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Current status of GB cancer in Korea

• Most common type of bile duct cancer

• Mostly adenocarcinomas

• Incidence of bile duct cancer

- 6.7/100,000

- 9th most common cancer in Korea

• Incidence of gallbladder cancer

– 2.96/100,000 

- 40% of entire bile duct cancer

Wi et al. Cancer Res Treat. 2018



2005-2008 2009-2013

Localized 21.8% 21.3%

Regional 37.2% 37.7%

Distant 41.0% 41.0%

2005-2008 2009-2013

Localized 66.3% 73.5%

Regional 25.0% 35.0%

Distant 3.2% 2.5%

Incidence

5-year survival rate

Overall 5 yr survival rate 28.7%

Wi et al. Cancer Res Treat. 2018



5 yr survival rate similar to lung cancer and only higher
than pancreatic cancer



Reasons for poor survival

• Low early diagnosis rate

• Not so effective chemotherapy

- Gemcitabine + cisplatin, the only regimen
with proven efficacy

- No 2nd line chemotherapy

• Surgical technique (simple vs radical)

• Early metastasis



Lymph node metastasis in GB cancer

LN metastasis of gallbladder cancer starts even when
it is confined to muscular layer.

Oh et al. J Gastrointest Surg, 2013



Lymph node metastasis ∝ 1 / survival

Oh et al. J Gastrointest Surg, 2013



To improve survival

• Early diagnosis

- More localized cancer

• Improved surgical technique

- Increase complete resection rate and
reduce recur rate

• Adjuvant therapy

- reduce recur rate and prolong survival?



Does adjuvant therapy works?

• There is no prospective randomized
clinical trials to prove its efficacy.

• Most of clinical trials included GB and
other biliary cancer altogether.

• Only retrospective study, meta analysis
and big data analysis are available.



Retrospective study

• Multicenter study, Korea

• 441 patients

• Stage I, II, III, R0 disease

• 84 patients with adjuvant therapy vs
279 patients with no adjuvant therapy

Go et al. Cancer Res Treat. 2016



- 5 year survival rate 66.2% vs 70.4% after propensity score
matched analysis (p = 0.703)
- Fluoropyrimidine adjuvant therapy
- Stage III including both LN(+) and (-)

Go et al. Cancer Res Treat. 2016



Meta-analysis

• Ten retrospective studies

• 3,191 patients

• Improvement of OS in Surgery + adjuvant
chemotherapy compared to surgery only

• Benefit in node (+), R1 disease, stage ≥ II,
Asian countries

Ma et al. BMC Cancer, 2015



Ma et al. BMC Cancer, 2015





Big data analysis (1)

• American cancer data base

• 20,858 patients

• T1-3 patients (excluding T1N0M0)

• 1373 patients with adjuvant therapy vs
3402 patients with no adjuvant therapy

• No difference in OS

• Maybe benefit of chemoradiotherapy in T3
or LN (+)

Mantripragada et al. J Natl Cancer Inst, 2017



Overall survival not affected by adjuvant therapy.
Chemoradiotherapy was beneficial in T3 or node positive disease



Big data analysis (2)

• American cancer data base

• 4,379 patients

• ≥ T2 patients

• 967 patients with adjuvant therapy vs 3406
patients with no adjuvant therapy

Bergquist et al. Int J Cancer, 2018



Bergquist et al. Int J Cancer, 2018



Is Nx = N0 or N1?
Bergquist et al. Int J Cancer, 2018



• Nx = between N1 and N2, not N0

Oh et al. J Gastrointest Surg, 2013



ESPAC-3 trial

• Periampullary cancer (22% patients with
bile duct cancer)

• Europe

• 5-FU + folinic acid or gemcitabine vs
observation

• 143 vs 141 vs 144

Neoptolemos et al. JAMA, 2012



Survival benefit with gemcitabine adjuvant therapy only in multiple
regression analysis.



BILCAP trial

• Biliary tract cancer (15% of patients with
GB cancer)

• Europe

• Capecitabine vs observation

• Randomization according to tumor site,
resection status, PS, and surgery center

• 223 vs 224

Primrose et al, ASCO, 2017



Incidence of grade ¾ toxicity was low
No subgroup analysis was reported

Primrose et al, ASCO, 2017



Conclusion

• Survival of GB cancer is poor.

• Reasons for adjuvant therapy is clear, but
evidences that it works are limited.

• Recent trials have shown the hope of
survival improvement with adjuvant
therapy.

• Finding effective chemotherapeutic agents
is a key point.



Take home messages

• Gemcitabine is a key chemotherapeutic
agent for adjuvant therapy

• Capecitabine can be an another choice for
adjuvant therapy.

• LN involvement is an indication for
adjuvant therapy

• Adequate LN sampling is important in
deciding whether to do adjuvant therapy.


