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Sulfadimethoxine-N!-glucuronamide {=->\C

Teishiro Kushima*' : Studies on the Metabolism of Sulfadimethoxine.
V.**  Sulfadimethoxine-N'-glucuronamide.

(Product Development Laboratories, Sankyo Co., Ltd.)

Sulfadimethoxine~-N'-S-p-glucopyranuronamide was synthesized, and it was found to have
no antibacterial activity in the range examined. '

(Received September 3, 1966)

SERIDALT 7 A PRV VERBELIAB IV SEDRNHL O KPR L LT sulfadimethoxine-
N!-B-p-glucopyranosiduronic acid (LAF N-sA 27w FEET) 7 VE= AL U CHEBELL - &2 H
& L.

RHEY LM IR TROE L C OB ERET 2 L3 AL 7 7 U2 b v v 7 7H &

LCRSARIRE T2 ED &5 KHEABRD LT e o TH 435 LICH 3 3 Ik N8 %
HEL b 1 onHkD 2B EE 2 bR B,

TEBENIANL T s ORA PR VYRBIBFD I N7 wad 1 FioonT Staphylococcus aureus 209-P =543 %
ARERREN %7 v TEBIOCBERBEYHAVC TR LAL 7 7 P2 bRy VIR KRTED 7V 7 A FILH
HHRSBBERTTLEEHHMUTCND. FHALT 702 bFY VY 27 vrr A Fid KEBE T REET
HHDOTRINIEFELT LAEEE TRV EEBRT 5.

W LCABERENMTRbR TR LY, Fhflificow TR SR BLTRBTH 5. .

HEHOBI N2y v+ FATRIVI DR % DRHSDERD LML EY TIRIRD ic. Fio )L
BRPTE G DPENIRB YT S REL I . ’

LxLZD7 3 F';%?%ﬁﬁ&'@@é sulfadimethoxine-N!~-§-p-glucopyranuronamide (I, [ F sulfadimethoxine—
Ni-glucuronamide &B§3.) (XANT 7 P4 b F ¥ VOEREII L o TAE UK LBEY TN, ATy
AbEYvD N-FHEED 1 STHD, 20 Ny s ur g FLEENELDTELULTLA MG N-2
N7 rF A FOFENEHET S 1 20K ELRD DL LTEDBEREITIR - 72

Chart 1. The Synthetic Method of Sulfadimethoxine-
N*-B-p-Glucopyranuronamide

OCH, ~ OCH,
NH2®SO -N N N <::<
’ in CH,OH i S0, —N N

N"ocH, N“/<OCHa
CONH,
Lo
OHNCH
H OHH

*1 Hiro-machi, Shinagawa-ku, Tokyo.

*2 # 3% : T. Kushima: Chem. Pharm. Bull. (Tokyo), #& i,

1) T. Uno, T. Kushima, M. Fujimoto : Chem. Pharm. Bull. (Tokyo), 13, 261 (1965).
2) T. Uno, T. Kushima, T. Hiracka : Chem. Pharm. Bull. (Tokyo), ##jh.

3) HE, KK, BA, AL, AHE: HALEEEY &M, 7, 261~265 (1961).
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A EcEr: Chart 1 1779 X 5 12 methyl (sulfadimetho-

xine-N'-2,3,4-tri-O-acetyl-f-p-glucopyranosid)uronate
(D #xrzs—n7veE=7 LB TH LI T
' BHCHNEETDHENTE . T ORNRIL A2

4000, 3000 2000 1800 1600 1400 1200 1000 800 600 M Fig 1 csmd
Fig. 1. Infra-red Absorption Spectrum of AEEWIT DN TERREED O E Lz Adams Roe &
Sulfadimethoxine-N!-§-p-glucopyran- Bkt v ¢ Escherichia coli %5 Y08 Staphylo-

uron-amide

coccus aurveus 209—P7 R 5 HEN ¥ BE Lo

TasLe I. The Antibacterial Activities of Sulfadimethoxine-N'-B-p~glucopyranuronamide

Escherichia coli Staphylococcus aureus

Concentration
(pg./ml) Sulfadimethoxine-N'~§3-
p—glucopyranuronamide

Sulfadimethoxine-N!-5-

o-glucopyranuronamide ~ Sulfadimethoxine

Sulfadimethoxine

500 —
250 ‘ —
125 —
62.5 —
31.25 -
31.25/2 —
31.25/4 — ~ — —
31.25/8 — ~ - —

l
W+ b

|
[

+ o+t
1

+ : effective — : non effective

Table I wH OIS &5 KN OBB T2 HENERDD ZEXTERN ST

ek, WRE LTHWEALTZ v 2 Fey v /N IREE OUT Schnitzer &9 13 Adams Roe Y4
g A 2B Staphylococcus aureus 209-P vt LT 1.9 pg./ml., Escherichia coli =% LT 1.9 pg./
ml L34 LT\WB. ¥/ Fust %9 3R U BH 2 AT Staphylococcus 1zxf LT 1.8 pg./ml., Escherichia
coli zxf L€ 0.6 pg./ml. L R~NCu5. HEFEL Staphylococcus aureus ORFEHFAI-THRAKFRERIL
320,000 THBHELT NS, o

FLEOEBRE/NEIFEET FROTBRC R TS E L S B A BNRES IFEEFC L - TH EIRL
Adams Roe £2Hb% 7358 Staphylococcus aureus (% LT 6.25~12.5 pg./ml., Escherichia coli X% L
T 12.5~50 pg./ml. TH5H & LTH I EZLH UM AW CGHRRET -0 TH Y, CHEWERET
W5,

£ B o 8

Sulfadimethoxine-N!-3-D-glucopyranuronamide D& FK methyl(sulfadimethoxine-N!-2,3,4-tri-O-acetyl-
B-p-glucopyranosidyuronate 4.4g. % 7v =7 1.3g. &Lk A 2/ —n 7T3ml wiEmL, 0 ¢l R E
FhH. A —AEREHEL, K 100ml inz s | EER UL BEAR&STHET 5. FR LTk 200 mlL
HHERERT S, e 2g. m.p. 210%decomp.). CisHzOgN:;SeH,O  Amal. Caled. : C, 42.94; H, 5.01; N,
13.91; S, 6.37. Found: C, 42.35; H, 5.15; N, 13.53; S, 6.26.

WEORE @R KBE NH], ®e 7 FyRE 209-P.

B @ Adams Roe ofili K BREH RIS L RFESFOHEVC L vHE LD .

Fi: Aaaveroxrbrdvy 100mg & IN KEbr vy A Iml @B @EL, Kemz € 100ml & L7
3 D% X ¢ sulfadimethoxine-Nl-glucuronamide 100 mg. % K I IFEMH LT 100ml 2 Ladb D 2R DODEDOLD
10ml wonWT BTl AERL Table I opE L+ 5.

4) FFE . “ERIREEZE AR 10 %, 35~36 (1964).

5) R.]J. Schnitzer, W.F. Delorenzo, E. Grunberg, R. Russomanno: Proc. Soc. Exptl. Biol. Med., 99,
421~424 (1958).

6) B. Fust, E. Bohni: Schweiz. Med. Wochschr., 92, 1599~1604 (1962).
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IogE . Ketene 35 X O O FEMA DI (B514%) - 605

B b RRO 1Sl I 2B - MR PERAK LS VRIS R L ORSBIRAR 2 b O
B dH M X BRI ORI RRE L E T

B, MG
YAKUGAKU ZASSHI

{87 (5)
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605 ~ 608 (1967) .

TEESA=, EREER] : Ketene ks L O DFFEMAEOHISE (145 S
Diethyl 2 5-dihydroxyterephthalate D&% }f’x

Tetsuzo Kato and Masatsugu Kondo : Studies on Ketene =
and its Derivatives. XIV.**  Synthesis of ﬁ?‘gj{g
Diethyl 2,5-dihydroxyterephthalate. '

(Pharmaceutical Institute, Tohoku University School of Medicine**)

The reaction of ethyl y-bromoacetoacetate (I) with 2-picoline l-oxide under ice cooling
and basification of the reaction mixture with sodium carbonate resulted in the formation of
diethyl 2,5-dihydroxyterephthalate.

(Received September 19, 1966)

73V Nk f Flonmy VLT AFA LRER LD, ERT 58 4 G ABMUE T L H 35 &5
FTEHEEIKT I VEIVTAF e FRBLALZ LI AL THAYD FEHEENIIFR IORIEY a1 w

7 rY,

7z & %1¥ phenacyl bromide # % \-¥ bromoacetone G/ L, a-picoline l-oxide & KiGH Ldbick =

A, BEWXHIET 5 keto aldehyde F7c3>% phenyl glyoxal 3s O pyruvaldehyde % 18% = &% R/,

Chart- 1.
+ RCOCH,Br — + RCOCHO
\‘N/"CH3 \\N/"CH3
N
O R: cHg,' C6H5

4+ ethyl glyoxyloylacetate (II) o#4:f% #ifE LC, ethyl y-bromoacetoacetate (1) & a-picoline 1-oxide
ERRIGE Lt & oA, T L diethyl 2,5-dihydroxyterephthalate (IL) 238 5 u7e O ¢ O DR 2

H#15.

diketene [z BEXVEHE L o¥ it =& /) —~ LTI ethyl y-bromoacetoacetate (1) 23 5Hh 2.7 &
D D% a-picoline 1-oxide »EHED B MLBHEARIGHIKEEY — £ T7 A V¥ ETRE mp. 133° D2

Bons.

FiEE CoHuOs (1) i L, SMSRISEETS » Flen AR =ARAFEE S KIG Licb2 Hifb sk

TGS 5. FARIUR A2 b adx 3279 cm™t (OH), 1669 cm™ (34 CO), 888 cm™ (HHEKIM LK) %

*1%

13 # : T. Kato, H. Yamanaka, T. Shibata : Tetrahedron, .

*2 Kita-4, Sendai.
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