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Table 2 Patient characteristics-I

Gallbladder

Overall
MF |Control| MF Control

No. of patiens evaluated 232 204 69 43
Sex

Male 136 106 30 11

Female 96 98 39 32
Age, yr

Mean 61.9 62.4 62.8 64.0

Range 33-74 | 35-74 | 34-74 @ 46-74
Curability of resection

Curative 131 125 31 20

Non-curative 101 79 38 23
Stage

11 65 49 14 3

il 76 71 23 14

v 90 83 32 26

Unknown 1 1 0 0
Metastasis

Yes 198 175 65 43

No 34 29 4 0
Localization of

metastasis

Lynph nods 131 133 44 34

Peritoneum 13 5 6 3

Liver 16 9 7 5

Others 1 1 0 0
Performance status

0 80 68 38 21

1 66 65 16 10

2 33 36 4 4

3 27 24 7 6

Unknown 26 11 4 2

MF: combination chemotherapy of MMC and 5-FU,
Control : surgery alone There were no differences in any
characteristics between MF and control.

Table 1 Summary of ongoing clinical trials in pancreatic carcinoma

Protcol outline

| intraoperative radiation+5-FU

and postoperative 5-FU +external-beam radiation

i Project
Investigator | Phase | . .. -
City of Hope I 15|

SWOG '
Roswell Park I
BRUOG 1l —
NCI I

SWOG : Southwest Oncology Group, BRUOG : Brown University Oncology Group,

NCI: National Cancer Institute

55 preoperative 5-FU/leucovorin/dipyridamole/MMC
24 preoperative radiation+5-FU/MMC

preoperative radiation+ paclitaxel

60 inpraoperative hyperthermic perfusion+CDDP/MMC
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Table 3 Patient characteristics-11

Pancreas Bile duct Ampulla of vater
| MF Control MF Control MF Control
No. of patiens evaluated 81 77 58 60 24 24
Sex |
Male 81 77 46 41 13 11
Female 47-34 46-31 12 19 11 13
Age, yr
Mean 60.1 61.5 64.5 62.6 59.3 61.8
Range 33-74 35-74 44-74 42-74 37-74 49-73
Curability of resection
Curative 45 47 34 38 21 20
Non-curative 36 30 24 22 3 4
Stage |
1I 25 25 15 12 11 9
I 17 21 27 21 9 | 15
v 39 31 15 26 4 0
Unknown 0 0 1 1 0 0
Metastasis
Yes 72 62 49 54 12 8
No | 9 15 9 | 6 12 16
Localization of metastasis
Lynph nods | a7 45 28 39 12 15
Peritoneum 2 1 0 1 0
Liver 9 | 4 0 o | 0 0
Others 0 1 1 0 0
Performance status | |
0 23 22 15 15 4 10
1 24 30 18 18 8 7
2 16 13 8 14 5 5
3 9 7 7 9 4 2
Unknown 9 5 | 10 4 3 0

MF : combination chemotherapy of MMC and 5-FU, Control : surgery alone
There were no differences in any characteristics between MF and conlrol.
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Table 4 5-year survival rate
Primary site [ n | MF | Control .Logrank-test
Overall | 436 | 20.9% | 20.8% ns
Gallbladder 112 | 26.1% | 14.4% p=0.0372
Pancreas 158 | 11.5% | 18.0% ns
Bile duct 118 | 26.9% | 23.9% ns
Ampulla of vater | 48 | 25.0% | 35.2% ns

MF : combination chemotherapy of MMC and 5-FU,
Control : surgery alone

Fig. 1 Survival carves according to curability in
gallbladder carcinoma

Survival rate(%)

Years after surgery
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DEEZL, EHEODHETIE Collagen Gel Droplet
Embedded Culture Drug Sensitivity Test (CD-
DST) 'z & 2 YRS IERER & B A L 1Rt
FREDORA RHBL T3, SEEA LK CD-DST
OFHELT, O 0=—-FEE, FHEEEREIE
F, @30ul OME 3 RITHEED 121X 10%cells T 6
FH OB ERETTRE, QOEGRFITERE X D¢
EMRE % SR AR 03T RE, OEEEREE ©
FHlAEE R & & & EBET s 5, BIEFIHIE Fig. 2
KRTZTELTHY, b MEMBETIREERY X7 4
¥ v b (Primaster™, FHAY 7 F > (#), KK zH
Wiz, FERIEEANS-FU 1.0xg/ml, MMC0.03ug/ml,
cisplatin (CDDP) 2.0ug/ml, vindesine 0.01ug/ml,
etoposide 1.0ug/ml, ADR 0.02xg/ml @ 2484
TRETL T 5, JE I FEFNEEE (T) & EHIXK
e (C) LDt (T/C) 28=50%%%F%), 50<T/
C=60%B5E, 60<T/C 2 MEHEHE LIz, ThET
BEELLG, REEREMIRY VN EiER 26, +2i6BH
SHETRE 3 BlDEr 166 EHE L 72, FMREEE X 2HIKTh
L, BEE, HEECBT 3 EARZEOHRIL Fig. 3
DZTELTHD, BERBOBMHERIISFULR LR
<30%, KT MMC, ADR 27%, CDDP 18% DIE
T, —H, HE®ETIES-FU, MMC 55 &< 60%,

CDDP i320% L ;b EWHER TH -7z, £/, 2TD
FERPER LD DHEBTRZEIEVER S

Fig. 2 Procedure of CD-DST

Fresh surgical specimen

| mince finely
| digest in the cell dispersion enzyme
w

Cell suspension

suspend in medium
incubate in the collagen coated flasks for 24hr
collect live cancer cells adhered to the flask by dissolving the collagen with the

collagenase containing enzyme cocklail
Cancer cell suspension

embed in 30m] collagen droplet at final density of 1 x 10° cells/ml
incubate with the anticancer drugs for 24hr
remove the anticancer drugs

and culture in the serum free medium for further 7days
neutral red stain

image analysis

Evaluate
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Fig. 3 Sensitivity rate of individual drugs
obtained by CD-DST
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Table 5 Sensitivity of primary cancer cells in CD-DST

Primary site 5-FU MMC CDDP vDS

Pancreas + + +
Pancreas + = +/—- |
Pancreas + +/— +/—-
Pancreas +/- + —
Pancreas — + | +
Pancreas +/- —
Pancreas = +/— -
Pancreas = |
Pancreas — = =
Pancreas — — -
Pancreas — = ‘ =
Bile duct + +/- +
Bile duct* +/- + +/-
Ampulla of vater + + —
Ampulla of vater + + +/— +/—
Ampulla of vater - — I —

+ : positive, +/— : borderlinre, — : negative

*Rrecurrence of lymph node after surgery
Blank means not tested.

| VP16 | ADR

Postoperative chemotherapy

+ yes(5-FU+ADR)
| yes(5-FU+CDDP)

= +/— | yes(5-FU+CDDP+MMC)

- = yes(5-FU+CDDP +MMC)

+ |+ yes (5-FU+MMC)

- — No

- - No

- + [ No

- - No

- - No

- - No

+ + yes (5-FU+MMC)

- +/— | yes(5-FU+MMOC)

+ + No(rejection of chemotherapy)
+ /= = No(stage I)

- - No
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tasis after extended pancreatectomy for

Postoperative Adjuvant Therapy in Pancreatic and Biliary Tract Carcinoma

Tadahiro Takada
The First Department of Surgery, Teikyo University School of Medicine

Chemo-radiotherapy has been a common modality of postoperative adjuvant therapy in pancreatic
carcinoma in Europe and the United States. In many opinions, chemo-radiotherapy seems to be effective
in controlling the local recurrence, but a remarkable improvement of survival has not been proven.
Loco-regional chemotherapy to prevent hepatic metastasis after surgical resection is recognized as one
of the promising postoperative adjuvant therapies. Recently several clinical trials to evaluate pre- and
intraoperative adjuvant therapy are ongoing in Europe and the United States, while there are only a few
reports showing effectiveness of postoperative radiotherapy in biliary tract carcinoma. In the results of
our randomized controlled trial (Japanese Study Group of Surgical Adjuvant Therapy for Carcinoma of
the Pancreas and Biliary Tract) in resected patients, a significant improvement of survival by postoper-
ative systemic chemotherapy was observed in non-curatively resected gallbladder carcinoma, but not in
pancreatic and bile duct carcinoma. We think that this result consists with our previous 2 trials in
nonresected patients showing that FAM combination chemotherapy suppressed disease progression in
only gallbladder carcinoma. In the CD-DST, primary culture was successful in all 16 patients with
pancreatic and biliary tract carcinoma. They were most sensitive to 5-FU, MMC and ADR among the 6
tested drugs, and positive rate in these drugs tended to be higher in biliary tract carcinoma than in
pancreatic carcinoma. At present we are evaluating the correlation between clinical outcome and
sensitivity in CD-DST in additional patients.
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