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NEWS HeaLTH

Cancer ‘tidal wave’ on horizon,
warns WHO

4 February 2014

The globe is facing a “tidal wave” of
cancer, and restrictions on alcohol
and sugar need to be considered,
say World Health Organization
scientists.

It predicts the number of cancer
cases will reach 24 million a year by
2035, but half could be prevented.
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- MailOnline Y

Monday, September 20, 2010

“Jordan baffled doctors when his
leukaemia vanished, new evidence
suggests a remarkable explanation...
can a fever cure cancer?”

Spontaneous remission: Peter
Crane's incurable blood cancer

disappeared without any treat@

www.dailymail.co.uk
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(Tumor Infiltrating Leukocytes :TILs)
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Bacterial
anti-cancer
vaccines:

a science frozen in time

® Live bacteria for anti-tumour tharapy W Silver wound dressings
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A caring culture
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Cancer: 5 year survival

American Cancer Society - 2004 Coley Vaccine

FLAA 97 % 79 % 23 % 65 %
KahtA 90 % 66 % 9% 46 %
A5/)—< 97 % 60 % 14 % 60 %
BRERAA 95 % 72 % 31% 67 %
FENA 96 % 65 % 26 % 73 %

Historical case study (1999)

Cancer: 10 year survival rates

BiEAA 23 % 33 %
BREMRA 29 % 55 %
z3)iE 38 % 50 %

4
Microbiologist 2007 Vol 8 No 4 - Bacteria anti-cancer vaccines - A science frozenzln time



Dependence of length of treatment on survival: 137 cases of inoperable soft tissue sarcoma

No. of Patients
3
7
13
24
32
15
20
8
7
8

Length of Therapy Percentage 5-year survival

1 week 0%

2 weeks - 14%

4 weeks _ 23%

2 month _ 42%

4 months _ 48%

smontrs | <o
12months [ 75%
24 months _ 50%

>2years [ 71%
nknown |

Microbiologist 2007 Vol 8 No 4 - Bacteria anti-cancer vaccines - A science frozen in time
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BREE Level 1 ~ 8 Level 1 ~ 60
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Ultrasound cavitation (& X vET7—3>)

m

high pressure C = compression
/ ghp p
low pressure R = rarefaction
¢ * @ ‘ & .
bubble bubble grows in reaches B undergoes
forms B successive cycles unstable size violent collapse

KBDER KA DR
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HBE KA E % (Sonodynamic Therapy :SDT)D
AN=K L

o HBERIIVMEEMIRILY—
o Cavitation(&;a1t) o Sonoluminescence (FENXEHR)
o Sonoporation (HIBAEND—iBEZEF) o Ultrasonic microstreaming (/M xvkik)

BERBRERNEMBICRKTTS

BERSBYVAFI-REFICREShSE, —EERFCEOTUERIENRLET S
DAMRDAIEET S

BELEAAMRZEYIOD7—Y, HHIRMRAERET S

SDT + GcMAFd)ﬁfFﬁﬁffﬁﬂl%’éﬁjCBElZE&')é

/“

DC Cells
o >
, /Cancer \
/"' E 0 Free radicals
' O2 A0

” \__ Proddction of \ A/
m

singlet oxygen Activated

M Sensitizer f’j macrophages
\\‘/ / T-cells
Cancer ceII death

(Necrosis)
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o NAAF3IYAE (Photo dynamic Therapy:PDT) LS wala
. RS 55 Y

5-aminolevulinic acid (5-ALA)

o ETHOEMEMICHFETIRATI/E
o NEZBELGEDMBPEZEHICALGNS
o N AFZviA (Photo dynamic Therapy:PDT)IZHHLO ., StB{EEHH D

Wang X, et al., Integr. Cancer Ther. 7(2), 96-102, 2008.
Wang X, et al., Integr. Cancer Ther. 8(3):283-7, 2009.
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Modified Tin Chlorin e6

o OLSM/OO74)LNHIHENS
o BERETTEL RICHLREMLSHS

ooo2o4)L Chlorin e6 derivatives

DCPH-P-Na (1) .

o HKBMUETHA-.DMSOLEIZBEIETH
ETFTCHEATS
o BERFEFTTEL RIZHLREMEHELDHS

Mn-DEG-DP-Na ¢ ™

. BKEHTHEEGD. ETOM. AEEEOBRSLETE . L
o BEREITIZREMELDHY., KICEEIRIELEL
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9th International Congress on Medical Laser Applications,
Beverungen, Germany, from June 27th to 29th.
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GCcMAFHARERFED ER

(CEEO [IAREANLEE . GIMAFEFH R T 5

CEPES IKRIEANLEE ., EEXRFOREBFXEZFHRT S
GEMAFD A E N EEKFTRHIBEIND

MEEERENAERT—LICAD

it

1998

RO DARFBXNFERINS (FE—HAKGMAF)

L EERFEBAEREL., KYUEELI-E _HAGMAFO X FIHEHFEEH
189 %

LR BB T HKGMAF 2B AR KD HRRIEE L 7—TCERKBIZEEL. ERR
MEZFFHEIRT S

il EE KR GEMAFRFZEZRAIRL T20EA#TED

DIERS ERFEFEREDOLRBAEAFED KR Z . Anticancer Research [Z2%R.
MXFEKRT D

BEREIZBNT, B HRGMAFDERERIA10005I% 8% 5
1oy 'S Anticancer Research|ZEf X 3REH R




GcMAFD EGHIBE DB KB YT E2(T

Gc subtype Gef Gcls Gc2

418 or 420 418 or 420 418

Oligosaccharide Gal-GalNAc GaI-G‘aINAc Gal-GalNAc
§A (a-Man or SA)

GalNAc: N-acetylgatactosamine

Gal: Galactose

SA: Sialic acid (N-acetylneuraminic acid)
Man: Mannose

46



Gc A I\ BHS5GecMAFA D T

lyso-PC inducible
B-galactosidase o
Gc macrophage activating
Ge protein (GC].f) > factor (GCMAF)

wr AP > _codTR0—
Gal-GalNAc \/* GalNAc
I
SA @

sialidase

(SA)-Gal-GalNAc

I
(SA) X
Gcls
\Q(IJ@I)\ Macrophage Activated Macrophage

Gal-GalNAc
Gc2

N. Yamamoto, et al., J. Immunol., 151, 2794-2805?1993.
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PO

GeAaA/INDE GaI-G?INAc GaI-G?INAc Gal-GalNAc
SA (a-Man or SA)
Gc,sprotein  Gc, i protein  Gc,, protein
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ingestion index / control

HREEMHEROITE

o077 —CICEE

SN TULVBSRBC
2.00 (P2 k=9
1.80 F 1.73

1.59
1.60 | 1.51 1.46
1.40 1.26
1.20
1.00
1.00 r
0.80
0.60
0.40
0.20
0.00 1 1 1 1
Control 10 ng Purified Second Generation GEMAF samples
GcMAF (10 ng total protein, containing 0.01 ng GCMAF)

First Generation GCMAF 50



|

HXGMAFIZKDRA—/N\—A X R EEDIEM

]
—1

nmol 05/10%¢cells/90 min

»
'ﬁll'lllTIll"l‘lT l1fl'1Tl"T]lﬁl

0 <k | ]
Control 10 ug/ml GcMAF Gc protein
Bk 10 pg/ml

Figure 2. Superoxide generation assay after 3 howrs treatment in resident
mouse peritoneal macrophages. All data are shown as the mean = standard
deviation of n = 5, duplicate experiments.

1
S. Mohamad, et al., Anticancer Res., 22, 4297-4308, 2002.



% 4

BUNIERE (ng/CAM) | EREDHRAUL | MEHERFTER
avka—)L 0 0.92 1.00
LthE R R 2
(RSF4Tavro—)) 10 1.67 1.82
1—8 1.0 1.18 1.29
. F_HARGMAFTU T
t§{$1—9 10 1.08 1.18
BE1—-10 100 150 164

$RRIE(CAM)
) = VN2,
%® 3 <t&EFm>
hHEEEHEONERE

PE | Mook | il

- 0 nEHEMFLL BR

+ 1 ELBELLALLY

+ 2 | CAMLEOEEMEI-—-HIBEHHTND e,

+ - 3 CAMLOEHMENELIZBEEIN TS =

[+++ [4 [RuaEcEESHTLS

_ (+OIMX 1)+ (+ O x 2) + (++ DY x 3)+ (+++ DB x 4)
BRIEAMOFAUL = =

BRELAMORA #st(1)
MEHEEEFEE = #wA(2)
A= DR

52
Uto Y., et al., PCT/JP2012/072884
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55 Xt BRERILAA
B _HAGMAFZE2[E] . FHEREST

Monocytes (%) Monocyte number

8

Monocyte number /!
[
w
o

8

1 50 |-

0 0
05-Jun-2013 05-Jul-2013 04-Aug-2013 03-Sep-2013 03-Oct-2013 02-Nov-2013 05-Jun-2013 05-Jul-2013 04-Aug-2013 03-Sep-2013 03-Oct-2013 02-Nov-2013

Date Date

53
Inui T.,et al., Anticancer Res., in press , 2014,
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Percentage (%)
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Tumor volume

F— I AGCMAF D B & 1% ER

(mm3)
2400
400 | @ : Treatment group (DBP-maf 40ng/kg/day, n=10)
O:Non-treatment group (n=10)
1800 [ [
1500 [
1200 [ ] >/o,,<>__<>—-< !
900 | L fEfEiRESCIDT IR
600 ol
p = 0.0077
300 | Y F—HAKGMAFLEF#
° 0 2 4 6 8 10 12 14 16 18 20
Treatment Days
() Non-treatment group
30 ._
E L
o) '
g 15} ’ Treatﬁttgroup ‘10
@ : Treatment group (DBP-maf 40ng/kg/day, n=10) T —— o —_
gl S TeLmeEEE A L T
p=0.094
5t
° 0 ‘ 2 . .; ‘ 6 ‘ 3 . 1.0 . 1‘2 ‘ 1.4 ‘ 1A5 . 1; . 2; ‘ Nonaka K., Onizuka S., Uto Y., et al.,

J. Surgical Res., 172, 116-22, 20612.
Treatment Days g



F_HAGCMAF DR E 1R ER

100% A - - —f

i

HhTSoRA—4 1R » P<0.05
' (vs. no treatment)
|

— R0 F=

o+ O+ E—1H L GcMAF (40 ng/kg) !

- A= FE_HRGMAF I3 :

(1552 pg/kg = 50 ng/kg GCMAF) @®------ ® I :thiﬁﬂ fe]

+ 24.5 days £ 1.7 days

Y EEHMOEE:

Survival ratio (%)

® é; 1 138 % vs. no treatment
| |
o
5 A----a
o © -elp '
| BS5(EERES) E g
! |
AR 222 A § S
0 5 10 15 20 O 30
A
Day .
ERRRA~DESERE

7
(1x107 cells) Kuchiike D., Uto Y., et al., Anticancer Res., 33, 2881-5, 2013.

UtoY., et al., PCT/IP2012/072884
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. E—HRGMAFIZ. EFMELYBEEL-GeH /N
HBZHAW\WT.EZ2Y D3 7I74=T14—h3LICKY
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e 0.22pm 74)1/51 TRET S

#e Vitamin D3
affinity column
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EREDMBFGCMAFIZLKSEREMEILRE

200

150 |

1.00
100 |
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h L A
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E—HARGMAFEE X GMAFD LLER

BAFEF 19914 20104
A IUAREANTE mEXE
BARFE
G HE EAID7 I4=T4— MEFEZXEFENIE
HS5 LDER (4FEF B RES)
i {EL =10
(100 ng/0.25 ml, (1500 ng/0.5 ml, 1 dose)
1 dose)
RELZEHE =EBETEIE 40°CTHLERRTE
= E & EAI2 DRI LDE MEFEFDEAIDEES
EZ1E LT&EE
MEFERDOTIVIZIHE
[CkVUiBERE .




GEIMAFS B EHE E-HRGMAFDORTF
REM

1600 1500 ng
1400
1200
1000
800
600

400

200 - 100 ng
 —
0

First Generation Second Generation
GcMAF GcMAF

RiFmE REME

20°C (E;B 14 A
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TP
Alb

A/G

Alb

Uric acid (UA)
alphal
alpha2

beta

gamma

Units

g/dl
g/dl

%

mg/dl
%
%
%

%

mg/dl

mg/dl
mg/dl

ELE

Range
6.5-8.2

3.7-55

1.55 -
2.55
60.8 -
71.8

1.7-2.9
5.7-9.5

7.2-11.1

10.2 -
20.4

820 -
1740

90 - 400

31-200

6.5
2.0

0.44

0.0

871

42
27

#EL
@ ®
4.5 4.1
1.4 0.6
0.45 0.17
0.0 0.3
456 924
36 132

21 259|

6.2
3.8

1.64

62.1

3.0
9.3
8.9

16.7

1139

281
115

mDRTEEE (n=3)

miE

@

5.8
3.7

1.97

66.3

3.6
9.1
8.5

12.5

907

171
136

6.2
4.0

1.96

66.2

3.4
7.4
10.2

12.8

1019

97

5462



Gut Associated Lymphoid Tissue
(B EREE >/ 4888 : GALT)
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/31 I)L#R (Peyer’s patch)
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endo/exo-type THL—ADEEHTI M AD=X L

B-Gal (SA}

GalNAc , . GalNAc
T ) Exo-o.-N-acetyl < A I

odl alactosaminidase

e g T

> Thr

Endo-oa-N-acetyl
galactosaminidase

Endo-a-N-acetyl
galactosaminidase

No digestion

B-galactosidase

Sialidase

c Endo-type Nagalase

o B

( - Exo-type Nagalase
NS4
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FEHA

- 63 X FEINAL B

serous adenocarcinoma X7_-_:)4b

Ffir 3[o
* ﬁﬁﬁ'fﬁ/nﬁ 2

- CDDP L%

« BEAICKY. {EFEEZPIL
- 20115128 . ERRARED) =y ¥R
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F> 110[=

8[al(Thermotron RF-8)

— 0.5 ml GecMAF 48[a] (1500 ng/0.5 ml)




iE

63 XiHE: FENAL BF
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Tumor Marker CA19-9 Tumor Marker CA125
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A A

+ 64i% XiE : WAA

adenocarcinoma AXT—4b

« 2012%

9H . B

- FiEAE:
— ALY HIZ&KE5DFENARE

— 0.5 ml GeMAF 64~ A&, :B2[IfH:E §148

(1500 ng/0.5 ml)

—ININ—Y—=7 8[m

- &

ERFED) = KRR

(Thermotron RF8)

iEF )LL) (LDN) 4.5 mg/H
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2012407 A ~20134£078 0.5 ml GeMAF#R;E/ R T
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® Invasive Ductal Carcinoma (IDC), NO (no nodes are
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® 0.5 ml GeMAF B2EF:E §t21[E (1500 ng/0.5 ml)
® 20134E06 A ~20134E098 HBEFFREE(SDT) 19[m

e Rl -
Modified Tin Chlorin €6, 25 mg (5 i)

5-aminolevulinic acid (5-ALA), 10 mg/kg BW (&
M)

* 7av5—EHEEH
Aromasin, 25 mg/B (0)
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Tokushima University: Saisei Mirai Clinics:
Dr. Hitoshi Hori Dr. Kaori Makita

Dr. Yoshihiro Uto Dr. Hirona Miura
Konan University: Dr. Akiko Matsuda

. T Dr. Kentaro Kubo
Dr. Takahito Nishikata Mr. Daisuke Kuchiike

Kanazawa University: Mr. Martin Mette
Dr. Yoshio Endo
Kobe University:

Dr. Norihiro Sakamoto

Kyoto Prefectural University of Medicine:

Dr. Yoshinori Marunaka
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