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TE-031DZAREH) - FRRBIIRET

FFE— - REET - RERCE - HAENAR
HREFEHRENMFHE

TE-031i3T ) 20<A v o bEalshiz<vr05 14 FRIAMATH 5, WS BV -D|Z
MARE - SENBENBVI L2 208 ET 5, £ 1 HABRTAMER, M/MK, ~Eror o
BEDBEABETEZTALONI S, 20— FEIZEA 270+ — VT vt A4 Tk FEMBHREIZTT S
TE-031DE B, Afz. ZOFEFR, TE-03LIZFA IR, BEMIEER, RFEKRBMPBEBL LI VREGID
S-S EIE L. MBE LT 2074 Y L 3B RFIRRSMM(CFU-E) D& %)
Tl BREBETIHIBITAESQE VWA Lz, TNOHDT &L, TE-031725EMERHR % 3
HLCHEBAELF I SR TR ERET A LD E B b D, IFRIBFEEE T HBRDET

3EER6A% THRALRFE L Bbh/,

% 1HRBR IZBVWTOMBE—HKBRET— 775,
TE-031#X 5B DEIZA T 2G5 H O KB HTOES I
BLiEZA, 6SBlFATIOC EA 1 g/dl LA ED
B F 1AL ETRLZED4BIS D, BEEICHEKR
MEKRD40% L LY %R L7 BIA34B1d - 72, TWHDOE
FEEFABETRLEODIZIBTH -7, T/, MAMR
ED20% LA % 1 B ALl E TR LABIZLI36, Bil
RKD20% L EBA R LB 9 BITH 5720 HIMEKK
LERLZIFDI L, SHHUIZDEEETY v /8BRS
20% U ERLLTEY, 6FIIEEFIKHI20%LL LB L

Tz, $72, 26 Z DB THEAIK, Vo /3kEd
20% LA ERA LTz,

AEZOV Y, M/MRB & EIIEKD 3 250 & IR
LTI R D o0 TNHEDOELIR, REERK
S5HBERTFTLTELT, REZRLOBEATBI o,
L IRETH o 7(Table 1),

) LIMERBLYDBER % FND 72D in vitro 128
1T 5 TE-0310 & fExE MMl 3 2 REF L7
EHICHERARICBWTED L ) 2 H B S 5 Hh AN
72

Table 1 Hematological effect after administration of TE-031 in phase I study
. . . Decrease in . .
Study Administration No. of Decrease in Increase in Hb. d Decrease in Decrease in
. an
Dose i 2 K
. Increase In
Type sen’es condition volunteers Hb. Retic. Reti platelets WBC
etic.
1 100mg X 1 Fasting 6 0 0 0 2 0
Fasting 8
2 200mgX1 and 1 4 0 2 1
(cross-over)
) After meal
Single .
Fasting 8
3 300mgXx1 and 6 7 5 1 2
(cross-over)
After meal
4 400mgX1 Fasting 6 1 1 0 1 1
5 200mg X 2/day After meal 0 3 0 0 1
200mg X 2/da
6 MEREICY ] After meal 8 0 3 0 2 0
7 days
200mg X 2/day
7 Bef 1 8 7 1 3 2
Multiple 14 days elore mea !
300mg X 2/day
8 mg X 2/day Before meal 7 1 6 1 2 1
7 days
400mg X 2/day
9 me ¥ | Before meal 8 4 3 2 0 1
3 days
Total 65 14 34 9 13 9
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1. EB0Rs

g EEL FERODZHRBHIORAL T
yumy ) I TERIL, 7430V -3 LA (LE
LOTTICER L THERMEIC TEZMRE S8 L7,
Zm2X105/ml % PHA BB v F AMmMEREELiE, T v
AOFRALF Y, 2-2NHThNLTE 7=, £MiET LV
73y, E PABM¥ER EERIZAF LN O— R|THE
AAtie 5% 0z 5% CO: DEMHTTI4HBIXERE LHE
VRHEREME T in situ TEEMHMABHK 20 =~
H##hy v bL72(Fig. 1)o CFU-E 2D W TR
TEInHFETERLA(Fig. 2), Z DR, TE-031,
EM, CET % 1 pg/ml %510 pg/ml OB THALLR
LAERBIEFET C00MBEE, T/ IdEBEHIZSR
mlz,.

#5% TE-03L43 & & M B MR % #08) L 7=, RIMEE
CEERMTERILIZIF L TH o /oo BILBRHIKRE
ARLIX10 pg/ml T20~30%, EALIRFAHBMALIL L g/
ml 2588 LT30%, IREIT=—1310 ug/ml T60%
WL (Fig. 3), AROILERREMAZIZA LT b BTHRFEK
/N—2 M(BFU-E)£10 ug/ml T40%, HEIFREIK —
A M(CFU-E) 3 RIBEE T 1 ug/ml A S8 L T50% 0
WA A7z (Fig. 4 ). *FERIEHITH 5 EM 12 BHIK
*, BEER, BEIU-—RBMIH L TiEa S b
O— )V EEH R, FRIMERRIZHE LTS BFU-E ()i
L&D o728, CFU-E 5 pg/ml 76 815 L40% 125
M L7z CET IdaR I ER R EMALIZHIHI L 22 D 7248
BRI CR MR L BRI L 7=

I. BREkAVIRET

1. BBLUKRSHiE

MBEBEILIEM61E 1 B A SIBH61EILA T TIokk
LABDRONBELTH L, BHE3 &, T84
T, FWIZ19ED L6458, PR TH 72, KED
PRIGBMIRER 1 8, SHREIA8 L, BHAEY
REMBE 24 TH b, 2BIBECTH-7, BRAEIR
H. parainfluenzae %2 BITHRE S -2, MBIz EHEE
Tho 2o K5 HEELBIH150 mgX2[E, %5 3%
2OIBT4BMTIRY 17 BETHh o 70, £IX58132100
mg 54200 mg Td 5 70

2. B

MRUBIUT O E AT - 720 MEFHIERAT
PHEL, BRER, BREFROLENE LA o700
YED, RABAWET ZAERIIRY L, BRIKAEIK,
RERRIHEIBO SN S DB, EREDHEL
TR R B AWK, BEFROSEHL %
Bolib D, HHVIFERAEOHEEIIDD S Nz,

FRIRFER, BREFTRICYUEIDZDOON L D5 R RA7%H),
BRES L VBRER, BEFRIIAESZDHONLH,
SO DEEDEHE L, BEOBEIRRS 580
T& B (Table 2), WHEAXIILRLHL, B2HAELLIL
EHLO, A6, LHEDLE, ®H2HTHYE
63%, EBHTELXREMBEEI2HELIZEDTH -7,
ERE L TOEDFRII64% TH o 77, MEFMIZIE, H
parainfluenzae (3 1 BI TR L7225, oy 1 6 TIZAHEE

Fig. 1 Method of the assay for hematopoietic
progenitors except CFU-E

normal bone marrow
Ficoll-Conray (1.077)

mononuclear cells 2x10°

direct preincubation
10% FCS for complement
drug (1,5,10xg ml)

30% AB plasma /
5% PHA-LCM
1%, BSA /

2x10°M

2-mercaptoethanol / m] -

2U erythropoietin /"/ methylcellulose

/

5% COz2, 5% O: incubation for 14 days

|

count on inverted microscope

Fig. 2 Method of the assay for CFU-E

normal bone marrow
Ficoll-Conray (1.077)
mononuclear cells 2 x10°

20% FCS

10% BSA

10% BEE

1U erythropoietin

L -asparagine

bovine plasma / ml - plasma clot

5% CO2, 5% 02 incubation for 7 days

stain with benzidine
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Fig. 3-2 Influence on CFU-M¢ colony growth

Fig. 3-1 Influence on CFU-G colony growth
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Fig. 3-4 Influence on CFU-Mix colony growth

Fig. 3-3 Influence on CFU-Mgk colony growth
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Number of colonies (/2X10°%)
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Fig. 4-1 Influence on BFU-E colony growth
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CET

Thote BIERIEZD N D 57, BKBRAEBETIE
1 50 LDH A%228 7 526712 L H L 745, #Di%7 +
OU—7 v 733N Tniv, $-16TAEFOE Y
#%14.0%>513.0 g/dl ~, D 1FIT14.6% 513.7 g/dl
12 L7z(Table 3),

o. % =

TE-031i% EM & (3 IZEBLIME S, MEA~XZ b L
TR TVDA, BEEIERMM CRINA R L, in vivo T
BHOEMKRO< 7054 FHEH»% ) LB > Twa,
FALBHREIR, BUEREIREUEE IR+
5L, BFLBEERSERE. TLEEALALNT,
THRLREBEUNRHDLIDEBDNL, LA LEDAL, in
vitro (2B VT, KREIDVEKIKR, BEZEKER FMIKE
DI XTOEMBHLEINHIL, Tho L WP ER
LNHREIT=Z—% S LB CHNGIL7, AiEELE
HRMTRBICHGIART 572720, KRNI &ML
ICEBE@C T CERETHBAI M 5 2 L ATRE X
N7z EM IZTREIRFK I 0 = — (CFU-E) # 8B L
72DHKRTH oo T72CET IZHAKRAEMBEO A %
IHI L7225, ZHUIERER EBFIZ A S N BRIEKRAE &

Fig. 4-2 Influence on CFU-E colony growth
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Table 2 Clinical results of TE-031 treatment

Case Age Diagnosis Treatment Bacteriological Clini i
No S (Underlyi di ) Daily dose Duration Total dose Isolated organism f; Bica :mcal Side-
} ex nderlying disease,
Vi (mg X times) (days) (g) effect effect effects
42
1 M Acute pharyngitis 150%2 14 4.2 H. parainfluenzae Decreased Fair (=)
64 .
2 F Acute bronchitis 150 %2 7 2.1 H. parainfluenzae Unknown Excellent (=)
31 .
3 F Acute bronchitis 150X 2 7 2.1 Normal flora Unknown Good (=)
40 | Acute b hiti
4 cute r‘onc ! ls_ 150X 2 7 2.1 Normal flora Unknown Good (=)
M (Hemolytic anemia)
27
5 F Acute bronchitis 150X 2 7 2.1 Normal flora Unknown Poor (=)
23 .
6 F Acute bronchitis 150X 2 7 2.1 Normal flora Unknown Good (=)
19
7 Acute bronchitis 150X 2 7 2.1 Normal flora Unknown Good LDH 1
F (228—+267)
64
8 F Acute bronchitis 150X2 7 2.1 Normal flora Unknown Poor (=)
28 .
9 M Acute bronchitis 150X 2 7 2.1 Normal flora Unknown Fair (=)
58 . .
10 F Chronic bronchitis 150%x2 7 2.1 Normal flora Unknown Good (=)
63 ) .
11 F Chronic bronchitis 150X 2 14 4.2 Normal flora Unknown Good (=)
Table 3 Laboratory findings
Case CRP ESR WBC Platelets RBC Hb. GOT GPT Al-P LDH BUN Creat.
No. (60') | (“/mm® | (X10%mm¥) | (x10%mm) | (g/d}) (KU) | (KU) | (KAU) | (u/ml) | (mg/dl) | (mg/dl)
1 Before 0.1 22 12 6.1 252 21.8 1.2
After™ 0.0 18 13 5.6 220 19.2 1.2
9 Before 0.0 12 5200 22.1 469 14.0 17 8 7.1 249 16.7 1.0
After 0.0 15 6000 24.0 456 13.0 17 9 6.9 197 13.7 1.0
3 Before 0.5 36 5500 38.8 494 14.6 13 4 5.3 245 19.6 0.9
After 0.0 8000 37.0 476 13.7 13 4 4.6 208 14.5 0.9
4 Before 1.3 63 6700 14.0 268 9.4 20 12 7.0 356 20.6 1.3
After 1.5 4500 18.1 270 9.2 21 15 7.2 325 21.9 1.2
5 Before 0.0 6 10300 32.2 453 13.2 9 7 4.1 239 10.5 1.0
After 0.0 7500 31.8 466 13.4 12 8 4.1 189 10.0 0.9
6 Before 0.0 4400 24.2 484 12.6 9 S 3.9 126 9.8 0.9
After 0.0 5800 28.0 501 13.1 13 6 4.2 210 12.3 1.0
7 Before 6.1 19 8500 25.2 429 13.1 11 S 6.0 228 12.5 1.0
After 0.2 22 5700 34.9 437 12.8 12 6 5.5 267
8 Before 0.0 26 4200 21.5 382 11.8 22 16 7.4 292 14.5 0.9
After 0.0 6 4100 22.9 395 12.2 16 10 8.1 267 10.4 1.0
9 Before 0.0 2 5800 33.0 457 13.6 15 12 5.0 190 7.7 1.1
After 0.0 1 5100 30.6 440 13.1 22 8 4.6 186 9.5 1.1
10 Before 6.0 52 7300 34.1 447 12.0 19 10 9.6 392 14.4 1.3
After 0.2 24 8100 46.3 416 12.2 11 9 9.3 289 18.7 1.3
n Before 0.0 14 3400 27.1 340 11.2 22 11 8.1 342 14.9 0.9
After 0.0 10 3600 24.3 358 11.9 23 12 9.8 248

« - 7 days after
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HPTHLNDTHY, TLPUBEL BT EHRTH 5,
BRRBIIBVTAEZOE Y ORT % 16ITRD, &
LitE—HRBIIBVT2% TANESTE X DRD,

20% CH/MEDIRY, 14% THMIKDBA % A7z & it
FREV, SO DMIKBIDORER, KRSELHM L

HEFLTELT, ERHEANOEM EORETHL
LREETERWVD, invitro DRERL I C—HT DK
HThY, SBRILIVEBOBITEREFRVBEILETSD
%9, EM & CFU-E % BEHIHI L 7245, EM (2RI A
DIl EBERSED200 mg 0 THO0.3 4g/ml
BEOMFBELIEONL LV, TOI EHERIZEM
THRBRIEDREDNAON LW EE2HATLIOND

Ahhv, L2 LEFOERAR, SNHHE=35& b

KHEERERL, & 512200 mg 25 T1 pg/ml, 400

mg %5 T2 pg/ml WL EIZMAPIREN ERT 5o SEE
T, 200 mg #55 T4 pug/ml 1 ET A, € b TlLimes
HRADIZE A EIZERAICHEEL, ZOBEHMATORE
FIEIR SN TRV, KAIOHEBITHIIRTTH S
O MEPIBREISEV EAEINDL, ZDHR
HIFG OBIFIIR S EDORRENTH I BENLE
LBbhkb,

X R
1) %35 A R bFFEFRRE, FES VRET YL,
TE-031, B%f, 1987
2) KB #, FHEFiHE: TE-03158 —HERK AR,
Chemotherapy #%a

BASIC AND CLINICAL STUDIES ON TE-031(A-56268)

Junichr KaTaHIRA, ToMOKO Fukapa, TEPPEI KuMADA and KIHACHIRO SHiMIZU
Department of Internal Medicine, Tokyo Women’s Medical College, Tokyo

TE-031(A-56268)is a semi-synthetic macrolide derivative of erythromycin. Its most important characteristic is that,

because of good absorption after oral administration, it achieves high concentrations in blood and various tissues. In a

Phase-I trial on TE-031, decrease in WBC, platelets, and hemoglobin contents were detected in a few cases. We therefore

investigated the effects of the drug on human hematopoietic stem cells by clonal assay, using the colony method. We

found that TE-031 suppressed the granulocyte and megakaryocyte series, erythroid stem cells and mixed colony-forming

stem cells. Erythromycin, the control drug, suppressed only late-stage erythroid stem cells(CFU-E). In a clinical study,

the hemoglobin level dropped in one subject. This suggests that TE-031 may cause hematocytopenia by suppressing

hematopoietic stem cells. The clinical efficacy rate of TE-031 in the treatment of respiratory tract infections was 64%,

and we conclude that it is a useful new antibiotic.



