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TE-031DEHEHRFFE (5 4 #)
5 v b OEEMERER

KB &0 FE - OB
AHIER - LHEKF - PRAE
REREHRA MR EHIA

#0514 FERHAWE TE-031(12.5, 50, 200, 800 mg/kg)? Wistar 27 » MZH1)528
AEgEOE2MENRRITCI28AMOEERBRrERL, UTOB&ELE,

1. SOmg/kg B CREBEEOHRMEFR WV THRSFIZLLEBIIAONEDP 72,

2. 200 mg/kg T2, GOT RUGPT MO LA, FHEVEBEZOMMAZD LN, HAlE
BVZIZAFMIALEESE, SRATMIRR DML LR LT,

3. 800 mg/kg BT, 200 mg/kg TOFEEILICMAILE, B KB R EEIH %2 EABHES
n, FETASHEL3/20, ME18/20MEH31/40i2A bz, $7:, BEEOBD LM - o KRERMAH DT
P, Rim, BELBEMEEL BILATO—LE, U VIEEROBNEFIREHEORI YA
LR, REBFHBRETIE, FE BEEVEORE, BRAE LEOEKXKUIEILE DB,
) SRR UESERS R EOEGEE(L, BIBERL ESBEIN,

4. TE-0313% 542 X AFEZLI3200 mg/kg A HED b fzAs, KEIZL ) BB ARBEMERA %R

L7 5o T, ARBRIZHBITSH TE-031DELEE 350 mg/kg & HIHT L 720

TE-031E KIEERERAXSH THESINH R~/ 0
74 FREEWETH B

4@, TE-031NREMUFMO—RELTT » bilB
JAESHZRIIOVTRIAL-OTHRET %,

1. EBHMERUAE

1. BEBREY

TE-031(—)-(3R, 4S,5S,6R, 7R, 9R, 11R, 12R, 135S,
14R)-4-[(2,6-dideoxy-3-C-methyl-3-O-methyl- a -L-
ribo-hexopyranosyl)oxy ] -14-ethyl-12,13-dihydroxy-7-
methoxy-3,5,7,9,11,13-hexamethyl-6- [[3, 4, 6 - tride-
oxy - 3- (dimethylamino) - B -D-xylo-hexopyranosyl] oxy]
oxacyclotetradecane-2, 10-dione, Lot &5 ; 840730, %"
T8 :747.96] WdFig. ISR TLFBEE2 AT HHEE
REDKREMETKRIZEFC, 700KV LAITEITRT
, TEbhy, BT FLIIRRBITRTL, -7,
LY )=, 25 —MIRRLEITILL, KIZIFEA
BTV,

2. ERBYRUEE &4

Wistar 27 v M (5:880) % BHABERBYREDE
HMENOHEA (M BEFS9EI0A 5 B, #: BBFISIEL0A
12H)L, 10BMO#KE - BIfbo%, REIIEHET—#&
KBICREDVFZO SN R 2o HEREZI000CH 64 ER
Bl E SR B BB I T 1 B£10~200C0 5 B (k5
LB {EE - #£146.1~170.4g, ME108.6~126.5¢g) I 8

BILTHRERICEA L, 28, RERTHOHREHD
ERIOWTHRBICIT o 72, BIIIBRRE21~26T, iE
BE36~T8% DN ¥ — L AT ADEYPETRAT » L B
EHWEDT NV IRy — J(1E17.5cm X BIT23.0cmX &
E16.0 cm)IZEFICRNE L THFE L7z 8E(MF: 4+ 1)
Iy VEEBTER)RUKGGRREA) G EEICER S ¢
72

3. BEBDRT EBHERK

BESBIIHET v FEBEV T BEEORS LT
BHREOER L BEIIRE L7122 FHRETIZ500 mg/
kg L EDRITEEOHIMIHD 5 idBIHEDH LR,

Fig. 1 Chemical structure of TE-031
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¥ 72, 1000 U'1500 mg/kg BETRRIETHFNFNI/8R
U8/8IZHh LTz TNHDEENS, FRBOREHR
S5EREMIHEEICICETESL L2 5N 5800 mg/kg
&L, UTFAK4m200, 50%012.5mg/kg & L7

BEFERL I Table LIT/R$ & 9 12 LECix 528 10 BREE
Pz 8L L, 12.5mg/kg HZBRC4EIZONT
BRGHER T %8B MKRET sEERERE L. &
B, 800 mg/kg HIZDOW TG HMFIZFREBI LI LK
BB L7700, HE5RTHOFEERIIHE 46, #26)
(&61)& L, M3 6% mEERRICAV 7,

4. BRBORYE, BEHERVKRSHH

TE-03LIIKIZHEEBD/-D5%T7 7 ¥ 7 T LAKBHEIZ
FNZFhN0.25, 1.0, 4.0RI6%EH T HHEER T AR

L7z %5134 &E100g %7:90.5ml DF&ETI2.5, 50,

200% 1800 mg/kg % 1 A 1 28 AR EAZEOH%SE L7
T/, WMBBIRS %7 7T TAKEGHEYAEICERS
L7zo %3, TE-03100.2% R U20% B@E Iz =iBGE
KNIBVWT 7T HEELETH A LHHEREIN-OH
Bk 1 ARLUAIER L7,

5. BERUKRERE

1) —fKER VTR

BES KPR XS HI%IC, KREHRGI28 26—
BREORERURCOFEYBE LT,

2) hE
HEREE» OS5 7 BT TIdER, Z0%IGE3
m, FA-AREHESIGE2ARCHKREIEELRIEL
72

3) BfE

®5-BEET, REMETIGE 1 E, KREMBSI28
21 EEERE Y RIE L,

4) BKE

®5-BART, %514, 4BH%ROKEURKIZEKE
EHlE L7z,

5) BREIHRE

B FmR R URS27TR %I, RERAEAE, RIK, &,

AR IHIZ oW THRMBE LT -7,

6) RiRE

% 5-BhET, %514, 24 B AR UKIE24 B 1£1224B5R
ERERIL, REYHESR B, &A, pH, ©¥ b~
BROEMN(TTAT 457 A0, <A VZ=#(E))D
EEREE T 7

7) MEEFHRE
YLEEZBIIC oW CIRERER], SHEEREIZO
WTIRRSHE R OKRESBR T %, —— 7 VBT
IZKRREAR & 0 #RELL 72 EDTA-2K fIML#IC DT, #

Mm%, ~Ers7o0€ s 8, ~<hy) oy MhE, M/,

B i ¥k %, MCV, MCH & UF MCHC (Coulter Counter
model S-PLUS, Coulter Electronics INC), H M EkFH4%
Lt (Wrights 32 ) & O#8/R M Bk % (New methylene blue:
Wrights %t & : Hematrak, model 480, Geometric Data
Corporation), ¥7:3.2% 7 L BF M) 7 LBERLR
IZE DM onT 7T b oy ¥ B (Clotek,
Hyland #t) %l L 720

8) MEA(LFEIIRE

M A F AR ML D IREN %,  KBRBHAR K O AR & ik
I IC & 0 $REL L& 058 (3000 rp.m. 1557F) L7:m
EicowT, MEE(BEE), £EHAE(Biuret i), 7
VT3 vE(BCG ), A/GRITNVT I Y&/ (REAR
—T7LVTIVE)], REEXERB(BRE), /LVT7F=y
£ (Jaffe i), £ Y YL ¥ & (Jendrassik-Cleghorn #),
LalLA7u—VE(EBEFEE), M7V EIAFE
(GPO-MEHA i), GOT - GPT &t (UV #), Al-PiE#
(Kind-King %), LDH & (Wroblewski-LaDue i),
mEY CB(EYTTF O TN—EEE), hVIYLE
(OCPC &), V) VIREE(BEFE) * HB) S EE(CL-
12, BESER)FHY, I/, F MUY LEBRUNY
v LABIZA A4 2 A—%—(CIM-101 CL, BEBAER)IC
TEREFRPIE L,

9) MEFMKRE
YLEERBIC OV CIIERER, FHEERSWICO
WTRES R ROKRESRMR TR — 7 VBT IR
MmBFEHk, FEPRCEBWICOVTIIRRERLIIC
HERL, Bd, DR, B, AFER, EBE MR, MR, TE
7, BKER, BI%, ¥, HR AR, E, FER
ER(AEY L) 2Rt L, SEEFHEL, #¢
TENOCDFELERLEN Lz, I OFHERERENIC
W) >~ o3E, KBS, KREEH, BR 515,
EE, IRER, /&, §, t2iE, @B, &h F5
BERE, FLAR (M &) R UBATARIZ D Tid Lillie ©10%

Table 1 Experimental design in the
subacute toxicity study on TE-031

Group No. of animals/Group
(mg/kg/day) Male Female
Control(0)* 20(10) 20(10)

12.5 10 10

50 20(10) 20(10)
200 20(10) 20(10)
800 20(10) 20(10)

* : 5% gum arabic

() No. of animals on 28-day recovery test
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gk~ v (IRERIZ Davidson B E K CTRIALE) T
BER, BEIHEVIST 7 14 YR H»6 H E REER
PR L, REMAKFEORE L) &3 BBE X U800
mg/kg BIZOWTERL, KL HHEIEOOLN
WRIZOVTRELIEHEFIIOVWTOREL, £
o BERE, B ORI OV TS BE O £ &
12 Oil red O BefB, 35 IZBBIZDWVTIZEHFIZ PAS
$ofs % 5 LR BARFREEH) 2 £/ L 7.

10) FRBER OVEMR O E FBEMEEIC &L ARE
BEHERCKREHBER T %, 200 mg/ kg K U800
mg/kg B & XTEBBEDMERE S 4 B DV TR R OB R
LRI L, MYH%2.5% V5 — LT ILFE Fi(0.1M
) YEREWR pH 7.4) T 2B, 1% A4 R 37 AF(0.1
MY EEREBR pH7.4) TLSRMO_ERE 21T\,
FRIY - VRINITHRAKL, oL +F F%
BT, TR VEIE(Epon 812)IZAB L7, 23, BEY
FREEEY I Ve ) T VBSRC_ERB L LETFH
ME(HU-12 AR, B BEPMICEVBRELIT-7

11) #Hatns

FRETEHEONRAIEMIZ, T2 BARTLETT 12 &
DB %EHEBR TETROREL T 720 ETHDBE
ICH—TERESESNEIT, BETHEEENEOLN
7235481243, DUNNETT i A\ id ScHEFFE (EIZ & ) F1
BORBEYITo720 T2, FHOFELLZWIHFEIZIE
KRUSKAL-WALLIS D H BRE X 1TV, BRICAEEN D

S NT35E121E MANN-WHITNEY DURE (1T o720 i B,

REMR REBAGERE IOV TIRFEIEB Y ITbAR
otz

I & -

1. —BRKERUETKRIR

—RARFEDBIER 12 5> T 12200 mg/kg L FOBETH G
L BEBIIAONL D 5 7:h, 800 mg/kg BEDMEREIZ
VE, THHHEEOHE, BREABR~OMBEENEOM
H EHEOET, BEEHOMHE L EPVEDLN, T
CHITIRRINS DERNEETH -7, FEKIZIZS 3 B
AitED SR b, HEHMETET T L7, KE
MEZIIE LTz,

RC(UEEZBI % &) RiRIE Fig. 2, 3ITRT &
J14Z, 200 mg/kg BOWETHRSI3A KIS BEIZLD
1/20%%, % 7:800 mg/kg BECI133x 5B b i & b C
31/40%°3ET= L 726 800 mg/kg BED M T3k 5 R D
B IR R S VIR AT & N7AS, %P0 b DB
BHONEEI/2005E Lz, —F, MDBA TS
B OB B LAEH8/200 T L7 SROFEE
BUI3t@ L - 3RAT R E LT, BEREEORY, IF

B, FRHENY) ORKES, BIEELR, Mg,
RISBR, WMEBEOEHL EVBEIN, F-FEHETR
&L CE IR ISR OILIL 2 B8, 8% R E A
DANEFEE DT 7, kT B ALEHIZEED 5 172 BT,
R, W, RRR, SIEL EOMABLLEBEULERR
PEEINT, L BYLBERGNIDOWTER L 72K
UCMEELFHIRE T, DTEZITTEREOEME ) >
INEKE DA, MiE GOT - GPT i&itk, ¥ ILVE L&,
REEHE, /LT7F-vEOENEFCL) ) £S5
{ FEOBV % ENED LN,

2. hE

hELE % Fig. 2, 3I1IRL7.

HEME L 12200 mg/kg LFDEETIIRE~OEEI2IE
EAEHR LN D 57275, 800 mg/kg BETIIHEIZIRS 3
BgnS, I/-#IC3%5 2 BHED SR T 723 8mins)
PHESHEART I THREL TAON, KEIZX WD
800 mg/kg TIIAREMMIZKEDEEANHE Th - 7225,
RERTHICBVWTOMNBELILNEEOENALNT:,

3. HEEE

HEEE DB % Table 2, 3II7RT,

BEEORD D200 mg/kg BETI%5 3 H R U178
%z, FoMEDS0K 1200 mg/kg BETIXS- 3 Hi%IZ, M
D800 mg/keg T TG WM A @ L TREDH LN,
COELIKREBEIZE W ASNLE L 25T,

4. HKE

HBKENDLEE % Table 4, 51277 T,

BAKEOEMAHEDS0 mg/kg B THS14B 412, #
HED200 mg/kg B THRG14A R U24H %I, $8EKE
DA H D00 mg/kg BETIRG24BHZIZED LN,
COELIKREIZE DA oN R k5T,

5 - IRERE

REHE LB L CTREIMEE IO N o1,

6. RIRE

RIEEER % Table 6, 7IZIRT,

MEREE 50 mg/kg L EDBEETREDEMD 5\ 13518
InfEm, 800 mg/kg BETHEMA VT LIX5148 |
UP24BHICEDONT, ZDIEINKE24BHICIIHD
12.5mg/kg L EDBEIZIR pH OEEE LK T A5A L7z,
INHDFERLIREIZL YA ONLR L o7, KE
24 B 1%(2FR pH D& T 25 050 F 18200 mg/kg BEIZ, R
BOBAY 57200 mg/kg BEIZA SR,

7 MBFMKRE

MEFHIREAER % Table 8, 9IIRT,

52T I3/ D200 mg/kg BELZ MCH & MCHC O
Hhn, 800 mg/kg B I/ MREBEOWM, ~Erov g,
AT 7))y MERU MCV OBEORAGE N2 0T BBk
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Fig. 2 Body weight changes in male rats treated orally with TE-031 for 28 days,
followed by a 28 day withdrawal period
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Fig. 3 Body weight changes in female rats treated orally with TE-031 for 28 days,
followed by a 28-day withdrawal period
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BRUSEGFPRBEOENE ) ¥ NERBOBL AR D
b7z, —FTHENDB00 me/kg FIZIE MCV DB RV
YRERBOBLHBALNT KEIZE ) Ih 6 DOFELL
BAaLNEZ L R olzd, RMEKK, BMERHKEOEL,
MCV J.U¥ MCH D 3nASHE D800 mg/kg BEIZ A L7z,

8. MiAE(LENRE

MmEAELEREAER % Table 10, 11IIRT,

HE5RTHEIZIE GOT « GPT &M D LR A7HE D200 K%
14800 mg/kg BEIZ, A/G HLODIET & 5 KT A HE
D200 mg/kg B K UM HE D800 mg/kg BIZ, A/G DL
AAHENI2.5K U200 mg/kg BEIZA LNz, F 72, 800
mg/kg TR IV AT O - VEOH, HICRE
BEORL E Y VIRARBRUN ) Y ABOEMAENE
nEHOoNT, KERTEICHETIZA/GHREA LY
LEOBRERINAS0 mg/kg L LD, £EHEDR
& GOT - GPT HEME D L F 5800 mg/kg BEIZA LN,
—FE TSGR TROERLIIAREIZL DER L

9. BHBER

#MxtEE % Table 12, 13, #HfEE % Table 14, 15

Table 2 Food consumption in male rats treated orally

withdrawal period

WZRY o

BERTHOEMERRVHAMERO N ICHEEL:
e LTERB (A &4 ) EROEINIHEDS0 mg/
kg BE R O'HEHE D200 mg/kg B2, BFIREE ORINATHE
D200 % 1800 mg/kg BEIZEESH LTz, DA 800 mg/
kg BECIIHMBRBEUVHEREEORYVAOLN, SHITH
TREBESOWMARD SN, Th6DFHEEILIK
EiZrhAaonhi{kot,

10. ##&pTR

5 R TEIZIZ200 mg/kg LT OB TRSIZL 5%
EH SN D 5 7-h, 800 mg/kg BEMEHEDEHIZ, BE
HRERE DR & UMBREFE A0 S /zidh, BT
BoBE, FROKREMBERRELA /412, B,
BOEHN/4A 6N, ETIBEROBKBERUE
BOBEH2/2IZAL N, KREXKTEIZE, BROE
MR UEREE O BERAKEILHEE D800 mg/kg B D 2 H
(3/3)12, BREE D S & (M%) A5t D50 mg/kg D 1 B
(1/10)i2H& 6Nz,

11. REBAGFHRE

with TE-031 for 28 days, followed by a 28-day

Group (mg/kg) Control 12.5 50 200 800
0 17.0 16.8 16.6 16.5 16. 6
1.27 (20)% | £ 1.22 (10) + 1.26 (20) + 1.35 (20) + 1.55 (20)
3 18.4 18.6 18.0 15.6** 9.9**
+ 1.51 (20) + 1.76 (10) + 1.09 (20) + 1.51 (20) + 2.28 (20)
Administration 10 19.9 19.6 19.7 18.9 7.3**
(days) + 1.38 (20) + 1.11 (10) + 1.43 (20) + 1.72 (20) + 5.10 (14)
17 18.7 18.6 18.5 17.6* 74**
+ 1.36 (20) + 1.26 (10) + 1.15 (20) + 2.00 (20) + 3.40 (12)
28 20.1 19.9 20.0 19.9 11.1**
+ 1.87 (20) + 1.42 (10) + 1.50 (20) + 1.78 (20) + 2.59 (7)
14 20.7 19.6 20.3 19.7
+ 1.25 (10) + 1.32 (10) + 1.62 (10) + 0.91 (3)
Recovery
(days) 28 20.0 19.4 19.5 17.2
+ 1.44 (10) + 1.76 (10) + 1.22 (10) + 1.89 (3)

Mean * S.D. (g/day/rat)

¥ . Number of animals

*,** . Significant difference from control at p < 0.05 and p < 0.01
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EFFIORBHBRFWIRESR % Table 16~19127R
¥

TE-0314% 512 & A EAbA E & L CHRR R OB IR (282
Lo Yo% (AN

FHEC i, &5 TR ST O SN HE 0200,
800 mg/kg BE % UV 800 mg/kg BEIC, T 7-/NERREE
bR D RE K K USHT MR R A B ok & o> 8 0 7% i E > 800
mg/kg BEICERER S 7z, & O IZFFHIRL O /IMESEEEDSHET
BRSO EEICALNA, 200K U800 mg/kg
BCTBEL Vs ShAEmrEDLN, — AT
800 mg/kg B IZ328 5 M7z (Photo. 1),

Z0i3h, MBHLEUCEBICAFEEELES) Y
IR R MR A SN, WFEEELIEEED200% U800
mg/kg BEICSESHERIEM A A O o, KREIZL ) ST
MEOEME B AR E LIa BV LHE LT,

BT, RS TECZ800 mg/kg BEOMEME TR AR
MELERMBOBEKR, WTELERUIEHILE DHEE,

REEFEAZD bR, &6 IZHE TR AREE DR,

FROEGRUBESALNI, KEIZLY, REEL

B OBEDHENS0 mg/kg HETHEI N, TOMDGEE
iR E LR L,

FoOMmOFFRE LT, BEOIEMILEDEN, Mgz
B OES, BIBOEKHB00 mg/kg FFEOMEMEIZ, HTIk
BV R OHEORESRME, BB ¥ EROERE
Ui DEKR, BER) v EORER, 60
FeRsRa 0, BT vy Uy 2B BN
A, F T IRFRERAMED /N ERER O/NE ER DlEX
MEEI N, KEIZLY, TRODOHRIERH LN
ER L7,

70, BSERTERICHBEANEEEROLE, FRRo
BaiF e B, HIRMEOMKBRE, TEAO Cyst
ok, SLBORAEIMBELEUEETHRRE SN,
WERLEEETH - 720

12. ETHEMFERE

BFR : 800 mg/kg BE DM (2 BTHRE, /NEERIABE LR
RUO7 98— fBAIC I T B EY (MCB) DR
MEBH LN, TO MCBIIEMIBERBRIZLRDLA,
Z O ERAL 12 12 AV (Autophagic vacuole) % DB (Dense

Table 3 Food consumption in female rats treated orally with TE-031 for 28 days, followed by a 28-day

withdrawal period

Group (mg/kg) Control 12.5 50 200 800
0 13.4 13.1 12.9 13.4 13.3
+ 1.50 (20)* | + 1.09 (10) + 1.28 (20) + 0.98 (20) + 0.66 (20)
3 14.3 14.0 13.3** 12.6** 6.1**
+ 0.97 (20) + 0.65 (10) + 1.19 (20) + 1.39 (20) + 2.97 (20)
Administration 10 12.7 12.6 12.6 12.1 7.5**
(days) + 1.24 (20) + 1.40 (10) + 1.01 (20) + 1.72 (20) + 3.03 (3)
17 14.2 13.7 13.7 13.7 6.4**
+ 1.71 (20) + 1.28 (10) + 1.32 (20) + 1.38 (19) + 1.39 (3)
28 14.3 14.1 14.9 14.9 9.7
+ 1.39 (20) + 0.86 (10) + 2.78 (20) + 1.54 (19) + 0.64 (2)
1 13.9 14.4 14.2
+ 1.67 (10) + 1.77 (10) + 2.01 (9)
Recovery
(days) 28 13.9 14.5 14.1
+ 1.50 (10) + 2.07 (10) + 1.76 (9)

Mean * S.D. (g/day/rat)

# . Number of animals

** . Significant difference from control at p < 0.01
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Table 4 Water intake in male rats treated orally with TE-031 for 28 days, followed by a 28-day

withdrawal period

Group (mg/kg) Control 12.5 50 200 800
0 22.2 21.6 22.2 22.6 22.1
+ 2.24 (20)%| % 2.73 (10) + 1.63 (20) + 2.10 (20) + 1.90 (19)
Administration 14 21.6 23.0 24.1** 25.0** 21.1
(days) + 2.58 (20) + 2.48 (9) + 1.70 (20) + 4.89 (19) + 5.53 (13)
2 21.9 23.4 24.2 26.5** 21.0
+ 3.23 (20) + 2.19 (10) + 2.94 (20) + 4.23 (20) + 5.20 (9)
Recovery 2 21.2 22.8 23.1 22.8
(days) + 3.46 (10) ‘ + 1.61 (10) + 2.66 (10) + 0.12 (3)
Mean * S.D. (g/day/rat)
#*  Number of animals
** . Significant difference from control at p < 0.01
Table 5 Water intake in female rats treated orally with TE-031 for 28 days, followed by a 28-day
withdrawal period
Group (mg/kg) Control 12.5 50 200 800
0 18.2 18.5 19.0 18.9 18.8
+ 3.24 (20)* | + 2.51 (10) + 3.87 (20) + 1.84 (20) + 2.46 (20)
Administration 1 19.1 19.1 21.0 24.1** 18.4
(days) + 3.33 (20) + 3.38 (10) + 2.87 (20) + 6.95 (19) + 5.65 (3)
2 21.2 19.4 22.1 25.0* 16.1*
+ 3.61 (20) + 2.52 (10) + 3.62 (20) + 5.78 (19) + 0.35 (2)
Recovery 2 21.9 21.7 17.0
(days) + 5.35 (10) + 7.32 (10) + 2.63 (9)
Mean * S.D. (g/day/rat)
* . Number of animals
*.**  Significant difference from control at p < 0.05 and p < 0.01
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body) b D SNz, F72, EMIBEDEMIZIE MCB,
MBEITIET 4T 2 v MEPROEENEDI T, K
R TA LN SHIFMIZ BV TIRREANOR/NGE
T NZIEFEERT RO N e o 72,

I - 800 mg/kg BE DM ICIRME EREMARIZ I b D
Y RYTEDKEVERIKD DB R AV HUF I A A RAE
TEHELALN, RHETII EEARD S VIZEMDLERN
BHRLIZ AV HBHWVIZZHARO Shrhy, HKESLE
BAROREREIEEREIAON D572,

%3, 200 mg/kg BOFREERIIELIALNT,

FARECL NV BRSRTRHROZRZVThLRDH oML
ARWAR

o % =
TE-03112.5, 50, 2008 1r800 mg/kg % 7 » b 228

A0S L, BEAaERCZOOEEEZRE LS
B 800 mg/kg BETIIMEME L b ICHBLULENITRTL,
200 mg/kg LA E DB TIZFFBEIZ, 800 mg/kg B TIXER
ADEBETFET HHERILDIBE SN,
R~ D 212D\ T 12200 mg/kg L L DB IZ GOT
- GPT &M LR % EIFBREBEE L RET 2 R1Lr8
BHoN, FEFHRECIFREENHM, FHkER
DR VST OENZ ESBRE SN, Z0k
3 7 TE-0314%512 % % GOT - GPT &M D LR, 4@
BasESE, SHFHABOBNENEILIZ L) R0 Ly
(EM), EM A5 7L—FRUEMIZZXFL—-}DTy
FEEMERRRO BV TLROLNIIRTEM
FIAEMRICEBETHIERLZEZON, TORBARER
fho) EM ZIEMHE & RAE»ENMEDP o720 T2, T
B AT HRRD & BV 72 in vitro DR TiE TE-031DEE

Table 18 Histopathological findings in male rats at the end of a 28-day withdrawal period after
oral administration of TE-031 for 28 days

Group (mg/kg) Control 50 200 800
No. of animals 10 10 10 3
Liver -+ + /- £ + |- £ + #+|- £ + +
Necrosis of hepatocytes 7 3 9 1 5 1 2
Granuloma-like changes 4 6 7 3 8 2 1 2
Multinucleated hepatocytes 10 10 10 3
Kidney
Cast formation in tubular lumina 6 4 2 1 1 2
Regeneration of tubular epithelia 10 1 1 2 1
Deposition of hyaline droplets in tubular epithelia 10 10 10 3
Hypophysis
Cyst formation 10 10 10 2 1
— : Normal + : Slight + : Moderate 4 : Severe
Table 19 Histopathological findings in female rats at the end of a 28-day withdrawal period after
oral administration of TE-031 for 28 days
Group (mg/kg) Control 50 200
No. of animals 10 10 9
Liver -+ + H#|- = + + + + +
Cell infiltration in Gusson's sheath 5 5 6 4 4
Granuloma-like changes 6 4 5 5 5
Kidne'y
Deposition of hyaline droplets in tubular epithelia 10 10 9
Thyroid
Ultimibranchial body 10 9 1 1
Mammary gland
Proliferation of mammary gland 10 9 1
— : Normal + : Slight + : Moderate 4 : Severe
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Ve EM RITEWME L ITIZFE» 25 <9, §F
BETOBEVEGRIRES 2EEICV5 L in vivo TD
FREEH BBV E S ICBbhb, 2030, %%
FABOMMERIICOWCIIMIERE, 7LL¥—K
BOMSS HE 2 HNreAs, B OB A
LhRVARICBW TEZIFMR ORI B L6
CHERRBRTOREOBRY 25, £ DWHEME
BWThLEE &N, RERIZILE GOT - GPT &
0 LR R UEHITFMEOBEMAR D EM RILEWE & [
BICEELTRDON, FORRIZELNICTE D
7

BEA~NDRE L L TI3800 mg/kg HETREN®E, R
i, FEEOHMINME VPRMAE L ORBE IR S
h, EHTIEHE L CEERERORAE LI IR
BPBEIN, LHL, 200 mg/kg M TOETIIRE
OENBALND b DD, TROKEEEN, BEWREIT
BOONLholze —F, BEMERKEY 2BV TIE500
mg/kg D21 H M EFRBLORFICBNTHITHA 70
T BEMEBRENRE L RET 2BV ASLNIZOAT
HABFENIOBERZOEE L ELE T o 72 AN kb
o072 TNHDT LMD, TE-031RFECHAREBET A
I RBOTEVHEERHRS LIBAIIBEEEERD
BEPRBE SN2 0D, Lo & 512500 mg/kg & \»
IBRARERERS LT LB REELIET BT
THY, 200 mg/kg TIHBEELEREZRT L) 2HR
BRoNL ol #5T, TE-031id10 EM R4k
WEEERICSBERRIBHZ LD LEES NS,

Photo. 1 Microscopic observation on liver of male
rat treated orally with 800mg/kg of TE-031
for 28 days

Multinuclear formation and focal necrosis of

hepatocytes and swelling of epithelium of interlobular

bile duct

FOMoOEBE LTEREROEMAT2.5 mg/kg L
LOETROLNIH, HBEMIZEIRERALONL S
2720 ZOELBMENEDRBERGILL - THFEREN
BIENTIARLT v FTHEINTH Y59, TE-03]
DHETER I BRHEEOEBICE S b L E 2
bhb, EDIFH, 800 mg/kg HICHED LN BENE
MG, ) ¥ SEREOBY, FERFPEREOHEM, )
U RUOETES AR OBRH L 2 LI FAHICAED
B, BHEEORYD, —HREDE(LLEFADLNT
WHZEhb, TE-0BIDKERGIZHE) X P L ABRE
HHVIZKREREROIFRENEL LEZ SN D,
F7, 800 mg/kg TR OOLNIBLILATFU—LER
Y YRR EOHMIE, #B L2FEEE OBETEL
ot HAEVIIEERBHEFICLVELLDDEEDR
%,

UEDTEL, TE-0314%5-12 & 521612200 mg/kg
POHBLA, BBURKEICL Y HET 2T HA%
BleeZEzxon, FRIOSTABEEHIHICEETS
27275, RERIRFHIMDII ) BHES A IIENI L%
ZERICANDE, HEREVODEEZ LN, 5T,
ARBIZBITH TE-01DEEEE 350 mg/kg & HIBTF L
720

BRI (BEAIS94E10A ~614E 4 A)

X 13

1) MORIMOTO, S. ; Y. TAKAHASHI, Y. WATANABE & S.
OMURA : Chemical modification of erythromycin. .
Synthesis and antibacterial activity of 6-O-me-
thylerythromycins A (A-56268). J. Antibiot. 37
(2):187~189, 1984

2) KB B, #2 [, =HEF, PHEEME: TE-
0107 BMZEOKS L 25 v M EANSHT
B, RIEREKRKSH LI, No. 4252,
1985(K %K)

3) FRAE, FAEE, NEEE, IWE & SR
R, =704 FRAEWEESMEERER,
REREHRXASHAIR, No. 3476, 1982(k%
®)

4) KRHIEH, REHF, NEEE, kB B 8
HEZ:TE-0310 5 v MIBIT A BALEHRR,
KEREHRXSHAAE, No. 3577, 1983(k%
*)

5) KB FEfth: TE-0310FHEMRER, AFREK
REMHPR(KFRE)

6) Suwa, T.; H. YosHDA, Y. KouNo, K. FUKUSHIMA &
H. KoBayasHl - High distribution of TE-031 (A-
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56268), a new macrolide antibiotic, in the lung. 26 Three-month toxicity (with one-month interig
th Interscience Conference on Antimicrobial Agent kill) study of Abbot-56268 administered orally to
and Chemotherapy Abstract No. 417, New rats. Abbott Laboratories Scientific Report No. TA
Orleans, La., 1986 85-030
7) HEER, THRE, AFER, BHETF, FTH 13) PMIEREIE, A8, BRILF, PREE. TE-
%E . FH~s 054 FRAEME TE-03104 031 DHURMERER, KEREHRASHHRR(ESR
MEBRE(])TY) 20243 £ DRk, HAES %)
REI07E S, p. 854, FHEF, 1987 14) MEHIE, WHARK, HFHKH, PREE: TE-
8) #F H: AHAKEAERE ERBWOREML 031 DHEMHE(FEIIR) 7 v MBI L BEHSR
B—FOREELHEOES—BEX H, K B(I)—21HEERIRGIC L HRE—, EBELE
&, BHPHETFHE), 339~340H, V7 rHAx FR22(7) : 1606~1619, 1988
v Z%t, 1980 15) 4 # B, FT VT : Aminobenzyl penicillin
9) #@H E, BN B KREEX BSTR, #X (ABPC) & U Aminocyclony! penicillin (ACPC)
E#:MATEEOSERMIO BB % H 72 FH BORSICE BT ADORBEHEEOEB LUY
MR £D—BI, FFE 26 : 500~505, 1985 BEEDZEILIZDWV T, Chemotherapy 23 : 3192
10) KB #&: SHENEHMEFEEERFOREL —~3196, 1975
BFER T O ICHRRET I RES, AR 25501 16) A%, A 54, HFHERS, ME%H, 2§
~513, 1984 i, Y5 A — : Cefotetan(YM 09330)D 5 » b iz
11) RPHEEZ  EFEFEE(D) & ICERFERD B HBERES 5 A EMEFAR, Chemother-
BBRIZOWT, FrELEHE 30:24~25 1980 apy 30(S-1) : 213~227, 1982
12) KiMura, E. T. ; M. C. PTRATT, J. M. CREIGHTON, ]. P. 17) BRBHE: —KEFERIEE, (T hoEHk, 8
LEwkowskl, P. K. Cusick & D. R. PATTERSON : B, Bil#E, 1973

TOXICITY STUDIES OF TE-031(A-56268) IV.
SUBACUTE TOXICITY IN RATS

TakAsHI OHsHIMA, TAKASHI WATANABE, IsAMU NAKAMURA, MasaAKl KIMURA,
TakesH! TsucHIDA and SADAO NAKANE
Research Center, Taisho Pharmaceutical Co., Ltd., Saitama

TE-031(A-56268), a new macrolide antibiotic, was administered orally to Wistar rats at doses of 12.5, 50, 200 and
800 mg/kg/day for 28 days to determine the subacute toxicity of the drug and recovery in the 28-day withdrawal period.
The results are as follows.

1. No drug-related change except increased caecum weight were observed in the 50 mg/kg group.

2. Animals in the 200 mg/kg group, revealed elevation of GOT and GPT levels, increased liver and caecum weight,
necrosis of hepatocytes and increased multinucleated hepatocytes.

3. In addition to the above changes, piloerection, nose-bleed and reduction in spontaneous activity were observed,
and 31 deaths(13 males and 18 females)occurred during the treatment. Animals in the 800 mg/kg group showed decreased
body weight gain accompanying decreased food consumption, increased incidence of occult blood, slight anemic changes,
increased total cholesterol and phospholipid values, and decreased total protein value. In the 800 mg/kg group, patholo-
gical examination showed discoloration of liver, kidney and adrenal gland, swelling and increased fatty deposition in cor-
tical tubular epithelia. atrophic changes in lymphatic tissues and genital organs, and swelling of adrenal cortical cells.

4. Effects of TE-031 were observed at dose leves of 200 mg/kg or more and these changes generally regressed or
normalized in the recovery test.

In our study, the no-effect dose of TE-031 was considered to be 50 mg/kg.



