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Abstract—Immunologic potential of DA-125, a new anthracycline antitumor antibiotic, was investigated using
guinea pigs and mice. In antigenicity experiments, guinea pigs were sensitized subcutaneously with DA-125
or DA-125 incorporated in complete Freund’s adjuvant (CFA) once a week for three weeks. No systemic
anaphylaxis was induced by intravenous injection of DA-125 or DA-125 incubated with guinea pig serum
after 3 weeks from the last sensitization. None of sera of these animals showed any passive cutaneous anaphy-
lactic reaction (PCA) when DA-125 or DA-125 incubated with guinea pig serum was used as a challenging
antigen in homologous PCA experiment. On the other hand the treatment of guinea pigs with ovalbumin
incorporated in CFA induced systemic anaphylactic reaction when challenged by intravenous injection of 5
mg/body of ovalbumin. Immunodiffusion test revealed no precipitating antibodies as detected in guinea pigs
sensitized with DA-125. In 24-hour heterologous PCA reaction with sera of C57BL/6 mice immunized with
DA-125 or DA-125 mixed with aluminum hydroxide gel (Alum), None of sera showed positive reaction when
DA-125 or DA-125 incubated with rat serum was used as a challenging antigen. Sera of animals immunized
with a mixture of ovalbumin and alum showed positive PCA reaction when 5 mg/body of ovalbumin was
injected as a challenging antigen. In lymphocyte proliferation tests, spleen lymphocyte proliferation to PHA
and LPS was similarly impaired by 12 mg/kg of DXR or 36 mg/kg of DA-125, and the immunodepressive
activity of DA-125 showed a dose-dependent manner. From these results, it could be concluded that immunosu-
pression of DA-125 would be comparable to that of DXR and that DA-125 would not induce systemic allergic

reaction in its clinical use.

Keywords (] DA-125, antigenicity, active systemic anaphylaxis (ASA), passive cutaneous anaphylaxis (PCA),

mouse-rat PCA, immunodiffusion, immunotoxicity.

DA-125% ZeolAet AFidd P4 HEE anth-
racycline FE=AZA TRALE 7-0-26-dideoxy-2-
fluoro-o-L-talopyranosyl)-adriamycinone-14-f-alaninate
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Fig. 1. Chemical structure of DA-125,

]2 DA-1259] °Jdkg zAlaledc).
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ZolA|eF o FAvell A 4% DA-125(Lot DA-125-033)
E A5t 2, o2 R ovalbumin(OVA, Lot 100H
0872, Sigma)®} doxorubicin(DXR, CTXB-2014, Meiji
Seika)2 Al4-3lg}h. AdjuvantZ+: complete Freund's
adjuvant(CFA, Control 3231, Difco)® $kHS} 52
W (1977)0] wi=l AARF aluminum  hydroxide gel
(Alum)& AH&-sldvh, HHS5A AP A= mitogeno Z
phytohemagglutinin(PHA, Lot 41H-9412, Sigma)#} lipo-
polysaccharide(LPS, Lot 70H-4042, Sigma)E A1-43}4]
o, [methyl *H]-thymidine(lot 3043197, NEN)< <!
g 2o 2 E 7 3¢ich 2.2]¢] Evans blue(Lot 31H
0562, Sigma), agarose(Lot 101, Takara Biomed.), Tris-
barbiturate buffer(pH 8.6+ 0.1, Lot 17041, Sigma),
RPMI1640(Lot 62K7028, Gibco), F4}2 ZF(Lot
AAW3AB, F9jAek), FAME A= gda(Lot 3062F08,
stk E-FgdF4 3 Aph 285 L(+H)lactic acid(Lot 72H
0353, Sigma) & AR&3sich
AESS

ChH7BL/6A] 77 w}-§-22(A}-4-A] A F 25~25 g, 9F-7),
ICRA| 47 wh§-2(Al8-A] 28~32g, 957)), Sprague-
Dawley?] sle(A-8A] A& 390~450 g, 1454) 2231
HartleyAl 7| (A1-4-A] A% 330~360 g, 55%)% o
2 Charles RiverAb2 %8 1]lsled 25 o|Ak 7d
U] ALS Fof HA7ME =ETL A& AlL-sleic). A]
H717r £ RE FEL 2% 23+2C, % 45—~65%,
Ze)m AHAZE 12417HES 8 00~20 © 00).22 4
AR pgstg e, vhgsse) HEd e vl
ARA LA HE, 71 Hell= 7L 3’-5"‘441(01“1611-
tal Yeast Co. Ltd., Japan)& 2|3 &2 AlFess
A #H A et
Algda 4

A He HA A e FTAAL ol Eo Z
o}

1) Active systemic anaphylaxis
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No. of Sensitization

Group animals Challenge

1 3 1 mM lactic DA-125, 12.5 mg/kg

3 acid OVA, 5 mg/body
2 3 DA-125, DA-125, 12.5 mg/kg

3 2.5 mg/kg DA-125+GSA, 5 mg/body
3 3 DA-125, DA-125, 125 mg/kg

3 12.5 mg/kg DA-125+GSA, 5 mg/body
4 3 DA-125+CFA, DA-125, 125 mg/kg

3 12.5 mg/kg DA-125+GSA, 5 mg/body
5 6 OVA+CFA, OVA, 5 mg/body

1 mg/body

2) Passive cutaneous anaphylaxis in guinea pigs

Group al:Tl(i)r.nrfli Sensitization Challenge
1 3  Anti-GP-1mM  DA-125, 12.5 mg/kg
3 lactic acid OVA, 5 mg/body

2 3 Anti-GP-DA-125, DA-125, 12,5 mg/kg

2.5 DA-125+GSA, 5 mg/body
3 3 Anti-GP-DA-125, DA-125, 12.5 mg/kg

125 DA-125+ GSA, 5 mg/body
4 3 Anti-GP-DA-125 DA-125, 125 mg/kg

+CFA, 125 DA-125+ GSA, 5 mg/body
5 3  Anti-GP-OVA OVA 5 mg/body

+CFA

3) Immunodiffusion (Ouchterlony method)

No. of

Group . Sensitization Challenge
1 3 1mM lactic acid DA-125
3 DA-125+ GPS
2 3 DA-125, 2.5 mg/kg DA-125
3 DA-125+ GPS
3 3 DA-125, 12.5 mg/kg DA-125
3 DA-125+ GPS
4 3 DA-125+CFA, DA-125
3 12.5 mg/kg DA-125+ GPS
5 6  OVA-+CFA, 1mg/body OVA, DA-125,
DA-125+GPS
4) Mouse-rat PCA reaction
Group ali(i)r.n;)lfs Sensitization Challenge
1 6 1mM lactic acid DA-125, 125 mg/kg
6 OVA, 5 mg/body
2 6 DA-125, 25 mg/kg DA-125, 12.5 mg/kg
6 DA-125+RSA,
5 mg/body
3 6 DA-125, 125 mg/kg DA-125, 12.5 mg/kg
DA-125+RSA,
5 mg/body
4 6 DA-125+ CFA/ DA-125, 12.5 mg/kg
12.5 mg/kg DA-125+RSA,
5 mg/body
5 6 OVA+CFA, OVA, 5 mg/body
1 mg/body
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Zhatstel o fusldl =X

Zrareked o] zAlE 7Y Z2HA] DA-1258 pH 4.02)
1 mM lactic acid &8¢ £-3) A)]A 24| 3}¢ oo, DA-125
+CFA &3 7321392 DA-125% pH 4.0¢] 1 mM lactic
acid &8¢ A7 & o] &8 F%H2 CFASL &
ahsle] zA|8}9dv). Ovalbumin 7H2FEH41-S ovalubumin
< galinesl| -&s)A]7) & Zeke) CFAE E3sle] 24
gk vRe2g A bk e] 2Ale 7|WHE
AAA et BE SdslA ARG oV WYgREAR
alum& AR8-3h3ith

DA-125%} ovalbumin® & @5 fitile 2+zte) B3
T pH4.02] 1mM lactic acid 4%} salines] -4
AlA rEEdS A on, DA-1259F A4 2] wik
514 (DA-125+ GPS =+ DA-125+RS)& DA-125E8 7]
U s d= dHo) &A]A 37C o[ 22]3F ek
alo] ZAshdch

ZILEE 0|88 AlE

=224 ol )= EA] A(active systemic anaphyla-
xis) . % 6918 9] 7G| 1Fe)+= 1 mM lactic acid
Loy, 230 DA-125 25 mg/kgS, 37& DA-125
125 mg/kge, 47ol¥ DA-1259} complete Freund's
adjuvant(CFA)2] &< 125 mg/kgs, 123 bel+
ovalbumin3} CFA %3 &%) 1 mg/body9] 3=3}lS
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ey

_O‘i
£
>3
[£2]
o=
T
T
|
l
&)
i
‘0‘[_1"
patd
=
ofy
o
rle
o
e
o
r-lo
_1
>
.
4

227+ Eob ol sl vieh wAstedch
Grade 0 @ -§-Z4k, Eqb
I 99 FA+AA="™", 767, 27,

713
I 98] FA+olk, 25T, =of €3
II: Ao FA4+8EY, 5%, %33
IV : # A}

£ w]x olilygehr] ~(passive cutaneous anaphyla-
xis) : ASAd A kAR Ve #HEF A F 17
Aol ether v} 3le] Ao LRE 2mle] AL HH
sle] |8 Balslen). o3} PCA ¥-&-& Ovary(1958)
o] Wil wlel AxEgrh. & Feg AL A=Y
AR v Ak 3]Aste] 2uel 4 10248 74R] 5] A gH
& FAe 71" Al A 0.1lmi¥ FAksAch
HFAL 4217 Fol e flEds 5% Evans
bluel-& &g 7S 1mi4 Aoy Fojsla 30F
WA A A RS %% Evans blue WS
galatgick We] A7 Smm |l AS FHoE
sol B el A SAueE 2A7kE sk

o < &4 (immunodiffusion) : Agarose& Tris-barbi-
turate buffers] 1%= 8-5]A]# GelBond film(84X94
mm) Yol geld A2t AF71E o] 83t wellS HF2

ey
Olzs - &
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Y - B - A

¥ Z7re] wellel] FFA FANY2 Y3 9-AF G
uhg-2 48417 F7px] fFslink AFHAA W 7
gL doAew 4L DA-125 125, 25, 1, 05, 0.1
mg/m/& pH4.0, 1mM lactic acid &< £s]X]A
OVAE 10, 05, 01mg/mis FF5o L8414 A4
shdrt. =gk DA-1269} 7|y EA 2] sjekslel2 DA-
125% 713 A 240 mg/m/e] F== LA 37
T ol 247F ket ZE AME-shglch

nl&~-A = PCA ¥-2(mouse-rat PCA reaction) @ 7t
T 67ta] 9] -4 C57BL/6 mh-$-2of 17 ¢l|= 1 mM lactic
acid &9, 279+ DA-125 2.5 mg/kg, 379 DA-125
125 mg/kgs, 4= DA-125¢} aluminum hydroxide
gel(Alum)®] E2F 3k} 125 mg/kg, T2 57-¢le
ovalbumin®} alum 52 &89 1 mg/body$] 7=rakd-g
A& 193 154970 23] 05 mi/7te] e d=o s Brhy
Sodsledct. HFztat 5 1539 2F Fol| Ay
EEoA Holg AFst] AL Fey}t F SD H=&
o] L3le] PCA A|8E A3y} si= PCA= $kHA
KE(977)2] vyl we} AA|glgc) & wps HAHS
)22 2u] At Asle] 4ufel A 10248)71#] 3
AE vleA HAEA 01mlE A= wii Ao F
AVELTL 24A)7F Fof| zbzbe] skl Evans blue &
Fod 1m/e d=o wAgdis Fostgct. g
30% Fo] Y=g waxAlA]A Evans blue ¥H8-g &
Q5l3 A7 5mm o]l AFE SFHOE FA s
okAl-& vebdl A EAul4E AR sheich

A TS AIA[E (lymphocyte proliferation test)

A EAGA L A4 A7FE 95389 77 ICRA =2
35me]E F 5ulely TATEoE Feste] DA-125 6,
12, 24, 36 mg/kg, doxorubicin 6, 12 mg/kg, S22
A9 4E 247 10 mi/kge] AeFo2 w3 n|A =y
Falelgic). Fo] F 3do| BE FES AFETHoeRn
ZAabalo] v)Aka FAS e, AV|FHE SAH o,
E42) whld] 28 WelzA A HAME AAIFsIch

v A4 £2] 2] F mitogend] AHe] ! FFHoE £
2] &} u|A-E gtainless mesh(No. 22~24)4F 4] 10% fe-
tal calf serum& E&3 RPMI 1640815 7}alwiA]
zhol H|AAE FFA-S dgin) deizl v|AA (T
Ty F-geofe A1 B-2](1000 rpm, 10 min)e} A 2L 23]
HLEgl § 2/ A7 2EAH A A HE
75 AAskeichk RPMI 1640u] 2]l H-7-217) dFTF
trypan blueZ o]&3}e] 1.2X10° viable cells/m/#] -5
2 2Asgen, o] XiHdR 02mi25X10° cells)=
Zv FE2 96-well microplateel] EF3lgcth T Qs+
Z4le] vlAe FEQ 9FE 2AEY] 98] mitogen
© 2 PHA 1ug/10 i/wellg, B 9372 mitogeno =
LPS 8 ug/10 f/well& Ztzt H7hstsich dzTde +
2k9] wjx] 5 Arlebeled, Zhzkel 2712 triplicate®
AR 8T
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wjek B w2 Mitogens  AEE 96-well
plateg 37C, 5% CO; 7l5E7eA 542)7F ek &
methyl *H-thymidine2- 1 uCi/welle] HA Ar}ste] 18
AZRe wloFsbedct. ek F w<okd-2 cell harvester
(LABO Science)® glassmicrofiber filter(Whatman) <]
& B 3z ZHS,E AHAE A methanol® AFA)Fch
o7 uwloldel] P& F Zhe g (Formula 989)
2mlg 7}l B-counter(Pakard Inc)Z L v &
Astglem, 47+e cpmpe] FFE Tl AETo] o
3] % controlZ§ Fte] T ¥lTE AX AT

Aegn

SETLE oOlbEEA|A

71V =g Zp7te) Zhakekl e g kxS DA-125 125
mg/kg 7H2Hre] 6ulE] Z2]al DA-125+CFA 125mg
/kg ZHAT) 2wiE]s) 33A AR AW, Aa
o zejx F 5o FA4E Holthrl AAEksTh

TEAAA ol bd=AI A AP A= Table 1ol e}
W A3} o] DA-125 2.5 ¥ DA-125+CFA 12.5 mg/kg
Folgoll 4 DA-125 125 mg/kg =+ DA-125+GPS 5
mg/body®] frFAtel o3 oW FEE ohpTEAA
43 g Wep A wdodc) W xR ovalbu-
min#} CFA &#39-& 1mg/hbodyE Fo3 ToHE=
ovalbumin 5 mg/body$] fiAlel] 2]8le] A HEo]
AHAQ oppdEtA)2sm 2A4HS Jelidrl 83
QAL 3~4% Fo A FEC] HAxpstdck
TSI|F OtLPEEA|A

71 5% PCA wH$-¢] Z3}= Table IId el
©m DA-125 25, 12.5 mg/kg 28] 22 DA-125+ CFA 12.5
mg/kg ZHabrel 4] DA-125 12.5 mg/kg =+ DA-125+
GPS 5 mg/body$] fataEalrlel] A 559 PCA 347}
2 ol3t2 ZAEA °lFE vlepjont FdiET

OVA+CFA 7Z3abel4l&= OVA 5mg/bodye] ZHatFA
of 28 A FEe] 10248 PCA 34712 felych
ey &AL AR

w3l A|H AT Table [Ilof] vtehiiglel =T
7 DA-1252 7:3pA]z] Z7]We] ¥3L DA-125 95
EE DA-125¢)F 7]V A w<kaddg o)-83le] agar
gel immunodiffusion ¥H&-& AAISIHE = AL
o FollME HAER] edgkr) wbd oFAdE<] OVA
Tl A B8 AAeA HEe A7rAle] A=A
o}
OFRAZIE PCA AlE

uh2-A = PCA A@Z 7= Table IV} 2} DA-
125 2.5, 12.5 mg/kg L¥) 1 DA-125+alum 12.5 mg/kg
Zrakrel| A DA-125 125 mg/kg =+ DA-125+RS 5
mg/body ] Fatgale &8 e FE9 PCA A7}
4 ol3l2 AETA o)FE ehioy} FHHRT
OVA+alum 7rabzel|Ae 29 3Hatga) 15 5o A
g EE9 ¥R 3¢yl 2F 169 PCA 3FA7E
vepgon, 29H ZhabEal 23 Fol AHI} FES
AL 89 PCA 3HA|7}E ephiich
o SMAIHE

HE U Ho|S2of cst A&k 2 FFe] AT FA4
2w Ao w2 g3 Table Vo 2} A 554
A3} o F 3¢ BRE GFEFAFAME AFF7He
A7t A= em, DXR 12 mg/kg =73 DA-125
36 mg/kg Tl hETd s {27 AFF0H
AAE Horh w|An FASH SHAFANNE BE
FER T gl vl SRS Holn £
T AaE vepiisdo.

WE|FEE ZHAL: GBS T 3 A B[R
FA) gt HeElzAE AR $Fe e
B W13 EE FA AR 20 AxFAR2
74, vAe] WHuleE Seo] FFHY ek DXR 12 mg

Table 1. Effects of DA-125 on active systemic anaphylaxis in guinea pigs

N . . Number of Severity
Sensitization Route Challenging antigen animals > I I T v
1mM lactic acid sC DA-125 125 mg/kg 3 3 0 0 0 0

OVA, 5.0 mg/body 3 3 0 0 0 0
DA-125 2.5 mg/kg SC DA-125 12.5 mg/kg 3 3 0 0 0 0
DA-125+GPS* 5 mg/body 3 3 0 0 0 0
DA-125 12,5 mg/kg sC all death before 0 - —- ~ - —
challenge 0 - - - - -
DA-125+CFA 125 mg/kg sC DA-125 12.5 mg/kg 2 2 0 0 0 0
DA-125+GPS, 5 mg/body 2 2 0 0 0 0
OVA+CFA 1 mg/body sC OVA, 5mg/body 6 0 0 0 0 6
*DA-125+GPS : antigen solution in which DA-125 was incubated with guinea pig serum at 37C for 2 hours.

?(0) normal, restless; (I) above symptoms plus trembling, rubbing nose, sneezing, coughing; (II) above symptoms plus urination, respira-
tory depress, jumping, rushing; (III) above symptoms plus gasping, writhing, convulsion; (IV) death.
— :Challenge could not be conducted due to all death of the animals before challenge.
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Table II. Results of passive cutaneous anaphylaxis of DA-125 in guinea pigs

Sensitizing antigen

Number of guinea

Challenging antigen

pig antisera DA-125 12.5 mg/kg DA-125+GPS* 5 m/body OVA 5 mg/body
1mM lactic acid 1 <2 NT- <2
2 <2 NT <2
3 <2 NT <2
DA-125 2.5 mg/kg 4 <2 <2 NT
5 <2 <2 NT
6 <2 <2 NT
DA-125 12.5 mg/kg 7 <2 <2 NT
8 <2 <2 NT
9 <2 <2 NT
DA-125+CFA 125 mg/kg 10 <2 <2 NT
11 <2 <2 NT
12 <2 <2 NT
OVA+CFA 1mg/body 13 NT NT 1024
14 NT NT 1024
15 NT NT 1024
2DA-125+ GPS, antigen solution in which DA-125 was incubated with guinea pig serum at 37C for 2 hours.
YPCA titer.
‘Not tested.
Table III. Results of immunodiffusion of DA-125
Sensitizing Guinea pig DA-125 mg/m/ DA-125+ GPS* mg/mi OVA mg/mi
antigen serum No. | 1256 25 1.0 0.5 01 1 0.5 0.1 1.0 0.5 0.1
1mM lactic acid 1 - - - — - - - - NT* | NT NT
2 - — — — — - - - NT NT NT
3 - - - — — - - - NT NT NT
DA-125 2.5 mg/kg 4 - - - - - - - - NT NT | NT
5 — — — — — - - — NT NT NT
6 —_ — — - - - - - NT NT NT
DA-125 12.5 mg/kg 7 - - - - _ _ _ _ | NT | NT | NT
8 - - - - - - - - NT NT NT
9 — _ — - — — — - NT NT NT
DA-1254+CFA 12.5 mg/ke 10 - - - - - - - - | NT | NT | NT
11 _ _ _ - — - — - NT NT NT
12 — — — — — - — — NT NT NT
OVA+CFA 1 mg/body 13 - - - - - - - - + + +
14 - - - - - - - - + + +
15 - - - - - - - - + + +

“Antigen solution in which DA-125 was incubated with guinea pig serum at 37C for 2 hours. ,.

*Not tested.
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Table IV. Results of passive cutaneous anaphylaxis of DA-125 in rats
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Sensitizing antigen Sf—;rum_. Number_of DA125 Chalgz%;;%jgé%en OVA
sampling time mouse antisera 125 mg/kg 5 mg/body 5 mg/body
1 week? 1 <4 NT¢ <4
after 2 <4 NT <4
2nd immu. 3 <4 NT <4
1 mM lactic acid
2 weeks 4 <4 NT <4
after 5 <4 NT <4
2nd immu. 6 <4 NT <4
1 week 7 <4 <4 NT
after 8 <4 <4 NT
2nd immu. 9 <4 <4 NT
DA-125 2.5 mg/kg
2 weeks 10 <4 <4 NT
after 11 <4 <4 NT
2nd Immu. 12 <4 <4 NT
1 week 13 <4 <4 NT
after 14 <4 <4 NT
2nd immu. 15 <4 <4 NT
DA-125 12.5 mg/kg
2 weeks 16 <4 <4 NT
after 17 <4 <4 NT
2nd immu. 18 <4 <4 NT
1 week 19 <4 <4 NT
after 20 <4 <4 NT
2nd Immu. 21 <4 <4 NT
DA-1254+alum 12.5 mg/kg
2 weeks 22 <4 <4 NT
after 23 <4 <4 NT
2nd immu. 24 <4 <4 NT
1 week 25 NT NT 16
after 26 NT NT 16
2nd immu. 27 NT NT 16
OVAalum 1 mg/body
2 weeks 28 NT NT 8
after 29 NT NT 8
2nd immu. 30 NT NT 8
*DA-125+RS, antigen solution in which DA-125 was incubated with rat serum at 37C for 2 hours.
"1 week after second immunization.
"PCA titer.
“Not tested.
Table V. Effects of DXR or DA-125 on body and organ weights
G Body weight change (g) Organ weights (mg)*
roup Day 0 Day 3 Spleen wt. Thymus wt
Saline 314127 334122 1460t 44 423+75
DXR 6 mg/kg 308t 14 31.1£15 104.7+ 14.6° 223+ 1.5°
DXR 12 mg/kg 309+ 20 278+ 09 490+ 12.8 12.7+ 1.5
DA-125 6 mg/kg 293+ 11 30.7+14 813+ 81° 183+ 5.7
DA-125 12 mg/keg 31.1+21 301+ 47 707+ 7.5 17.3£2.1°
DA-125 24 mg/kg 317121 309+ 22 50.6+ 6.6° 14,7+ 3.5
DA-125 36 mg/kg 31.0+18 291+ 0.9 91.3+ 34.7° 14.0£ 1.0

*Organ weights were measured 3 days after single intravenous administration.
*Significantly different from control group (p<0.05).
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Table VL Effects of DXR or DA-125 on [methyl-*H] thymi-
dine incorporation in lymphocytes

Group Mitogen-gree PHA LPS
Saline 5087+ 1609 | 17912t 932 |59680+ 11786
DXR 6 mg/kg 2697+ 787 | 13963% 1175 (72785 6178

(53.0¥ (78.0) (122.0)
DXR 12mg/kg | 4943+ 240 | 6259% 2172 |12889t 2630
97.2) (34.9) (21.6)
DA-125 6 mg/kg | 5878+ 3316 | 16613% 2709 |65151% 10690
(115.5) (92.7) (109.2)
DA-125 12 mg/kg| 4955+ 1941 | 126904 1125 {45075 5903
(97.4) (70.8) (75.5)
DA-125 24 mg/kg| 5371% 1694 | 10749+ 2409 |25805°
(105.6) (60.0) 43.2)
DA-125 36 mg/kg| 4534+ 2991 | 7296+ 467 |19274+ 3567
(89.1) (40.7) (32.3)

¢Unit : cpm.
"% of control.
‘Only a single datum was available.

Zalol wlAE zF <FEe] 2 Table VIZ}h Z2th

Mitogen H-A}A] = ¢ ‘g‘——] C{.]a]—-?—u—)ﬂoﬂ gt dake
ulmg Ze g L}E}‘,d‘f'}-. Mitogenell )&+ T J=}-7<}
B 579 Bl Wat 4 ko) 32 vlmy A%
DXR}} DA-125 2% S=folE e vlehfo] T oa}Fe}

B odst79 F4& s Astsdct. DXR 12 mg/kg 43T
e T 9stret B g2 FAle] izl wis)
77F 349, 216%%. A =gle, FA83F2] DA-125
FolTol e dizaed wls] Zzk 708, 755%% et
ok DA-125 36 mg/kge) SekteAeE T da2 B
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