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Keishi-ka-kei-to, a traditional Chinese herbal medicine, inhibits pulmonary

metastasis of B16 melanoma.

Table 111 Anti metastatic activities of vavious extracts comiained in Keishi-
ka-kei-ta an pidmonury metastasiy i BEIO-mice.

Table IV. Anti-meiastatic activities of G-shogaol and O-gingerol on
pulmonary metastasis in BF10-mice,

Treatment ase Meun metastaric  Inhibiton
(mg'ke) colonies/ung (%)
Saline 0.2 mimuuse 136 =12 -
Keishi-ka-kei-to =l 15+ T a4
Clinpanran corlex 27 122 = 14%* 12
Preonia radix 20 112 = 13** 14
Lizyphi fructus 20 127 = 10** ]
Glvovrriiizoe radix 10 116 & 17%* L3
Zivigiberts rhizoma 7 T 5 05

BF10-mice (10 mice cach) were treated orally with Keishi-ka-kei-to (80
me/ka) or various individual extracts contained in Kcishi-ka-kei-to 1. 3,
3 and 7 days after the tumor inoculalion, Doses of each extract were
determined based on Lthe amounts of the individual extract which were
contained in the 80 mg'kg dose of Keishi-ka-kei-to. As a  contral, a
group of 10 BF10-mice was treated with saline. Fourteen days after the
tumor  inoculation, the numbers ol pulmonary metastasis were
determined as described in text. * p < 0.001. ** Nor significant.

Treatment Dose Mean metastatic Inhibition
(mg/kg) colonies/lung {96)
Saline 0.2 ml/mouse 153 £ 16 -
Zingtberis thizoma extract 7 16 + 4% 89
6-Shogaol 0.07 169 = 18 0
6-Gingerol 0.07 38 = 6" 15

BF10-mice (10 mice each) were treated orally with Zingiheris rhizoma
extract (7 mg/kg), 6-shogaol or 6-gingerol 1, 3, 5 and 7 days after the
tumor inoculation. Doses of lhese substances were determined based
upon the amounts of the substance which were contained in a 7 mg/kg
dose of the extract. As a control, a group of 10 BF10-mice was treated
with saline. Fourteen days after the tumor inoculation, the numbers of
pulmonary metastasis were determined as described in text. * p < 0.001.

F. Suzuki, et. al Anticancer Res. 17: 873-878 1997 ﬁlﬁ%*i’\"“} I‘Ei*ﬁﬁ*ﬁ 34



B & U B AR D ERR
EfrmHl SR ER

e Radiation,



AL o s
Vet. Oncology vol. 1, No.1 2014k Y 5| JEBEK*i/\ y FE%%E

FEOH SV ERDEWRR: Radiation
EhrmhlSiaTTIsh: - Madia

Z D1t 10%
Eifth

Rt b= SRR

Jﬂﬂﬁﬂﬂ;

EAGEEE

TE{EE 9%
BT

PRI 1%
R R BTE .



B & U B AR D ERR
EfrmHl SR ER

 Immunology
« Biological Therapy
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Human lymphotoxin mutein lacks hypotensive activity but has higher in vivo antitumor
activity than lymphotoxin or tumor necrosis factor

Table 1. [ vitre cytotoxic activity of Mut2, LT, and TNF

apecific activity, Felalive activily
Amino acid sequence Aanino goids, i woitsf mig vs, THE
LT MLEPGVGELTPESAR L 178 bl L L 4.14
Mt 2® MFEA ) 164 372 = 108 .60
TNF MYRSSS R PS0E sk | 157 |40 = 10 1.0

Dushes indicate the amino acid sequence of LT from residues 13 to 171, Asterisks indicate the amino acid sequence of TNF

corresponding o residues 13-156.

TRegistered in DDBI, ABXOT7.

Taniyama et al. Proc. Natl. Acad. Sci. USA Vol. 94, O °w Fevs
pp. 3324-3329, April 1997 BREHRYNEZRE 39
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Human lymphotoxin mutein lacks hypotensive activity but has higher in vivo antitumor
activity than lymphotoxin or tumor necrosis factor

0004

B000 4

3

umor velume (mm ) +- SE

40004
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& 4 Afﬁ 4 18 4 a2

tays alter tumor implantation

Fig. 2. Antitumor effect of Mut2 on MethA. On day 7 after tumor
inoculation, Mut2 was injected iv. as indicated by the arrows. Each
group consists of 5-10 mice. Dosages represent the amount per
3mg/keg; |, 0.94

injection. (], Control, no drugs; &, 0.06 mg,/
mg/kg; O, 3.75 mg/kg. The ¢ test was used. =,

L05; &%, P <

ik, P o< 0L005. The arrows represent days of Mut2 injection.

Taniyama et al. Proc. Natl. Acad. Sci. USA Vol. 94,
pp. 3324-3329, April 1997

< (L01;

Table 2. Antitumor cffect of Mut2 on various mouse tumors in comparisun with TNF or LT
Mut2 TNF LT
Tumor Fl}ey L.y TI EDsy 1.5y TI ELl=y L=y TI
Cuolon 26 0.3 (iR 230 0.3 1.5 3.0 03 23 7.3
Sarcoma 180 n2 1.2 6.0 0.2 =4 ()% =200 [ 1.2 4.0
Blo 7.3 =12.0" =1.0 =137 12 =0.9 11.9 =12.0° =1.0
(ED\i)
MA0Ta 0.3 =12.0¢ =150 04 =401 =44 3.0 =12.0" =d )
{ LIan)
Colon 38 1.4 =12.0% =86 =307 >3.0% =140 a.6 20 1.8
(FIy)
Meth A (132 75 234 0.3 1.1 337 0.62 41 0.5

Cylokines were given twice a week for a total of five injeclions, EDsg and ]_,]_",‘I,II values were cxpressed as g |L||J|-r|¢-||1:. per
kilogram, and represent the dosages given al each injection.
*Mor fuxic death was abserved with the dose indicated.
TEDzn or LD sy was not determined. BIY values represent the injection dose that gave maximuem inhibition, For exa mple, EDya
means the value that gave 167 inhibitien of the tumer growth. Values noted beside LD indicate the percentage of animals
that died with the dosc administered. For example, LDoy indicates the dose that killed 20% of the animals. On day 1 1umor
cells were implanted, and cytokine treatment was started on day 9 for Colon 26, on day 4 for Sarcoma 180, on day 11 [or
BIo, and an day 10 for M6 and Colon 38, The EDyg value was caleulated by using relative tumor weight on day 14 lor

Colon 26, on day 20 for Sarcoma 180, on day 14 for B16 and M3076, and on day 25 for Colon 38, after the initial cyloking
adminestralion,

FRSHARVNEFHIE 40
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Human lymphotoxin mutein lacks hypotensive activity but has higher in vivo antitumor
activity than lymphotoxin or tumor necrosis factor

mlul? THF LT
1500 1 150 7

1 £ /I 1800 1 / "
50 611 / 500

} ¥ ¥
0 - r B

51- .T-r. T 18 'r 24 ] 1'1:-. ' 14 i 24 331' 1'-1. f 9 T 2.-1
Days after tumor implantation

Mean wmor volume (mm? = SE;

Fic. 3. Antiemor effect of THE, LT, and Mut2 against human tomor KR From the day 10 o afier tomor inoculgtion, cytokines were
infravenously injected as indicated by the arvows in the figure. Each group consists of five mice. &, Control, ne drugs; &, 032 mg/ke; O, L6 mekg;
&, 5.0 mg/kg. Doses represent the dose per jeciion,

Taniyama et al. Proc. Natl. Acad. Sci. USA Vol. 94, O °w Fevs
pp. 3324-3329, April 1997 BR=HRYNEZRE 41
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o 1EY LT T (ipilimumab) :ERAS/—<
SEFBIE . AXRBEEERE
e Hodi F. S., et al. (2010): Improved survival with ipilimumab in

patients with metastatic melanoma.
N. Engl. ). Med., 363: 711-723

« Oncept(DNADOF ) ROORERAS/—<
« Oncept(DNAZH) : REMNOAREEEER
Grosenbaugh D. A,, et al. (2011): Safety and efficacy of a xenogeninc

DNA vaccine encoding for human tyrosinase as adjunctive treatment
for oral malignant melanoma in dogs following surgical excision of the
primary tumor.

Am. J. Vet. Res., 72: 1631-1638
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FABR FREIZFEIRYGE | BT 3cmBYEERITAIRSE S IR A
BT F iy FLAIRDHEH LR DO BT F T D 2 IEIITHEE
BEFAR BRELIRFER S D EFARN B ERSERHT

LEEE w7
(BB X7'0ba-))

Day 1:FXYVILEL v (agx) 30mg/m2 IV;
Day 3~6:>9074 X 772K @rusEiz)50meg/m?2 PO;
Day 15:5-FU(smmREEEE) 150mg/m?2 IV;
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[FRILFREROF/MIE]

LT HYNE R
gt 858 CRO9 | PROG | CRROG)
Hrr st T SSER | BHER | ER
JLR=ynOy &R 1-2mg/kg, PO, SID 4 16 20
EVOVAFY KEHR 0 7 7
nLzFy gmayy | SO9me/miPO.SHMES |6 | 38 | a4
j'/ P:9D>+E>j519‘> 2mg/m2, IV, 1‘25@%1 3:3% 33 13 47
iR+ KB Bl1~2F%
FLr=vay +>49a7+X
& TG + IRT B Bt + < B R
(COPJFi%)
cor/ERaxL L7
COP / ZEI 23 35 53
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(1 F=_TDHE’EHE]
ROER (Imatinib) R % 5%

10mg/kg, #A%kE, —A—ME
_ ¥ FLk=vyor(Iimg/kg, #OK5,
A= —HB—EDEBERT S

10mg/kg , CIBR4ATS , —K—iR
SRBMRHA (Img/kg , OBREAHE , —K—iX)
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EX] 20U > /237 3 2538 CHOP XA— A 70 ha—Jb '™
YR REHEBHIT2S5ENCHOPEEATT =

Week 1 L-Asp 400 U/kg. SC
VCR 0.7 mg/m=, IV
PSL 2 me/kg. PO, S0
Week 2 CPM 250 mg/m?, PO, 4 BELEICH S
PSL 1.6 me/kg, PO, SID
Week 3 VCR 0.7 mg/m?, IV
PSL 1 mg/kg, PO, SID
Week 4 DXR S0mg/m*, IV
PSL 0.5 me/ke PO, SI0D
Woek & VCR 0.7 mg/m?, IV
Week 7 CPM 250 mg/me, PO, 4 AL EICH9#
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