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1. 71%

5. okelatgol ek A
7} EEARAR
1) Inhibitory action of gemcitabine and other various anticancer agents on
human biliary tract cancer cell growth and various types of solid cancer cell
growth (in vitro study), (204-1)
2) Antitumor effect of gemcitabine on human gall bladder cancer and bile duct
cancer transplanted to nude mouse (Exp 619. Exp 621)

1) Cisplatin plus Gemcitabine versus Gemcitabine for Biliary Tract Cancer (The
New England Journal of Medicine, 362, 1273-1281, 2010) (ABC-02 trial)

Literature References
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5.1. E8ANF #3 A=

- Inhibitory action of gemcitabine and other various anticancer agents on human biliax tract cancer
cell growth and various types of solid cancer cell growth(in vitro)



Table 3 ICgq (nM)24hr

name | Cfemeitabine | Doxorubicin 5-FU Cisplatin SN38
Cell strain (nM) (nM} (uM) (M) (nM)
TGBCITKEB >1000 >2000 >100 6.7 =>1000
HuCCT1 93 =2000 =100 =20 240
A549 160 2000 19 10 =1000
PAL 34 38 11 0.21 16
MCF7 >1000 =2000 =100 =20 >1000
WiDr 41 1800 =100 12 650

Tumor growth inhibitory activity was determined by MTT assay after 24-hour treatment,
1Csgq was determined from the curve of plotting the relationship between concentrations and

cell survival rate (the mean value of X=X measurements per concentration),

Table 4 [Cyo (nM) 96hr
rug pame | Gemeitabine | Doxorubicin 5-FU Cisplatin SN38
Cell strain {nM) (nM) (pM) (M) (nM)
TGBCITKB =>1000 =2000 =100 6.0 =>1000
HuCCT1 24 840 S8 =20 100
AS549 15 760 6.5 6.8 260
PAl 4.0 14 3.0 0.11 3.6
MCF7T =1000 640 =100 =20 740
WiDr 5.5 560 35 5.4 60

Tumor growth inhibitory activity was determined by MTT assay after 96-hour treatment.

ICsq was determined from the curve of plotting the relationship between concentrations and

cell survival rate (the mean value of XX measurements per concentration),

Gallbladder cancer:
Biliary tract cancer

.
Non-small cell lung cancer *:

B 7
Ovarian cancer “:

Breast cancer

Colon cancer

1

Biliary tract cancer :

TGBC2TKB, 6 generation™

HuCCT1, 78" generation
A549, 88" generation
PA-1, 339" generation
MCE-7, 12 g:e:nerati.cm‘3
WiDr, Third generation”
HuFi28, 13" generation™

- antitumor effect of gemcitabine in human biliary tract xenograft model (in vivo)

- 50mg/kg, 100mg/kg °F& F

- TGBCZ2ITKB(H4d%), HE4MHUCCTD F+ YA

Faskelt.
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O Cisplatin plus Gemcitabine versus Gemcitabine for Biliary Tract Cancer (The New England Journal
of Medicine, 362, 1273-1281, 2010) (ABC-02 trial)

- Sado 1YY B Aol WEeh WY H& Yoh¥ Aampullary cancer)E 7H7 41099 2t
- A AZR@5mg/m)Fe] o F AN B Fol(8F7] Fo W 3% ke, 193 8ol MmUY T
1000mg/m?*) i AAE G5 QW (657] 5ot v 35vit}, 193 8o AFH4  ZF1000mg/m?)S o)
27 B ol WES Tae] Wgstdnh. A4 BrEsE AAYEIAT

cisplatin—-gemcitabine group gemcitabine-only group
N=204 N=206
11.7 8.1
median survival 95% CI : 9.5 to 14.3 (95% CI, 7.1 to 8.7
(months) hazard ratio, 0.64; 95% CI, 0.52 to 0.80)
(P<0.001)
8.0 5.0
PES (95% Cl, 6.6 to 8.6 (95% Cl, 4.0 to 5.9
(months) hazard ratio 0.63 (95% CI, 0.51-0.77)
(P<0.001)
% AEA
- performance (ECOG score)el] wg} 0-1 Xt} 204 Fols#] &e
% AYA WA WhsE, Faud4 Fe deld YEIQ@ U F& d 9 BEYS
(cholangiocarcinoma) T=+¥ @4, & %Wl‘%?}?(ampullary carcinoma) °.2 AW Z oA %
st kg wa; ECOG 3 e7t 0, 1, T
Previous therapy — no. (%)
No 50 (24.3) 50 (24.5) 0.96
Yes 156 (75.7) 154 (75.5)
Type of previous therapy — no. (%)
Curative surgery 48 (23.3) 37 (18.1) 0.20
Palliative surgery 40 (19.4) 37 (18.1) 0.74
Laparotomy 49 (23.8) 48 (23.5) 0.95
Biliary stenting 92 (44.7) 93 (45.6) 0.85
Radiotherapy 5(2.4) 3 (1.5) 048
Adjuvant chemotherapy 5(2.4) 3 (1.5) 0.74
Photodynamic therapy 1(0.5) 1(0.5) 1.00
Other therapy 81 (39.3) 76 (37.3) 0.14
Extent of disease — no. (%)
Locally advanced 49 (23.8) 55 (27.0)
Metastatic 157 (76.2) 149 (73.0)
Primary tumor site — no. (%)
Gallbladder 76 (36.9) 73 (35.8)
Bile duct 119 (57.8) 122 (59.8)

Ampulla 11 (5.3) 9 (4.4)



No. of

Subgroup Patients Hazard Ratio (95% Cl)
ABC trial group
01 86
02 324
Extent of disease
Locally advanced 104
Metastatic 306
Primary tumor site
Intrahepatic 80
Extrahepatic 73
Hilar 57
Gallbladder 149
Ampulla 20
Not specified 31
ECOG score
0 130
1 228
2 52
Previous therapy
Mo 100
Yes 310
All patients 410
1
Cisplatin-Gemcitabine Gemcitabine

Better Better

065 (0.42-1.01)
0.64 (0.50-0.83)

0.47 (0.29-0.74)
074 (0.57-0.95)

057 (0.34-0.94)
073 (0.43-123)
059 (0.32-1.09)
061 (0.42-0.89)
0.62 (0.21-1.82)
0.98 (0.46-2.11)

0.50 (0.33-0.77)
0.68 (0.51-0.91)
0.90 (0.49-1.66)

0.65 (0.41-101)
0.64 (0.49-0.82)
0.64 (0.52-0.80)

Figure 3. Hazard Ratio, According to Trial and Prespecified Baseline Factors.

ABC denotes Advanced Biliary Cancer, and ECOG Eastern Cooperative Oncology Group. ECOG scores range from

0 to 5, with lower scores indicating a higher level of functioning. The red line indicates the hazard ratio for death

(0.64) in the intention-to-treat population.
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) Gemcitabine is indicated for treatment of patients with biliary tract .
Thailand 2006 12€8¥
cancer.
) Gemcitabine is indicated alone or in combination, for treatment of .
Chile ) ) . 2006 34€99¢
patients with biliary tract cancer.
) Biliary Tract Cancer. Gemcitabine is indicated for treatment of .
Mexico , ) . 2005912¥€5Y
patients with biliary tract cancer.
) Gemcitabine is indicated for treatment of patients with biliary tract .
Ukraine 2006164984
cancer.




Single—agent use: Adults: The recommended dose of gemcitabine is 1000 mg/mz, given by

30-minute intravenous infusion. This should be repeated once weekly for three weeks, followed by
a one week rest period. This four week cycle is then repeated. Dosage reduction with each cycle

or within a cycle may be applied based upon the amount of toxicity experienced by the patient.

Combination use: Adults: Gemcitabine in combination with cisplatin is recommended using cisplatin

70 mg/m® on Day 1 as an intravenous infusion, followed by gemcitabine 1250 mg/m® administered
on Days 1 and 8 of each 21 day cycle, given as a 30-minute intravenous infusion. This three week
cycle is then repeated. Dosage reduction with each cycle or within a cycle may be applied based
upon the amount of toxicity experienced by the patient.
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