS BT ShARBAMNE, WHATOWMEK, AR A XESACUREERCEHT 5.
HREH RS

4) ¥ : Ak, 80, 250 (1960).
5) J.S. Morley, J.C.E. Simpson: J. Chem. Soc., 1949, 1354.

NII-Electronic Library Service





