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T-#fa% RELT- X— KX IZAAE MEMMEZBHELTCRBM SSM FHZ2H 5
LEREICHET S collagen BEFEMN (RS WEL W EMEOMGIHHAONS. FEERT
FE—EEICERLEABMEBEECL -t MEMA HGC, HLC < 7 ZHXD NB41A3
iMia%BiE L double grafts # (8L T, EEMIICRIET 28EHED collagen KT
LA LE L=, TO#E, collagen RIEHAXDOEARG EFOREREBICERIND
TV HEMBASCEBELTULWBIEEZEBICHLAICT DI LNTEL. SEERALL
SSM (+4ERE FPOBERICHERENTL S SSM-A (2pg/ml ZHEF)D(EMI(C 100EERE
& (200 pg/ml SHEE) EERLT. ZOFR, collagen #5E(d & 5 (TR Eh SSM-A
TERHEHNDE S s> 7= HLC xenograft THZE L\ collagen #FEA &Y, #Eifl
BOHLADHELMoTe. BREDENC SSM FHHBHLEET, FHEREEEDT
Hot-. -, BREREVAEGLCEEREH#OARM . Ik, MEBHEOEE,
SREIHCLY —EHOBEERFELRMEBENOLERAS N, UEOHREALE MY
EHEESEROREN OFRABFEESMEN S O collagen HHEREL AENZHD
TEOBMBOBHEICL > TERDY, EEMEOCLAVESTEID o7, O
SSM & collagen #5E & OERERICOWTIE, HEE K S HEEDERE collagen D4
BRICHBENZOA, BIERLZC RAMERTELLSHIC, HEEEFOETLICRE
BEETE(CETIHE CEREOEHERENEIDZION, T, EMENEHTS
Immunosuppressor acidic protein ZNHEVER T I LICL > THEARDEEEED
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EEECEY, EREABOBENEEEN S ML, collagen #FEA SSM DR/ F
AICEZ2DONSHDOBEAE~NDERLRFEEZRHBL .

BEsROFLESE ILER (505 (FFEFMMFISROBERAEBZREL, RFEHEBZ
RBHTLDH, HE (BBI60FE4 A) £HFMEFT, BIMSSE 1 A (A OEB RO E
EROERMBHBT, BEBEBEREICERZECLENOEIEL TH .

It is well known that the polysaccharides of human-type Mpycobacterium tu-
berculosis (SSM) have few side effects and that they may inhibit the growth of
human cancer when administered for an extended period of time. Of most
importance, SSM has been shown to stimulate collagen proliferation from the
cancer-associated stromal tissue which confines cancer. To elucidate the prolif-
erative responses of collagen in cancer, double xenografts were prepared by
simultaneous transplantation of human gastric cancer (HGC) and human lung
cancer (HLC), HGC and NB41A3 (mouse neuroblastoma), and HLC and NB41A3
into nude mice. Although collagen responses were dependent on the type of
cancer cell, SSM clearly stimulated the proliferation of the collagen fibers which
respond to the cancer cells.

SSM in a highly concentrated solution (100 times SSM-A: 200 pg/ml poly-
saccharides) had a more remarkable effect than a diluted solution (SSM-A) on
the proliferation of collagen as well as on the differentiation of adenocarcinoma

in cases of HLC. Metaplastic change to squamous cells was found after treatment

with the highly concentrated solution.
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3 Collagenation

BoTh, WHEABBL, DUWICERIE~E
9 3 BRI 7 ORI L TR RS
N g, Lo, K, Mt - T
B smomEmichmk 2 27—7 VE
e, JEMIIRE BEATSD 27— VIRIAD (e
HIC X, FEMBRO BT Vi o Bl X
HIEEPLMTLTE:

= o collagen @ BEFEILE < 2B O BVE
e LTambh T\ b, ZOBEDIGIEES
FRELlmAER L L TR EE, HDHOIEH
4 X h A angiogenesis NEEBETHDH., 2—F
= v A TOBAERE T b BB A R H
BiC 41T angiogenesis &\~ 5 MG A S L
L o ia & MBS & oM ARG AT T 5
ZERHB LD, BRSBTS ) vk
Bk, macrophage (X Ji o> FRERAYHUI FIHC X
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LTHET2HEI0 L, DLARIICHIS
WA AT, Ml b % < collagen 1§
A RAET AN E L TEETHSL LEZ DR
B, Lichh o T, #EMEGES, XD mu gt
D FICt-2 & X%, B/E LD D collagen #§
FEMN S BT REIND.

B RERcMlEE by 5 &, ik
ARG, RRMEMIRE, PR & XD, e
T X ) BE SR CHMAL, W, ik
BRSNS L, BRI X Y BEShIEBE
BiEL LT, M5 — 4 VEENBBIN
B, ZOZ EEAERKSE O BN BV S K
BWRET, REEA D & HBERD ) v BRERD
DIs s B IREEE O fg b~ © collagen HiJf
AEL CHDH G EmSTHUL T A LD
EEZLRD ().

T-fia s K35 2— F~< v 2 T0OHEE
<, T-fifarns K LT Th, EEE»BD
collagen H§Jiid & T4, SSM ST X » T /e
2B P RO WEREAIIE X A, AR L O
WA RS EEWMELTEL. SBICEERC
L, IEFE~ v A O MU IR R o0 AL A
L 7 g SSM SRR In 3~ AU S E 2>
BHo collagen HFHA FH L {{fiftxhd & T
HH. ZhboERREF, collagen BYJE{EME
Wik T-fifa L BETH A2, L AIEH N-K
#iia, macrophage & DB L5 DA A collagen
B o C BETHD 2 La mEL T
5. LL, Bi#o in vitro TO EE-CHH
Mve X 5z, collagen BERED FHF iL, S
fa—fRAE LRI B DR A BEHE D £ C ) fked THER
75 collagen FEA N ARbh b &L, hb
N-K #fifg, macrophage o fhffliflaz 4 L
LB L, MBI o gk o % T
LA D 1ED 2 & oREE L o, BV N H A
TEstPil, chxmMLES =27 — 7 VIEE
DIEHECH 5 .

A AN, AL fEE D collagen o &
BAACBIL T, X HICFEL {Hdt T 5 fo i,
nude mouse O [F] —{F{& T BiHO v F HED
fifigE & BRED X 5 Te s AR i A BT 3 % Jal

% 4l L C double xenografts # fE#LL,
F— ik, Fiebb, [FE— RO RIc
D, IhbjEfilankiiis collagen BFHIZ-D
W, BEoOMERE L LR TR L. X
DIz, AhX, H—iC i LicX 51T ilifE
() DB, ek D SSM-A % B Kl
(2 pg/ml) %) FvTyi e AN — o By B
BT — R Ay 5 72D TARERTIL SSM
R 200 pg/ml SR (SSM-A o 100
B AL, ot - T, JEHE
& collagen ik X I L L,
JeAlad CAD O PEERICBI L THLIER 37X
ST RA S

Fio, BB L, RS SSM RSB
RO T 5 5. Bk FER T B0 EEE
SSM EHHI BT IUE B LIz RN TH S D
T, AT fAE &[RRI SSM TS 170,
DIBAEE L, OB KA R L BRI B %
Toto. CORSEINICEIL T SSM o
TEMWCBIL TR EE GO —2>THH DTl
L, GEE MR e E .

ME &L A&

BR PR AER

ARV THWMEL 7ARE ERIE : v
LA, Lotk AR CEE A TR L
BMIE A S U IERE S H (604 3 B30
HEAE) AFEL, BHEAORRIREE D 7o 157
SRk T mER T H D, HIEE T oMY
Table 1 1@/ L7205, WEFISO4E, JHEHE X b /N
DB, JEEER L WE L, A L oS R REE
ML Bk e o i R A 145 7o (Figs. 1, 2)
SSM JESHIZ X B RINEGF O FlgmlE D LD
DFEERE & Loy,

£ B M R

SSM H-3 & H-5

FEK, WA X T B DL SSM-A
F L OVSSM-B T, k& MERE GEIIERD) O
R B i U 7o SBEGARy & LT, RiisE A 2
pg/ml, $%EMN 0.2 pg/ml FEHFLTHDHH, 4



Table 1.

BUEATRS,  FE435%
F

1 fE Bl

FLa(iRiE)
F& A Biopsy @ ZEIFLE(IRRE)
fofe LR R, SRt LEF AR,
FERRE Y v < EiiE
FLEERSH AR RE
Bilateral oophorectomy
TIPS ] OB RS & 3l
(MRFNS54E7 A14R)
SSM Bl 5-fikh
4 Bk, PO,
K & ZffivlN. Biopsy
EFRE, R S
FEME IR, PR T
[l
34, BiekEE (WEAS6, 57, 584F)
FEF594E 1 A10R
FEEAICEBZHED/ R, Biopsy
FRFI604E 4 A10 A JEHEER:, I

8l o> E kT 1% 200 pg/ml SWEkEHD SSM
H-3 5 L0 H-5 &\ o, €V vHRTZEW
LR s o

X— k¥ X : nude mouse (Balb/c nu-
nu)

HHR2 H oM~y A% HHEL, fMEX
HA 7 v 7R 4e4t, ATCL-4 Clean Rack (4
m3/minx0.3 x, 99.97% D.O.P. AC 100V
50/60 Hz) A L 4%, SRS s ER Y
TR E) B IR FBIC 85 o 7.

SSM X 9<T 0. 5 ml % Ji F D #3101 fra
B % 1T - 72,

HEEMR

BETHABMR L T 5 e r Bk Bz
HGC (R4bf), P~ e b HkfiiEfia HLC
(lgg), =29 <= w 2 i3k © neuroblastoma
cell: NB41A3% (ATCC CCLIA7) oz
A% — F=v 2B LT xenograft s L ¥
allograft #{E# 1L #-. HGC ¥ ¢ HLC i
Jar b 10% FCS Fin MEM B,
37°C EiRA A L CPHZERE B CRIEL /2.
NB41A3 #Hlaix 15% B, 2.5 2% FCS ¥
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F-2 medium 82-5 T 5% CO, [Ei& % T K%
L.

X— FR I AANDEHEMPBDOBIERER

HGC 3 &£1* HLC & MHEEMPEO single

xenograft :

I. HGC cell ® single xenograft :

%X — K= A (Balb/c nu-nu) o f FiC 2x
107, 7ousL 3x 107 fHo JEfifas B L 24 By
H, 48mfEl, 72m5fE], 4 H, 5H, 6 H, 7 HIC
B L angiogenesis & #HZ51 7=,

SSM ;i 515 EREE

HGC cell @ single xenograft: Balb/c
nu-nu. 4% 2 H A OMERE A Biigdo 7 1 v L —
2 — T filtered air flow ¢ lamunar enclo-
sure Z{FHL CHBEL7. Table 2 \2/x4 &
51 HGC X AEFRETL, o Eix3x10°
7L 1.5x 107 floo HGC JEfifasg & e
L7z, ZOHEI0% U EDARE & BB AR
&R xenografts OfFBUCHL L7z, Fi#o
EEr L F U X 51 50 mice i SSM-A # JE4¢
L, H-3 Fiid H-5 mgEdsits o fFH%
gLt 307D ~ v 22 H-3 £ 7213 H-5
(200 pg/ml) o gyl SSM % g {E4HL,
30 B> PBS M F 7ot d S LB O S IR & B
L7, < 0B T/NEARD tumor DAE
% HEFRHR SSM ES % 7 - fons, 100 %48 %
B20TBEE FEC SSM gt (10p8) %17
U, LIESFR B SSM-A, SSM H-3 % #-1% H-5
% 0.5ml B RSt fiefr Lz, 2O, Bif
EFBICIES Lc % — F< 7 ATIRD X b4
Lighs ot dh DB X DR L72h, <D
LOWRAERE & DITETMAL.

II. HLC cell ® single xenograft :

HGC o#4 & AU £ angiogenesis D LD
-3 1x107 f> HLC % nude mouse O &
B L, 248, 48B%RE, 72FFR, 4 H, 5
H, 6 H,7H&BERLMARSIRBELT 7.

Table 2 2 53 X 51, HLC <X 3x10° {@
U EOBET 100 04ERERL, 3 ARk
WCIXERE 3em & Mz B ERA MRS 5 2 LIk
e AU TH5H. EhfiL 30w SSM-A,
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Table 2. Effects on the single xenografts of HGC and HLC in the nude mouse
of SSM-A (2 pg/ml) and SSM100 x (200 ug/ml).

Disappeared Healing : Untrans- Total of ex-
gr?lfutrendbecrell and healed tumor with Tt;lrgaolrin Wétihgut planted perimental
tumor(scar) collagenation g Sig tumor mouse
HGC
SSM-A 3x 108 50% 43% 7% 0% 30
(2 pg/ml) 6 x 108 8 65 27 0 30
(SQSOI(‘)‘}L%%D 1.5%107 88 0 0 12 10
CT 1.5% 107 0 0 100 0 30
HLC
SSM-A 3x 108 0 62 38 0 10
6 x 108 9 43 48 0 20
SSM100 x 6 x 108 20 67 13 0 15
CT 6 x 108 0 0 100 0 15

SSM-A was injected subcutaneously after the tumors were grafted and grew.
100 times SSM was injected subcutaneously at the time of transplantation of cancer

cells simultaneously.

CT: Control mouse without SSM treatment.

sHREETIL P.B.S. ¥k EuEpe15pe, H-3
#7211 H-5 & e SSM i 157 [/l —4&H4F
CRgH 0.5¢cc TS Lz, HEHIXBHEER
B, FXERRE, BRTEHLE. 208
AOEMOBZILTNTAEEL, WHEZBKL
7~ xenograft DR 757,

X— k=29 X([Cd51F B Double xenografts :

I. HGC cells & HLC cells ##E(C k3
double xenografts: Figs. 8. 9, 10

HGC (1.2~1.5%x107) & HLC (6x10%) %
Fl—2—F<=9v2ACBELL. BEE SSM
H-3 F7oik H-5 & BAH & RIRRC BT HES % B
Bt ZOBELESLEROEKITEFIC
Roh, B, SSMixfgH 0.5 ml 4t
Lic. EBR~T7 241, JR~v A 6RO
THRELC.

II. HGC & NB41A3 & @ double xeno-
grafts :

FA—@EEC B\ Trh R4 Ris
LEMREBEL, BEOBTH T 5 EEKIG
ELCHER G PO e BlZZ L. HGC (1.2
~1.5 x 107 cells) & NB41A3 (6 x10° cells)
T 100% DAFE & [EH DK% Fl—Ek THE
TX DT Sk SSM H-3 %701 H-5 F4
B & 4E M ORI TREE & & B L 7.

Figure 12 12;74 X 51 SSM H-3 (¥ 57¢,
LR D SREIRREE 5 TLIT DL THR L e,

III. HLC cells & NB41A3 cells #&#a(C &
% double xenografts:

HLC cells (6 x10%) & NB41A3 (6 x10°
cells) # Fl—fEfkD B FORFTFICHIEL 7-.
HGC 0B L R U X 5 SSM-A F7-(% SSM
H-3, H-5 @ F FiE4H T EEBE & FRIC 1T
W, JER X DB RETC R TTIES LA, Bk
SSM H-3, H-530.5ml # [ HC L F 4%
ﬁo 7z

REAFHEE

FTRTOBEEAMTI0% A1~ Y YEEHRAT
W, 257 4 VIR XA H-E 44, Masson
yufn  Mallory 4ufs, Pap ¥uff,, Van Gieson
efty FOMBRKYN, =2/ —ABEC LS
Pap %uft, PAS §efa% 7 THEEL .

EENER

#HR L3k b HGC, HLC o Fr&ffifaz 9,
2.5% s x—AT T e FTHIBEEX TV,
RNT1 %A Ay ABREERY LT, HAWE
B (Hair H-500) CTHRELI-.

Fibronectin fEiE& ik E

gz3gdh > HGC, HLC JEfifE & B4f L 7= HGC
Wi, HLC fifa o 4 %Mo fibronectin O F
EEBR LIc. X — F< v AOBRILEAYA
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#{EBLL, cold ethanol T 3 ARIFEEH, 2 [
PBS T## L 7. t } o Fibronectin ¥k
(Behringwerke AG. Marburg, West Ger-
many) % 37°C, 1R PBS T 3 [@%kH
L7z. &\ T aceton powder T X < HINA L
7z anti-rabbit ¢-globulin (Fluorescein con-
jugated, Goat)(Behringwerke AG. Marburg),
1 hour, 37°C LB % 17\, %\ T PBS ¢ 3@
Y glycerin (glycerin 1: PBS 1) THA
LEgEL .

£ B & R

SSM x5tFl AR & I EFIV > DF D #%
DIFA :

Table 1 @ X 5 WEFI554E7 B 7 B g D
fed ABE, FI4E7 A14B WAIPPEREY, MEs
LIISEEIE D 72 % SSM-A, B Mjh#y 54 B4

)( _1‘\

ATl N

Q.’j' X .

(GE11%E 215 1985)

L7z, DA%, BRFNS64E, 574, 584 & 3 4ERHfL
HICEB. PBANS94E 1 A10H, FEERX v
BLEbh D EENIEFRR L AREY T 7.
DL E, DRSO EMIES & BWERL H
S, EEIfEFE L SSM-A, B 52k,
FEFN604E 3 520 B BLZE Jo\ ~ TV I 1L %5 5 gl
THEFTH 5.

FRFN594E 1 A10H FE B X b Bidk L 28588
¥ (BREBYRRLH42 AULE) ok
BT O BIERE T H 5, Figure 1
DX 5 TEEBEOK 1/2 11EMAaN collagena-
tion d 7o EEIL, HEL, —HTXEEL T
W AAEMIREA D ¥ S HEMR, fRChEH
e BHELEMass S collagen HFEIC L H
B 7c R Y Rohte (%),
IiEMR e B BRLE kL - (Figs. 1, 2).

Fig. 1. Clinical Case II. Metastatic breast cancer (51 years old): This case was
reported in Kawasaki Igakkai Shi, Vol. 10, No. 3, pp. 286—304, 1984. A small
specimen of a metastatic cervical tumor was found 4 years after treatment
with SSM-A and B and discovery of metastasis of the breast cancer to the pelvic
cavity. The tumor was replaced by collagenation in the cancerous lesion (upper
part) and cancer cells in the other lesion combined with remarkable collagen
proliferation derived from the stromal cells (lower part). (Masson stain, 40x)
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Fig. 2. Clinical Case II. Metastatic breast cancer. A part of Fig. 1. Almost half

‘I-‘f—,‘ 7 o/

of the tumor cells were collagenized, while ghost cells and other tumor cells
disappeared due to the remarkable proliferation of stromal collagen. Lympho-
cytes and macrophages were not seen. (Masson stain, 200% )

b réik HGC #fa & HLC M0 EHEMR

Y v _A DT RS BB R E 1L AR
b O ELSD RO bo e bR iiadh sk
DFEMRTH HH, 6 FMUEMRL T 50
THD CTEEMIC S FHEa L, Figures 3,
4 ot Xy efiia s b MR AR &
EioThleh ot 2

HGC-5 7= # R

Fs- il D 7-% rough-surface endoplas-
mic reticulum DFEEIT HEHIZ L. Origi-
nal tumor & U X 5 mucin production
% tubular formation ¥ B S 7c\ s undiffer-
entiated carcinoma T, \~Fhd 7 Y4 EE
(1976%F) LZE b b\ fifaEKELZRL T 5.
15§37 BT undifferentiated mesenchymal cells
HELT B LB A » fops, nude mice T
@ heterotransplantation THRHMLIETH 5 Z
ERTERT D LN TE L (Fig. 3).

HLC-Fitif # B2

1976 4E BT MEEBIZE Lc TR E ZE b o T W
7eus, HIBAEM L & /x rough-surfaced
endoplasmic reticula % free ribosome 23
Boh, EPOHSWERA RO, Antenna
Keoo fibrillar projections #H 3 5 LD
microvilli #4 A T\ 3ZEfax B, DD
terminal bar & 25T & b HMilatER % fRIF
LTw5% (Fig. 4).

btk EEMM HGCCRA{LH) LKL
=R E ¥ K —angiogenesis—

100% 4% 35 HGC fifg 3x 107 % = — ¥
~ v ADFTCBHEL, RRINCEED R
xR A, EMROAFCERRI L
LEFTO angiogenesis?1® TH iz, 24~T72
B CR SRR 2 B D & < /NE O R R
Bh, WmAROFER, VYR TCH
HBxhan—BiTH b 7285/ EET 5 &
Ui, BRI Y VROV EOMBE & 3E
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Fig. 3. HGC cell electron microscopic findings. The characteristics of the
cells have not varied nor shown undifferentiated epithelial cells since
the cell line was established. (1500 )

Fig. 4. HLC cell electron microscopic findings. The character-
istics of the cells have not changed since the cell line was
established. The cells show epithelial characteristics.

(1200 x )
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BIRITIE R A IR 57, BHAIMEIFEEA R X
OB 0% ) #% { angiogenesis 23 B bh
fo (4 ). ZOXBEMABE X Y fEE O Rl
EEMK S mitosis B H REIAIETAL fc.
5 H CHE AT A B SR SRAESE iR 2 el
L (Fig. 5), 6HLI#%, HEXYID ESEEE
DRI N, Z ORHITIL Y v o<Ek, macro-
phage Xz ALRbNT, MifakioEER]
fRiL, FEMifa & MM TH b G H O
RS A EMRO®E & RE LT\ 5
(Fig. 6). DA L @i mnrEm og &
L SSM ESHC RN 2 X 573 LW ERE O
collagen BEAE /e <, HEAIAIETED IHIL F
DI IERR DB KA el 7.

X— k=7 XD HGC #%i#(C &3 single
xenograft & =@ SSM

BRI O M LRI X b BRI
TeBRIX107 L LT 100 % o AER 4 H
5 (AR T 6X10° T100 % EE L), &
MEOXHIE~ v A TIEBAEE 4 ~ 5 » A TBE
OIRCE L7 (BED. [EROERmCE W IEE
HELHZ L L H DN, W~y 2 TL SSM
WHRACI L, EEHESRELEEE CHD
B, LIS L DRSS,
SSM-A {40 BE&Th, HGC o ik
HLC iz X T collagen #FEITZEL <, 7D,
O AT A DAY D & X, FEHHED
& & b B ARA LA SR A 2 D
72 (8 %). B R 100f5 %L S 2 BE L
7o DTIE, £ collagen MFHIT X HICHE
HT(88%), ML ARG 32 L EREOM
&k, Fiod, £EEXEI @D TET L (Table
2)., Zo k&, SSM-A FEHBETIL, V v o2FK,
fH#FRER, mast-cell, macrophage O HELIT % —
F= 7 ATz E AL BRbhilens oien, 100
fEWIESHEETIE mast—cell o BEFEAZ B i
B collagenation 23X BBk L 7=,
b FAakiERE HLC (858 O&£ELE
MEDOR A :

B 47 HLC fifla 1x 10" % . T ek
U, RERFRCHEAE LEMBE RO B A B
&z A, HGC L[E U X 51T angiogenesis %

BEE L CmEAABEL THAMEDORRAR L
e, FrAEmMEECS TREEPC S A D ER
DR EWIEC T, 1 BERITmEHkRD
MEMREY B UE—RE, 37ch bl
— R R o MIaM R A % T S TR ED
hite (Fig. 7).

X— k< X0 HLC B (C &5 single
xenograft :

HLC 6x10° L ET100% D4 REL R L.
JERGL 5 7 ABECHBINKITEL, BAKEAE
L AR = v A —Ed R Rk -
T2 LR EE U TH 7. SSM-A OFRE
Ky 7e PUEElE RSB D = 7 — 7 VTR D (R
THY, BMIER TRV HLC BiEER
TILFE T HEA L 7o 23 B collagenation 12 X b
FEALERL7(9 %), AT, ZOH
EWIRET 2L 0L H 5 2 LXEERTHREL
fo. T R EKRMASERE D SSM-A, B i
HTLEBLICERLHTATHS.? WRET
b, [ERORMEOEEHEEIIBRRETE &
XYxRbh5M, HLCOEE, FhThs
Py, BDTEREETH -7 (Figs. 8,9). L
L7eaih, HLC o%Bg, Bil» &Lk
51z, SSM-A jE4tic X 5 HLC-fEE D colla-
genation ¥ X OFEE &L HGC it b RTHhE
BT I ote. SR KLT, SSMH-3 #
7ok H-5 o 100F5 ¥ I8 /E R4+ HLC ot
A /NEERICER » % { collagen o B4REIE Hed T
P T, MERIEOREDL Rbh, Vv 3R
4% 1 U macrophage, iz mast—cell o
HRE L 3 L i Xh, xenograft offi/) &
RS LAY SSM-A EHFEE N TRD T
ZRTHo L Z LR ERBT REFRTH -7
(Table 2). SSM-A EHOBHETIE, 4~6
» AEBELICEREOMENLD, SREDESD

A, FL LR LEM S hie (Fig. 10).

¥, mEBEEHOHE, Eo HLC 1F
F F it ofEmam <, 2 FITIEED
DEEMA R b (Fig. 11). Z ofifazskic
BIdE - 2 B4t SSM-A SEEARETIL 300694 1
Blh Rbhieh o7,



162 N B o & 3% (BB11% %1% 1985)

: & " - S ok ‘.. - , ‘ A - 4
h - : ‘- . ‘- " : - - a e A Ll Y .
Fig. 5. The stromal cell components of the cancer originated from angiogenesis

5days after transplantation of HGC cells (3x107) in a nude mouse. Lym-
phocytes and macrophages were not found at this stage. (Mallory stain, 200x )

Fig. 6. The proliferation of fibroblastic cells derived from blood vessel elements
of angiogenesis surrounding the HGC tumor. Collagen fibers produced by fibro-
blastic cells (blue), and tumor cells embedded in a nude mouse 5 days after
transplantation. Lymphocytes and macrophages were not found, but it has been
revealed that fibroblasts also have potential of phagocytic activity. (Mallory
stain, 200x )
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Fig. 7. Proliferation of stromal collagen due to angiogenesis in HLC
xenografts 6x 108 in a nude mouse. 40days. SSM H-3 or H-5 treatment.
Lymphocytes and macrophages were not observed in the stroma.
(Pap stain, 200x)

-
—)

Figs. 8, 9. Growing xenografts of HLC (6x108) transplantation. Control nude mice.
Ulceration of the tumor was not so remarkable (A) or localized on the superficial tumor
in the control mice. A small tumor (B) in the HGC xenograft. 58 days. 110 days.
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Fig. 10. Double xenografts of HLC (6x10%) and HGC (1x107) in a nude
mouse (). The xenograft shows remarkable collagenation and cicatriza-
tion of the HLC tumor (A). The HGC xenograft (B) shows inhibition of
growth of the tumor 58 days after transplantation and treatment with

SSM H-3 or H-5.

Fig. 11. Cancer pearl formation (metaplasia) of an
adenocarcinoma of an HLC xenograft (6x 108)
60 days after the treatment with a high concentrat-
ed solution (SSM H-3 or H-5). (H. E. stain, 200 x )

X—F3R(HT 3 HGC(1x10") & HLC
(6x10°) @ double xenografts:

single xenograft <t HGC B4, =
DRSFECKT T BB = 7 — 7 VIO &
AMETH D, HLCIZ 33525 — 7 VB
INEMET HoTedy, BT, ZhbHOD KD

collagen [ZIGHEAAD FufF oM D FHE
CX2DhES L. £2C
RS A L CDEERIEDL T XTH
UTH5R—M@EED 2 — K= A TD
double xenografts # {F- T 8 25 L
7o (Fig. 12).

ZoF—fEEkTd, HGC e xL T
collagen DA UT O F A M, HLC
Ti3/N#EMED collagen HFETH v,
{E{k % 5.1z L 7= single xenograft
TOFERERLTHoTe. 2D Tk
(% collagen BEFAFERUL REESLMFEL D
3, SEHifaT XoTthXth £irs
T & RO EBIC fiT b
hoen Ttk (Fig. 13). o8
&, Ak SSM-A Xbh b BRE ST
% collagenation (XX HIZHFR L, MRS
212 H Uk ¥ hic (Figs. 14-19). = o collagen
formation |3 /% B3 5 L angiogenesis
X R mERE X v % », HLC, HGC @
MR LT h Eh BRI LI IF S ARHE D TE R
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double xenografts Day 0 10 20 30 40 50 60

SSM 100x( 4)

HGC (1.2~1.5x10”) K

HL g

C(6x10°) S %8%
SSM 100%( 5)
NB41A3 (1.5x3x10°) 9

HGC (1.0 x107) 6808 @
cT (5) )
SSM100x(4) 660

NB41A3(6x10°)

HLC (6%10°) @ 008 @
cr (5) Q)

Fig. 12.

Fig. 13.

nude mouse of SSM 100x (200 pg/ml).

O Healed or disappeared tumor (scar)
® Growing tumor without healing sign

Double xenografts

of HGC (1x107) and HLC (6x

Effects on the double xenografts of HGC, HLC and NB41A3 in the

~ healing tumor with collagenation

¥ bt

10%) in a nude

mouse (8). The HGC tumor shows undifferentiated cancer and diffuse
proliferation of the stromal collagen fibers (A). The HLC tumor shows
adenocarcinoma and lobar proliferation of the stromal collagen fibers (B).

67 days. (H. E. stain, 40x)
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Fig. 14. HGC xenograft of a double xenograft of HGC (2.5x107) and HLC (6x108) in nude

mouse ( @). Remarkable proliferation of collagen fibers from the vascular wall against
infiltrating cancer cells was observed 67 days after transplantation and treatment with
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Fig. 15. Production and proliferation of collagen fibers in a necrotic lesion invaded
by infiltrating cancer cells in a double xenograft of HGC (2.5x107) and HLC
(6x108) transplantation. SSMH-3 or H-5 treatment. 48 days. (Mallory stain,
200x)
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Fig. 16. Infiltrating cancer cells in the necrotic lesion were confined by maturated
collagen fibers proliferating around blood vessels. HGC xenograft of a double
xenograft of HGC (2.5x107) and HLC (6x108) transplantation to nude mice.
116 days. (Mallory stain, 200x )

o7 i i i o

.
I

promoted more by injection of SSMH-3 or H-5 than of SSM-A. 40 days.
(Pap stain, 100x)
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Figs. 18, 19. A single HLC-xenograft (6x108) of a nude mouse ( Q). The lobular prolifera-
ting HLC cancer cells became degraded and disappeared due to confinement by remarka-
ble proliferation of collagen fibers. 33 days (Fig. 18 ) and 45 days (Fig. 19 @) after
treatment with SSM H-3 and H-5 at the same time as cell transplantation. (Pap
stain, 200 x )
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Fig. 20. Double xenografts of HGC (6x108) (A) and NB41A3 (3x10%) (B)

BN S

-

in a nude mouse (@). The response of the stromal collagen fibers
was observed in the HGC xenograft, but was not observed in the
NB41A3 allograft of the same host. 37 days after treatment with

SSM H-3 or H-5. (Pap stain, 40x)

LHEnRoh 5 (Figs. 5,6, 7). A~ v
ATHFEEBEEL TR IR D23, DSBEDRE
Eep, JEBREIC f£E 5 collagen D BEFHE SSM
SO UBEE it /oy, Frc Mallory 3t
X o Ty A L7 collagen OFEH T
B e MR R S e (Figs. 16,19).
7ek SSM-A gt i HGC i lhL 25—+ v
ARG DS A 72 HLC xenograftst>® ¢, 2
L2 5 — % VR iR SSM F4H X -
THSK7- (Figs. 17, 18, 19, Table 2).

X— kv RICH TS HGC (6x10°) &
NB41A3 (6x10°) @ double xenografts:
(Fig. 20)

FoeiEo HGC et L ik D 25 — 4%
VO RIGTERT, BFIRo reticulin O BE5E
AR (Fig. 21), Frc, B L RO
100 fE¥ETiX, RO EBERILAER T, Fr
R0 #%E & & i collagen 3 Mallory ¥u4T
B\ B h 5 collagen A~ & BBl Lic
(Fig. 22). “hieXL, -2— k75— NB4l

A3 Rk LTk A — @k T b R,
collagen DIEJEIL 4 < Rbhicd -7 (Fig.
23). Zok5k, BELUICEEMEC X ST
RVE G 05 (X [ — E{ET 27 523, SSM
DR L HGC o X LTk BEE T H B DIT,
NB41A3 gt L C ik BIAEFD Lo %D
ZWTE&L RohTBHIHAL.

X— k=7 R(CE& T3 HLC (6x10°) &
NB41A3 (6x10°) @ double xenografts:

NB41A3 #i#fio allograft Tk [EEME D
BAc L TE S R b T, R
b 1ZEA LRI Blehote. TR SSM {E
Shis {EHT, ERIWRL, BEIKICE
L7#:. Double tumor THRU T, -¢— bF
—» HLC % L T single xenografts T
collagen B2 5 — v LA LU < collagen fiber
UNEEIRICHER D & &, S iREE SSM 14T colla-
gen DAL S HICH L {{RE S hicrs, NB-
AIAB TR LTI, @BEAERBEL D Rbhic
Mmoto, LAL, 2o NB41A3 i@kt LT SSM-A
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Figs. 21, 22. The responses of collagen fibers to cancer cells in the HGC
xenograft of a double xenograft of HGC (2.5x107) and HLC (6x 108).
Production of reticulin fibers was observed around the individual
HGC cancer cells as the response of the collagen of the host.

Fig. 21. HGC xenograft of a double xenograft of HGC (2.5x107) and
HLC (6x108). Control. 110 days. (Pap stain, 200x )

Fig. 22. Proliferation of collagen fibers promoted after treatment with
SSMH-3 or H-5 in the HGC xenograft of a double xenograft of HGC
(2.5x107) and HLC (6x108). 111 days. SSM was treated at the same
time as cell transplantation.
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Fig. 23. NB41A3 allograft of a double graft of NB41A3 (6x108) and HGC

- p Ut i VATV

(2.5%x107). No response of collagen fibers from the stroma and blood
vessels was observed and SSM treatment (110 days) was not effective.

T TH o 7oy, 100 fEES CIRAERF R K
DIEEY Bicd ik, RBEHL b IFEERETIX
Hon, ZEELVBEEZREL .

z 2

v SR BREMAE (HGC), ffifEfii (HLC)
LEOEMaY 2 — F<v A OF T C BETS
L, ZPEBEOMEN MREUEEYRD B,
ROTEEPCHME BERHEL, WbY5
angiogenesis”~1® 2RH 5. 1~3HLANT
KA AR T B IFRERE D TN SRR
LT B, RRTHEL, mEMII LI
BXEL, H5~6 B cmEHEKOMEMED
BEFE L HED EEN Rbhic. D, EmIEXK
BAMAT A0S EE AR L ) Y38k, macro-
phage DERLEH I RoR T, KOHELL
FRERITEAEL, fEMilas mEHER, TR
B 3k o il & EA & OB BRI R S h
7-(Figs. 5,6,7). D1, E\#@+ T mac-
rophage H T %528, D =7m 75—
IZ X 5 RS RISl A R A R B E R
AR R bR s, FRIZK LT, #EM

(Pap stain, 200x )

fa— R A IR & o FH EBE (R A D e R B
BT, HEERY TR O X 5 /g collagen
EnFRERINL L0 EEL LR (Figs. 5,6).
L L, EECENT, FRAHCIELDHA, F
R iR O LN BT collagen D
BEFHIT X B R X B FRILFTH O M e
DIEFEMERC L > THBNATHS. P 2D X
51 T-#Ifa% KRB LT W5 X — F= v AN
W % BT 5 & angiogenesis 23 R b h,
collagen PEA % (BT HZ LTk b e hb
FTREBINH Y ZTT5Z LN BLNET-
7o, XHLICEEAZ LiXZ D angiogenesis I
I > T4 L7 fibroblast O HRETH B. %
F 51019 135 L fibroblast 2% BAREY H
LTCWwbZ &, fEAR®® 4 ¥/ fibroblast
MpazEmic C, receptor © FFELRRHL, #
#i3, o fibroblast % FEEHEM KD [
=oMial L THALTE . LicdisT,
fibroblast (¥ macrophage % {17 L1557
e hx B L, AROiEEM macrophage DR
FERsRE R T L, BRIoEOAESTIC collagen
PEA & &L ICEADHEMED L EELRE Y
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BLTW%EELT 5.

EEIIHRO OB T, EEREFED Y v
R macrophage iZ X % in vitro \Z R HE
BR e MO MO MEN I RIER D X 5 7
TR RE R & L Q3 —RciiEz T
HoTh, FHIFLUK, BICHIEL BT M
JADFTRITK LT, ZhboAAEPREE M
faoET 2B EY BN LT 5 REFENE
PIEYE D BITARTE L T, IR S~
g EBbRhA, 20z Lk, FERSTERAR
FEFSOREHFEET IR © DLITIERT 5
LZATED D, 0B %2 -TC, EERCE,
T, in vitro DEERTL, EOETTHES T
MR B EMBMRY FOICED & AT
i 5 fibroblast L U E+5 35— »FViE
A DWTERE A BT 5 Ml KFET5 2 L3k
DTEETHLZ EAHAL T,

3T, e MEREMRoREMERY X - K<
VALK LIS, e BEORSLERE
DEFE, b MiEEROBELYBEL BED
kD SRTRBRIG & collagen o BEFEAR A
BIcHDT, ZOZ ENBEKRDRESMCER
ENBELEN BT HicdRE—EEEFIHL
T, BAfaORLD Mo A4 BEL T
double xenografts #{Ebh, JEWEHEICK3 24
fko> collagen BEFED SUSHRAE HBARGT L <
AT,

ZFofER, HGC i 5443 collagen 147,
HLC i3 % collagen #5s, NB41A3 &%t
4% collagen B47f 1Y single xenograft » 4 <
M UT, fEED RSN L L collagen HFE
DIERMIL LD < 2 — v i3 fEfilac fREL
T, ThXThREDHZE%,2P IHICHBL
g B EMNTET.

%G, ATRO ERHRE? o X 5w HLC
xenografts 1=x4% SSM-A (2pg/ml) O
FERRIL ~ v ANRERFL, o, RIEIM
SSM {414 5 1 te b DI L T 80 & -
7oy, &Ry collagen HEFEIL & % h ol < 7x
$, RKHegED HGC @ X 5 12 4« DiEffax
EDELLOICEL T, BIHIORITED -

(BB11% %1% 1985)

72T, Table 21Z/R3 X 512, 4EIDEERT
X100 B ER A FR L. - D84 collagen
BEFE D PR C 7o\~ HLC o 34 T3 collagen
BRI CTRAE S h, EOMELEY X HIT{E
HEL BRI D FH L EfE s (Figs. 10,
17,18,19) = L i3l CTERITREFTRTH -
7z

COBETEL R— F=v AL LOEIEHD
REThote. T, = v ARLTRL RS
LOBAEL VDT, AOBEORRTHE LR
B EIXE S FTLA A, SSM D HEEH
L LT H'HE @ collagen i % IR & T 53
&, EIECIIEIEE SSM O HMNEHH B o
1.

KT, EEL D L1X SSM 5 o B tERE
THAH. b FTOERTIE, EBEEEEHE
KEMHR (BHEEH2EL HV) LTrbES
whhD T, Slalo EERTIX JEBME L R
BERBIAL 7=, ZHIBHET 2 oMEEs
5100 %HEET 2 ERERL TWAHH &,
Foi—, EFLEh TR — F= v AXERX
D N TR LI, TR, 4FE LR
SSM 4% BAtA L 7o b D b BRI AT 5 2%,
17 AU, RIAMOBZE BRI b 2 R
BELHEN Rk, SSM FgfB e & LT
FEIBA Lis s b e RN TRBORWIHFEL, BEE
TEREE s AIRMZEL L R b % X 5 1it
5. SSM-A s=2#t-¢ HLC OB TIXS »
BLHOWELKLERD (125t boB%l
Figure 10 © X 512 L < {RE5EHAE L, #940H
TR (7S] bkl F7, H5
LR EED WA X FIEL .. HGC &1
€< v o collagen HEFH L FHHIC{EHE S,
MEANMRAL X5 &35 EMiac s LCHEA
o> collagen HAE A R I h, BACHIE S
i lED X 5 i« offilaiEH Ciid, >
W I RIE LA Sk L 2o (Figs. 14, 15, 16).

ChbREEE O collagen HEIC X h I LA
F MR Tl 2, oo
EFRL, BBTHZ L WAL

SSM HiREER O 4 collagen BFEIL, FF
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IZEHC SSM-A @ Ek THEDIE 2 - 7o
HLC o xenografts o #34C 3 BB KIG b
BHTHEWT (Figs. 17, 18, 19), #kkER, Fac
mast cell O MHEL & L <HBL L. T,
SSM-A HHBE T A < A bl s o il
fao R LR ~ s B S » LR ZAb
h, hCIEELROEHEAR B (Fig. 11),

BEHIAFLaSV P U VOREERTEL
D =7 AL LR A BRI A0, SSM
BERHCHEEHSETL, REOFLIHAES
FHTHZEHIBRWML T BNCREE), Zh
BOEFEIT D TEET, SSM Liiusbic
BIL CLABEELFHEEEL TV S,

WFRDOER T ERE SSM AT
OEMEOMEHTL ~ v Akl A B EIEH
LRONT =7 AR L ThEE A X
LT,

T, 2h¥ToEBEEREND SSM D FigE
TEHO—a b & ENTE e, R—fkT
LA L 7o R D s 2 EE o EEC X b,
collagen FED I L - T DT HR) e b
DL, LoD HH LER ML L
NTx7. NB4IA3 o Biffmc Ba X 5 4t
KEERIC BRI LE LT s T o
SSM-A (314 ERHTH - 1> (Figs. 20, 23).
ZOHFE T MELR G &5 collagen WESEN
B ThDo o LIC LB T LILRES St
NB41A3 13 ~ v 2 o Mg defiiaiEc, HiklE
ETIED B, FRESECIE T, 4 ,
PumER & L CEAC L CAEM L
FTLAFTELL, DERTES BT HE
THHZ Enb, WEMESHUEERDOEIHIC
X B ER D TH -, EHF L AKERD
FEWEIC O\, FoXBoE R L LT, AE
fla (SV 40 oJEE) # (X U o gk IEE g
(Bak) DBMERA b BEhT WG L TA
oD THB L.

SSM x4 H, BEADHAL HL T, K
TR T T & I, S EEH
HEWRTHHE D (ERET O R TIT AR O
EDITIEAE T BE T 2 BRI -

TWh X 5icBbhs., Lal, MEEcET
DEREHICL, HEEDLHEBEL T3 L5
12, BRCEHE L WA S, IER R R4 D
naHZEmb, Fx SSM {HHEZTRML,
LHTILAKREKRY 7 F viFgeias o e X
HEZHFTFTALZBLTVB WS, HEcE
2 THTL, —ALFL, ZOFHEOHFRD
RN ST AT e b2 SkGEL L E
T ATHS.

T, oS, BmERTSHH T TR
HENTOHPMRBELHRT L THD L, 20X
h NJERIE A BEY & U 7o SR (bsfiiih o 250
FREEERIZR D Fo s, < 7 A D KEHER B O 4
LN [ ofREHELTELH BT
B2 ik SSM O FEBRIEFTIEIs L, 3-4 F L
25 VAV VEROEED X 5 e MC-11EE R
DB LT, EELOME=7 -
FUERL TR L.

) Y FIEALFDIIE 7 L — FIERERIS64E X
D WEFISIE 1 BIc %% ¥ T 1 HIELLED ~ ¥ =
LBk BFge A 8 U C, SSM o HilEE R
BT s —HOEERA T, BB—DHI
X SSM % iRtk L & 2 T, ) VoK,
macrophage % o fuEA il & 3 5 Az (KPS
R SO BRI B < B TH 5 7o L
Dicd G LT HEEROERIFEHETHD &
LC~YAAF 2T vvHE Meth-1
(%) &EMC-1 ([AF/)20~* %l b LT 13
Fo =y AEEA AL 72 BB EES R
JEOTFAE & R X 5 W REI IR R 2 BT
0, BFEEXERIES A Z 0 TR A4S
RAER X /oL T B = v AT BEEDS (i X
., fb5 BCG REIEIC X o THAMEE Mr &k
(LT 5B = ACIEBEEN IR T 5
CEDER IR T WA HEIT, SSM o fulEE
P WO M X D PUEE RN R E L e
DTH5.

7o ds SSM IEFHI IR A H e T 7 ~10[=loD
FEIARIE S O El A 17 5 1o, EORER, D%
BRTik, SSMicHBORIEENE, &K
RIS B LR HE L LR L T B
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EEITE DRBCTDO SSMOEFT 47 o F
— 2= O THEPEFTRELDLEELT D
By, HE DRGSO R & EikE R b &5
WTHAREZ BN TEL B,

BEL, WY VoA — e o Bt A
FEHRL T, —BOFREEKR 2D SSM DF5E%
B fe 2R TR BRI EZIATH
B KRR AL Lo, T-fila/RERD =
—F= v ATOERERND, SSM % i #
PRI L LT, i mE LR X 5
BRI A R 5 I RIREERAC AT S T
% SSM-A, BicBA4 %R 0 BTl 7.
¥ 4o cancer & LT {fi Jj T \5H C57 Bl/6
< A3k Lewis Lung carcinoma® <&
B0, i T FKobis HkEEMT H 5D
T, EHLIERT DL ODMBAEYF R e R
COWTLIEFTA2FETHS. FHHELSCLIS
(Shionogi carcinoma) {Z->\»T SSM-A zh 5
B PRI TH 5 7. 0 SC 115 4 Fpin
TIEDHHD, HEHEPERCHHL CE L5k
ERMF IR Ce <, S LM i
U e iR O U HEA 3 % A Rk O Rk ©
HBHOTHMHBESE L

BAE, SSM {44 2 13T % B3E DR
EBRETH Y, HIEERE LMD T I,
SSM MBI AT L k0l & L CTIE S
(glioma) &EDOWH™ M50, T HITEE
Brilahskc EEAEE 5§ collagen % pEE
FTAH5L, MERIGLECDT SSM IR I E
BELELTHEALTWADTHEHPIZED FETH
5.

Wiz SSM Et O RAEBICEHE L DX, £
DEFEIRITH 5. A < BIREHROIZ BT h
i, ERMEEZETL» AvL 3 » Al
MIDMES T, FWADMN, &FRBOET
B RELORD DA, B3 H AoEiEc
VR A SSM A ik A HIE 9% i R
XZLw. LD E, Yinl bl 67 Anb
TEU B R THRACE S REDRERD 2 &
2 SSM i THhHhs. oz LieonTLE
Bifl% 5 < D THHRE L2

BDREETED DD, (FPNCFEA L 7ol

(B811% 1% 1985)

LEZEL, BENDICED FTIE, LK
aHTHAHH L, Fx, BHEBRTHRIANE
CRBRD X571 HEE L3 ~4 BTOHK
LSS LMD TENRT, Pic LbFE
FENDILICED F CTHFEZ D L FBIEHEERT
HDH. FRC, SHBHBELLTHITIR TS
SSM D (A, B: 2 pg—0.2 pg/ml S
Cix, M, 2o B H TR I PUE B A
FeiE 5 4 O TIER. LaL, KE SSM ik
EIWERA 2L e RIIBIEHTE S &0 5
C ol CEBELIEIRE Y RETS LR
D THML TR X 7o\,

Lfeid o C, $EREFO LT L iz
ERBIL RG22 052X b,
HEEC ST IR T Lo 3 1% fuEiifao phe
#, TodaIn IEFHANERECE ER £
FHETHD EELTH5.® BIEHLLL, &
R T o THEATRED fodic, JEDHETIC
£ o THE T3 % HIEE O AW O Iz AE % IEH
(BRI & LIRET RE T, KT Ltk
FENIERAL~ & HT B 712, RO
K5 RO L ERALT 5 ENEELSE
2B, ZOI EEFERRE O ZEEE DRI,
FHEAL~DHERE LR U X 5, Mk X b
BRI BEEIRO(EE R b, BE
I E B collagen H{FEA RSN D Z L L FE
2bh, 4HBOFEEEZTVD.

KB U e SSM 5 a1 0 FLJg B35 1A
BfEGI T 4 MG T Bl S 2 E/HBD
Immunosuppressive acidic protein (IAP)?-
2 3 SSM o RJHHE O FH T H LR R
HhicZ &%, #l, REBX OWEEDOE T
L7V v REROEF LS SSM 4 TR BT
LA IR TV A, HEEOEF{LAD
FPERAR O BITE & & I A E O
HAEIEEANIC collagen BEFE®D {iRAEIC D73 % W]
REMEL B2 T 5. 414, SHLIBML TR
WEis bl WETH 5.

AL 72 SSM R ERANCE A S T
% SSM-A (2 pg/ml) @ 100 (5= ER TH
h, 2— F=vAD L5 IfERLEHHT, o
DE e, FEEROBAD I REBC BT
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PUREEH W 1L B o collagen, Jafiflal & o
collagen #4jE (collagen type (X R) & X »
THEMHSEL Ao s L x RELTE
s, e rOgE, % OBEEY RGBT
FERED SEEIREEIC B A DT SSM-A DK
T~ AL BN S TELVWEZHOH S
LITESFCL e, L, 1005 EED
SSM 134 < BIER L 72 <, 4ol EETER)
DHDZ LMot KRG REL Tk
Fou,

T, BAEC BT 2RISR/ IR
kDY HT, MBI b 72 IBEA & b, Bk L
A BEWAARIL LD, BEOEELHAAD
A ST, Licni->T, 4B, ARickd5
KRR O FFRIE A D Sl a ok - e, EE
D B D — AT 3 5 il FHFRHE bl LK 40 8 s
4 W VR E IR E R L & Ll s
% $HE TR HRELRIIIIE D b R %D IR G
MEGET D e EREREF I SO R Ml
L7, ORI DHEL e b LIER L
76 <, IR HE— KBRS R 5% e B R
FTAHNSWSDRMOMED T, AL
HEZ T U TEAL, EEEHICE T 5D pro-
teolipide CHEERFIC B\ T, &L EELM
D —>THh 57 pathogenesis??~29
wRBL, MAROMNE HO R 4R
5, BEOHSCH L. 0 X5 IniEEE
CEobAS [ & ) #E2 5L, A
D MERESEE P ERE O collagen B4JH
AARHEL , O\ CUXSRITEIIENC (B &, Jaa B
LiA®, EORMEIE R~ pathogenesis %%
25 EX, BT, Y 7 F vide M
o bkEny (et s 1] L& bR,
RO B OB & OREBRELTL b
EBI R TIX T/ & E LD,

X

20D X 5 I HESHEAR S pEER AT colla-
gen S ORBIC IS L T 5 D0, A
D IEF ~DIEIE, FHHBFEEN DD TORE
YT X e ) v oS EROFFERD P I X -
T, FHERSAGRECERBRCADND
X o7 1B L AU X5, JERREMCE
182 XD DA, SHEBIEL 7o collagen
type I, II, III, IV DAtk & 4 i TGRS
DFETH%.
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on Clinical Oncology and Cancer Nursing,
Amsterdam, 2-5, November, 1983 T3\ CHH*
L.

it 23

B SSM GBI B kA oS T b7
S abesRE, AR, RRALE, HEEERK, BEE
B OREIPE 2 B, s XOWHER, FEniE= T
BRI 7oL EF. SSM 100 k2 v
PR TSR, ESGBUE MR, FHT
— BB A 5 TE LR L B T

E s e BNl [[A37 ) S N = =7 3 L a2 e
SERMET, MR v 2 —, BREENHAD
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