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Radiotherapy for Advanced
Carcinoma of the Gallbladder :
Special Reference to IORT and

Hyperthermo-chemo-Radiotherapy

Teppei Shimizu, Yoshiaki Tanaka,
Mitsuharu lijima and Tadayoshi Matsuda

The results of radiotherapy in 37 patients who
were treated for carcinoma of the gallbladder
from April 1975 to April 1992 are presented. To
analyze the treatment results, patients were
divided into four groups depending on treatment
modality : intraoperative radiotherapy (IORT)
with surgical resection in ¢ (resection group),
IORT with palliative surgery in 5 (palliative
surgery group), hyperthermo-chemo-radiotherapy
for inoperable cases in 11 (HCR group), external
irradiation for inoperable cases in 12 (ExRT
alone group). Most of the patients in the resection
group received ExET. The HCR group showed
better local response than the groups treated with
palliative surgery and ExRT alone. The mean
length of survival in the resection, palliative sur-
gery, HCR and ExRT alone groups was 315 days,
144 days, 246 days and 74 days, respectively.
Although no statistically significant difference in
survival was observed between the resection and

Research Code No. : 699.5

Key words : Gallbladder carcinoma, Intraoperative
radiotherapy, Hyperthermia
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HCR groups, the relapse-free interval of the resec-
tion group was significantly longer than that of
the other groups. The application of IORT for
surgically resectable tumors contributed to im-
proved prognosis and better quality of life.
Although IORT for patients with unresectable
tumors had little effect on survival, it was consid-
ered to play a palliative role in improving the
quality of life. The HCR group had a significant-
ly longer survival time and relapse-free interval
than the palliative surgery and ExRT alone
groups.

In conclusion, the application of HCR for in-
operable carcinoma of the gallbladder contribut-
ed to the improvement of prognosis and quality of
life.
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PEZEREIC A 2 G HFE: & L TR B e
—BIR & % 5%, MR EE 2 5E B 10~
0% T EF, WATHI TIRYIBRENDTIED X b
TARETH B, Zoizdbilbiliz T
FEIZNF L TR BHAB-CIR # % v 72 50y
BEERERATBY, TO—EDEREEIC DN T
T TIcEE L TE 29, 4EiZZ s DER
#iaHaaEsc, RS quality of life (QOL)
DYEEICEH L THBRRETL 72,

NERE L UHZE

53 1975 4 4 AH 5 1992 4FE 4 A F TR
#1532 B AR BE T T LD A E: T 10 Gy Lol
SHRIEIE 2 AT - 72 BB RERED) 37 B TH B,
RO NFIZ AT b RS (IORT) % 6
HLZES WEE: T2 UTRL) 96

(Table 1), FWHE =Wk FI2IRE B & 981
oA 220, WEIBLN & & oIk R ke
IORT # #F I L 72 5 Bl (46 B F 97 ) 541
(Table 2), i #& 1L 2% B4 # % & (Hyper-
thermo-chemo-radiotherapy : HCR) # i 47 L
7z4E#) (HCR#) 11%1 (Table 3), #\#F &t
High THUG L 2256 (5150 8 4 38 12 41
(Table 4) TH - 72, BHOER (Fi#ly+S.
D) BLUBRE (B:&) BBOB?67.0%
5.5, 3.6, 62.8+£13.2, 2:3, 62.9+9.4, 2:
9, 67.1£6.7, 8:4 ThH 5B, HF- FHHEEEEET
P FRY 12 & % Stage 5356 Tla Yl #EIE Stage
II (I &FY, TR L) 14, M261, IV6
B, kB FMEELI 15, IV 44, HCR B3IV
116 (&6l), SRS HEREEIZIV 12 6] (£6)
Th -1z, &4ERIO performance status | 1~3
Td -7z (Table 5). A kA B4 | 5k &

Table 1 Patients treated by IORT with resection of carcinoma of the gallbladder (n=9)

IORT ExRT disease-free Survival cause
case age. sex stage interval adverse effect time of
dose (Gy) (month) (month) death

1 55.M IV I(S3) 18 — — failure on suture 1 sepsis
2 64. F IV (Hinf 3) 20 40 (conf) 4 — 6 systemic disease
3 71. F IV (Hinf 3) 25 40 (conf) 4 — 7 local disease
4 63. F I (S2) 20 40 (AP. PA) 6 = 8 local disease
5 74. F IV (Hinf 3) 23 48 (conf) 5 — 10 local disease
6 66. M [V (Hinf 3) 20 o 6 o 13 local disease
7 67. F Il (Hinf2) 20 23 (AP.PA) 11 — 14 local disease
8 2. F [V (Hinf 3) 20 46 (conf) 10 = 15 DIC
9 .M II(S1) 25 — 14 o 19 local disease

ExRT : external radiotherapy conf: conformation radiotherapy AP. PA : anterior and posteriol opposed portals

Table 2 Patients treated by IORT with palliative surgery of carcinoma of the gallbladder (n=5)

IORT ExRT ___response adverse Survival cause
case  age.sex stage = relapse-free ‘ time of
dose (Gy) interval (month) effect (month) death
1 76. F IV (P3) 30 — NC — 1 local disease
2 76. F IV (Hinf 3) 20 - NC — 2 local disease
3 40. F Il (Hinf 2) 25 - PR (1) — 5 liver metastases
4 62. M IV (S3) 30 — PR (3) — 6 local disease
5 60. M IV (P1) 30 — NC — 8 systemic disease

palliative surgery : including internal bile drainage, gastroenterostomy and celiotomy

ExRT : external radiotherapy

42
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Table 3 Patients treated by Hyperthermo-Chemo-Radiotherapy for inoperable carcinorna of the gallbladder (n=11)

case age.sex  stage dose (Gy) I\(I)?. ’IE?C“)‘J“ t%gigiyuy ﬁﬁns?fﬁe_ ag.‘f'gzie Sutri;;‘d C‘LL}SL
HTx. interval (month) (month) death
1 72. F IV (Hinf3) 18 (3 port) 2 39 M NC — 1 local disease
2 69. F IV (Hinf3) 32 (AP.PA) 3 41 M NC DIC 3 DIC
3 73M IV(H2) 50(AP.PA) 6 40 (65 PR (2) — 4 liver metastases
4 T71.M IV(H3) 60 (3 port) 5 40 G PR (2) gastric erosion 4 local disease
5 62. F IV (Hinf3) 54 (3 port) 4 42 M PR (1) —_ 6 CNS metastases
6 57.F IV(N4) 50 (3 port) 6 42 M NC —_ 8  liver metastases
7 52. F IV (Binf 3) 56 (AP.PA) 6 42 ¢ PR (3) gastric ulcer 9 brain metastases
8 69.F IV(N4 50(AP.PA) 6 42 M PR (2) gastric ulcer 12 (alive with disease)
9 41. F IV (Binf 3) 50 (AP. PA) 4 42 M PR (8) gastric erosion 13 bone metastases
10 66. F IV(N4 54{(AP.PA) &6 41 M PR (7) gastric erosion 15 local disease
11 60. F IV(N4) 50 (conf) 6 43 M PR (16) gastric erosion 32 local disease

HTx. : hyperthermia
3 port : anterior and lateral parallel opposed portals
AP.PA : anterior and posterior parallel opposed portals

conf : conformation radiotherapy
M: MTX/5-FU

C: CDDP/5-FU

Temp. : heating temperature

Table 4 Patients treated by external radiotherapy for inoperable carcinoma of the gallbladder (n=:12)

___response adverse survival cause
case  age.sex stage dose (Gy) relapse-free time of
interval (month) effect {month) death
1 62. M IV (Hinf 3)  22.5 (AP. PA) NC — 1 gastric ulcer
2 76. M IV (H3) 20 (AP.PA) NC — 1 systemic disease
3 64. M IV (M) 18 (AP.PA) NC . 1 systemic disease
4 70. F IV (Binf 3) 60 (AP.PA) PR (1) — 2 local disease
5 74. M IV (Binf 3) 18 (AP.PA) NC @astric ulcer 2 local disease
6 67.M IV (N4) 46 (AP.PA) NC — 2 local disease
7 61. M IV (Hinf 3)  50.4 (AP.PA) PR (2) s 3 local disease
8 68. M IV (M) 59.4 (3 port) PR (2) gastric ulcer 3 DIC
9 51. M IV (Hinf3) 34 (conf) PR (2) gastric ulcer 3 local disease
10 67. M IV (H3) 60 (AP.PA) PR (1) —_ 4 local disease
11 70. F IV (Binf 3) 60 (AP.PA) PR (6) S 11 local disease
12 75. F IV (Hinf 3) 54 (AP.PA) PR (3) S 11 local disease

AP. PA : anterior and posterior parallel opposed portals
conf : conformation radiotherapy

BbhzhEz#EN L 72, HCR BB L O/-5R1E
ST HIRBET FATARL & MW S R TH Y, s
FRHE ST BB AH 412 HCR BARNC A S 1L
TREBITH B, HEEEIZ 4 MV F 7203 10 MV
DN =Ty 7 X#ERW, EFIIZ LY FT#EmE
2 PUEST, £Mmg, FAERS2ZEAL 1H1.8
~2Gy D@ HEAE TR L 72, IORT i3<—%
— e BFENE~20MeV DA NLX—%H
W, BESTE I CIBREE TITIEEER, PIIRFIMELS, M

TR 643 H25H

3 port : anterior and lateral parallel opposed portals

fEEIIR B & O LG FEIEEEIARERES ) o oxEiTH Y,
Il BT I IEE S Bz L 29,

HCRE iR 2 212 S MHz 3 B 15 25 &
Thermotron-RF 8 % F v~ JIfi55 N 5 e i B 42°C %
HEIE 1 BT - 72, BEERGEIZFERI L LT
Re>rH—2xa—n4A FFIZEENICH AL,
REREIYIC FOER L 72, IEMERERICHER L o btk
I methotrexate (MTX) :30mg ¥ 72 I% cis-
platin (CDDP) : 40 mg & fluorouracil (5-
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Table 5 Patients and treatment characteristics

IORT IORT inoperable cases
resectable palliative . =
surgery surgery HCR ExRT
(n=9) (n=5) (n=11) (n=12)
age 67.0%+5.5 62.8+13.2 62.9+9.4 67.1+6.7
sex (M: F) 3.6 2.3 2.9 8.4
stage I 0 0 0 0
II 1 0 0 0
11 2 1 0 0
v 6 4 11 12
performance 0 0 0 0 0
status 1 3 0 5 11
2 6 3 5 1
3 0 2 1 0
4 0 0 0 0
....... IORT .
dose (Gy) 21.2+2.3 27.0£4.0% o o
energy (MeV) 12.2+7.9 . 19.6+0.8* — s
field size (cm?) 28.1+5.0 67.1£20.7* == ==
_______ ExRT
dose (Gy) 39.5+8.0 e 47.6+£11.5 41.9:£17.3
field size (cm?) 56.1+31.2 o 133.7+43.5 49.6-£39.8

HCR : hyperthermo-chemo-radiotherapy
#: statistically significant (p<0.05)

FU) : 500 mg 2 fiv7 (Fig. 1), misE#HKIZE
Hi & LT 5~6E%HfgL 2A"EBEICIE 2~6 [H]°F
B4 90 TH -7z, KEFIDOIREZRIIHEHLY
DFHEICHE, R DJEE N TR B CHREE D
HLEVWRETRERLE, Zhickd ek, 43CHE
141, 42CH 5%, 41CH 261, 40CH 24, 39
CTH1HITH -7 (Table 3),

Protocol

50~60Gy / 5~bBweeks
M:30mg/C:40mg 5-FU:500mg
over 42°C

1.Radiotherapy
2.Chemotherapy

3.Hyperthermia(HTx) 40 minutes

Daily schedule (once a week)

Mor C RT
l ! 5-FU
|
1
10:00 13:00 HTx

M:methotrexate C:cisplatin

Fig. 1 Protocol of Hyperthermo-chemo-radiotherapy for
advanced carcinoma of the gallbladder

44

ExRT : external radiotherapy

-1t

FHMX T WRHNCE, BEEHITOA 3
B, BFE8- G0 Bl & 72 i3 R A ZEVD BRAlT - 3
B, JFEDSOIBR & 72 3R R BB+
BIBEEEML 724 @ 1 26, SEkFEAREDR
I IHFHEE S+ e E AR 2B L 2 b o ¢
16T %, WEFMETIHERE WA 2
B, Bzl - 26, BN A 16l TH - 72,

HELEEIEIC 03 2 A R sE L (2 b & 7o AR
Bicwizg, SllbinbiizB iz CT 2 v,
—fBoFER I ZEEER (PTC) L HEM L,
CR:EENEEWAE 2 I3FHE ) o
ek, PR IEIED 50%LL EofE/ % 72128
EHE (%) oW, NC:EBbz@nHitwny
@, PD: g8 -k SRR E, ~
L CGHEBERR 2 b L 72,

BB L OB AR X BRI REBA LG B &
NiEL, EHFRDHEHIZ Kaplan-Meier #12 &
- 7z, BBFFRAEIL 1992 45 8 AR TATV, HER
FHMIE 8 7 ATH B, EFROFEEMEICIR

HAERSE H548 4T



WK T fL3H

loglank test # H\», FHENZEOHEIL t BE
W,

w R

(1) BEAIREEDRET

VIR D 9B 5 5 6 Flic 39.5£8.0 Gy Dl
BIH 21T - 720%, B FMi#EEE IORT DA T
SRS IZAT > Twievs, HCR BB L 48R
HEBMBEOHRBIZIBNOBND47.6+11.5Gy B k
41.9+17.3Gy THh - 72, YIEH S L B
FilifE? IORT O EIZBNB D 21.2+2.3 Gy,

Percent survival

-
o—=—0 HCR (n=11)

O=+=0 ExRT (n=12)
.= IORT (palliative)

273

27.0+4.0Gy T, FRHLZEFHOT R JLX—
2BNBED12.2+7.9MeV, 19.6+0.8 MeV T
HN, MEETOEHKIZ28.1£5.0cm? 67.1+
20.7cm? &, HIEREEE 0 R FATEIC BoE i
Rz R —%2Hv, REGEECRE LA
igdr - 72 (Table 5).
(2 HEFEROWKE

£BED 50% EFFHIMIZVREESIS H, 58 F
MiEE 144 H, HCR B 246 H, SIS HE 3B 74
HTHY, BEEFRIZYRES LV HCR Bt
I SFATRE 35 & OCPER RS B I RN T B

b, 2L DHHEICIIMTEN L ATELZ RS

.—e |ORT (resectable) (n=9)

>
(n =5)>

p<0.05

.

1 " I

=

1

i 36

L=-]

24 30

Survival in months
Fig. 2 Cumulative survival for carcinoma of the gallbladder (HCR :
hyperthermo-chemo-radiotherapy ExRT : external radiotherzapy)

Table 6 Treatment result

[ORT IORT inoperable cases
resectable palliative X
surgery surgery HCR ExRT
(n=9) (n=5) (n=11) (n=12)
local response
CR — 0 0 1]
PR S 2 8 7
NC — 3 3 &
PD — 0 0 0
mean survival (day) 315* 144 246* 74
mean RFI (day) 117* 30 68 42
Number of
days hospitalized 109.5+37.7 80.0-£16.5 118.0£64.3 132.9+116.3
Pt. discharged 7(77.8 %) 3(60 %) 7(63.6 %) 1(8 %)
days at home 210.0+£96.4* 115.0£12.2 125.7+£48.8 15

ExRT : external radiotherapy
RFI: relapse-free interval

ERL 643 A 25 H

HCR : hyperthermo-chemo-radiotherapy
% statistically significant (p<0.05)
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Percent survival

o——-o IORT (resectable) (n=9|).\
o=——0 HCR (n=11)

HEAT RE B ) JCS AR R

/» p:ins)

O=w=l ExRT (n=12)
==, IORT (palliative) (n=5)

n.s. . not significant

| S—

10

15

Survival in months
Fig. 3 Relapse-free interval for carcinoma of the gallbladder (HCR :
hyperthermo-chemo-radiotherapy ExRT : external radiotherapy)

7z, LA LYWEEE: HCRE L ICRAEEITRD
T, MEEE LIFITRCERTH - 72, TR
EHEBEEMEOMICLERZBH LD -2
(Fig. 2) (Table 6).

(3) BHHRE L ERED QOL ket

YEELUAD ORI RE A5 &, AT
fird 2 PR: 2%, NC:3#l, HCR# 2 PR:38
#, NC: 34, 5358 5 554 B (2 PR 741,
NC: 561 TdH - 7. PR %187 5EH @ 50% Z&5%h
AR 13 05 B T A7 30 H, HCR #£68 H, SEEME
M4 BETH) HCREFER TV,
NoICYBRBEO R ERRELINZ 2 4 TEYM
AR (relapse free interval) # g4 5 &, 4
BRIl BT AR IR A BB I AR
ATz, YgEEE: HCREEE oflicizFaEE
2Rl e o 1208, YIEREEIE HCR BIC 225
M DIt % @72 (Fig. 3).

QOL g & L TE&BED ABE B #, G HE
DIBITBBEATRE & % - 2EERIE B L U F DB
EHEERF LA, B B EUI W 109.5+
37.7H, B F M HEB0.0£16.5 B, HCR #
©118.0464.3 H, H|-%B M 5 B 5k 132.9+116.3
HTHY, EEEIRDLNL WL DODHEFH
B —Fm D - 7z, BEEWHE L % - HERIE TR
YIkREED T (77.8%) &b %<, WEFHiE
3# (60%), HCREETHI (63.6%), TH 5 D
(Rt L AR BB 1B (8%) o T Eeh
-7z, BEREZOEE HEIT, YIERRE210.0+£96.4
H, &8 F##115.0+12.2 H, HCR #:125.7

-
—

46

+48.8 H, /RIS HAREE 15 HTH ) IR
MBI A~ I EE B RS - 72 (Table
5).

4) BUERDIRE

Wkl 16z, IORT o -+ 385D
Wi ic 22 - 727260 L b N B AT 4 %786
7z (Table 1). R FHFED SFNICIZHH & H %
EEH #3dch -7z (Table 2),

HCRED 11417 5 b 2 4l B4 ¥ N o B B
RS L 3+ iR BEREBic WH o2 % @
B, 4PlCBEEDEM Y BEILBENNY
1CHERE & e L, SSHaETH - 72, HCR
B 141z DIC kg o 1 #L15 D ZEAL % B8 72 ¢
HCR & OB B I ABHTH - 72, HCR 247 72
finen 10 Pz 2 bt & 2 B LB E LR
Lbilieh -7z (Table 3).

SLERER S B 12 ) rp 3 Bl B B N o ok
Bz EIBE O ER 87z (Table 4),

=3 +=
oy fay,

%z =

MEZERE L B P AR A I B L <, W
BRANREZc EATHE & L CHEHL S N B B ARG T
b B, ZbDEATIEEEREIC N LR,
TR E B LR THw LT S
%, SEAFRIT BBLUTEELHTRETH
% 1;}.10)'

JEZEFHEHIC B UL PARE S S —RIN %
5%, YIBEFAT AT RE 2 S B I3 2k o> 10~30% 12

HAER SR 548 B4
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FE AL I HEATHIC B W TR, Z o
B & Ok, BI85 L & o R
OGN B2, Fific L 2R K E
A I AGEN, T 22 TE8 NE R
R F v & EAERBAEO m EE T B —
E 5 TWBY, Zhe@ah b, Paras
kevopoulos & |3 AT NEZEHE 12 5 2 Fifime ik
AR OEL#EN2 LT3, —F Na-
kamura &' [ §R B A BED B Aly, BETE+ 48
B BT I PUAR PR % &> 72 K Rl 2 AT o
N Es@E L Twa, L LILRIBRAm O
A EFIREO R —FOREBICIR S, #ATR
BROWEHEE L TLS ERT BICIEE> TV
WwrEBbhs,

— G BIARIC DWW T A 5 &, DO TR
VT AR AR & 2 6 NURERR Y 20 B 4t
BEIITON T o, Zo—HEE LTHE
%N, + 8% S ERE ORI
HEN T2 28, HEREORELFHLIZ W
B b, Lrl, BRFEEOHES, #if
HR G oo 1ns) - e B G Y, TR IR 7 &
O SRS HAl D HEA 1 P BUR R IG I  Fl A2
MEho0k 5, SR L RSB E
T3, Fields 64 1% 3 Bl AT HEZERE o) BAMRSERY
BRAREIC T LTS 217w 22 4 H, 277 A
EHFPORER FHE L, Buskirk 5 3§
oSE R E LRI oG RE 2 S LT
W5, Houry &' (3 FHiliik o> P HR #9577 95 312
MERBH 2T VEFEOYELBREL TW5, L
L Fields 69 13k & e BAEREHH 241
IS ERIREH D A TIIBMEDRFIIHEDH X E L T
V5, bHEOBEEREIC T 2 SRR o Bk
13, HR 50 HEEE 100 B o) 1 4F 4 1558 22 .4
%, 2EEFEIC.TREREL, HR L1330
Gy Ul E% A L7z 4Bl fBENE T 1 FEEHFR
50%, 2 FHEFH21.4%, FEOBEHID A DRI
median survival 8 # § t HiEL Twb, bbb
NDFEBI T 3 10 B 5 Hi ¥ 12 519> 50% 4 7718
iz 74 HEIZ$ &, B HEMToHEEREIT
WHRENAEHRDIIZ &L 5 T EDHHKTH S
9.

Fr 643 H 25 H

Todoroki 52 |3 17 #l o #e474#] 12 & L IORT
ATV 3 EAEFR10.1% %%, FHinsH 0%l
WNEEELZRD TS, IORT 2V Do)
BEHHITF LN TWEH, 1 ALGERNTH
HOEMBBEOHENFHETEH) 30Gy %
A% LM, MESRICHT ML EHTE L
RO LDMELELLD T ThitbA
I3 M O AR B L 18~25 Gy R
% IORT Bt & # 2, MENEICITHE
ELTARY 2E I VNBRA Thi - = & &R
ELTw3, bbb 2 =2 IORT @ #Rfit &
HRORVCERBMBIC RIT T B e g,
IORT 7 it 20 Gy LL'F, B4 HE#H% 36 cm? LI
DFEBNC 40~50 Gy DIEBIH % M A A b+ 72
e LN RN TR B 2 L 2
Lz Lz®, &L, IORT 2 FE L - EHT
YIRS Tl BB HEIC b b &2 21530 W
i L Tz AR o fifE® HIEL, 0 ZH 7
#iE TIORT 2ATWAEBIST I3 ERE L T\ 5,
A El DM T L YBRFMT I B L 72 IORT i i
BFMBEIC N 2 IORT X Mol L, SEHiRE I
HS5Gy Lk l, HELEZZALF—3K, B
HERLI1/2TH -7, Busse 5 T
V2%, MHIERIC A9 2 JORT 13 W BR 4T i 4
MAT22L0, ZoMEE2RLFAMNTEZ 55T
b EBbis, HEBMoMEY BIETHAC
IZIORT i3 { T boost B DS T 5
Z, BRI OGEIZ L DB ) > o< R~
DFRIRSEHENEG B2 AR 5 = & 2 R & 9
EThHAH),

HEEERE I 0 LIRSIRE DT O S Z & 13 Tny
ArZp 028, N IEIEIC T B iR A & o I #E
RS BIREIC O W TR, blbhogi~N
F2ZB) TRILK LD DMEDATH - 72, 1l
LI EATIE A 4 )1 X L adriacin F 72 13
mitomycin C % Fvs, K& #E 16 Gy /8 @] &
13.56 MHz % B h0iR 4 [8 & o> IR #0F B S b
HREAITOWIEREFMM L9 A2 o
1 RIGF e B AR I bRk 2 0FA L o B
DFEAI NERICENL T2 LT3,

bbb L LA & V) BT B - #ia

47
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FEHER I A LR A i IR B 24T - T B D, IAFE
FEFFERE I 3 L T 18 2ADR O SRR s & 5B
BHZAT WA 2R L 72, 2 o7z IHEEE i
FEBIIC & IR BB R RO A 2 s L 7z,
Z O, IRBFREDFE ORI N 2 K
PERI=e, AbFBREsl OB SRR % AR L C
(bR 2 0E 3 2 IR B bR i % i
L72dt, bbNdigk i3 LIET & ) #4702
Iz 3 L MTX/5-FU Ky 248 5 % 17 ik
RE2HIFTHB 0, BECFHOR % E4TT
Lichi VAEEGHT I L E L, —H o
BTiE MTX ic4~b Y CDDP 248 L 7=,

BEGER B SRR OTREHE L THRE L9 (3,
50~60 Gy O HUH i HE & 42°C LLE o Az s
LB L LT3, SRzl EiE Liznld
HCRE 1 HIH6H TH N, MBERRDEH I
FRRHAE, AR DR H BT,
BAFHIZ 43CEZ TR TELERTH - 72,
SR T REMZ 22 6T, &) E#ED
M EDFCE B L BbND,

HCR#D 11 HlH 6 Flic JESHETN O B £ 7213
T ARG IC L F 2 (T BB & B, G ORI
iz~ Th - 72, ERE A %27 2
12 Bl SRR S B T S $ 2 I R o
Bei3 3l ATH ), HCR EEICKE & VERH A
LEIRD D B, 7277 LiGERAR OS5 TR 5 b
DEPICAMBHREZ T > TV 2 b TR WD
TIEMEZL B I REETH ), Z 0m A TiREGE
ARG AR OB * M TN E Tl v
FZTwd, bEREDHRICL 2 b s HE
k&gu‘f’ﬁmﬁi%rb&ﬁ‘c 7z,

R B B R bR B 2 4T 2Bl VT
{ Stage IV THh D FAARE 2 #EATREN T, 4
WA L7z 4 BED e TIPS AR I D Wiy
AT E2ROMEGRTH 5 0%, BMEHFRELALD
& YIBREE & R DR % R L ARE 0 F B2
dHeoniz, L, ZHMEOM TIIAEEREIZ
W ODURHOREICIESL T, ZOE TR
YIBkFAliic IORT #6tH T 3 Z & DA R
SNz, F2IERHBRBEREE & 7 - 2 iERIHe,
ZoBOEEMBOBE L, YRR

48

iRaNC FAWAd ' R N DA

FAEFEL A LB S FAC IORT % 4f
L T b iR R RO B b2 B 0 B 13 R
T, 48T N5 DFEFNCA L TIZBAE T % 17
b, IREGERBE AR OB % FH T
Ed LNdw, 7272 LBBETTEE & 7 B REF ol
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