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Table 1. Phase II trials of pre-(or peri-)operative chemotherapy in localized gastric cancer

Median 5 Surcical Sureical
Author Regimen Patient selection No. RO rate pCR  survival ),,r urg.l Cj‘l urglga
survival morbidity mortality
(months)
Ajani(6) (1991) EFP x2 — surgery Resectable 25 2% 0% 15 44% 12.5% 4%
— EFP x3 (major)
Ajani(7) (1993) EAP x3 — surgery Resectable 48 T71% 0% 155 NA NA 0%
— EAP x2
Kelsen(8) (1996) FAMTX x3 — surgery T3-4 Nany or T2 56 61% 0% 15.3 40% 34% 4%
— ip FP+iv 5-FU N1-2
Crookes(9) (1997)  FLP x2 — surgery Resectable 59 68% 8% 52 64% 23% 3.6%
— ip FUdR/CDDP x2
Ajani(10) (1999) FP/INF @ -2b x5 Resectable, >TI, 30 8% 7% 30 NA 24% 0%
— surgery =2 cm (major)
Schuhmacher (11) EAP x3-4 — surgery 1I-1v 42  74% 0% 19.1 NA 44% 2.8%
(2001)
Newman (12) (2002) IP x2 — surgery =>T3 andfor N+ 22 7% 0% NA NA 58% 5.3%
— ip FUdR/CDDP x2
Ott(13) (2003) FLP x2 — surgery T3-4, N any 49  65% 0% 29 NA 19% 0%
Barone(14) (2004)  EEP x3 — surgery I, 1II 25 80% 0% >40 64% 29% 0%
— EEP x3
Brenner(15) (2006) FP x2 — surgery T2, N1-2 or T34, 38 84% 0% 30.3 3-yr OS 29% 0%
— ip FUdR/LV x3 N any 45%

pCR = pathologic complete response; EFP = etoposide + fluorouracil + cisplatin, EAP = etoposide +adriamycin+ cisplatin, NA = not
available;, FAMTX = fluorouracil + adriamycin + methotrexate; FP = fluorouracil + cisplatin; ip = intraperitoneal, 5-FU = 5-fluorouracil;
iv = intravenous; FLP = fluorouracil +leucovorin + cisplatin, INF = interferon; IP = irinotecan + cisplatin; EEP = epidoxorubicin + etoposide

+cisplatin, FUdR = floxuridine; LV = leucovorin.
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0.001), 7+ &4 X Z7}+9.3% vs. 26.3%, P=0.04), 3~4%
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Table 2. Comparison of trials of pre-(or peri-)operative chemotherapy in localized gastric cancer between the West and Korea

MAGIC(S) FNLCC(21) Kang et al(22) NCC Korea(23)
No. of patients 503 224 109 87
Regimen ECF x3 — surgery FP x2-3 — surgery PEF x2-3 — surgery DP x3—surgery
— ECF x2 — FP x34 — PEF x3-6
Increase of RO rate 29% 1 (66.4%—69.3%) 11% 1 (73%—84%) 8.7% 1 (61.1%—69.8%) 87% 1 (72.7%—81.4%)
Downstaging Yes No Yes No

Increase of pT0-2  14.9% 1 (36.8%—51.7%)

Increase of pNO-1  13.9% 1 (70.5%—84.4%)
in pNO

Yes
13% 1 (23%—36%)

Survival improvement
Increase of 5-yr OS

10% 1 (32%—42%)

13% 1 (20%—33%)

Yes

14% 1 (24%—38%)

NA (increase of stage II:  9.4% (34.2%—43.6%)

13% 1 [16.7%—29.8%])

NA 17% 1 (36.8%—53.8%)
No NA
248 yrs — 3.58 yrs NA

in median survival

ECF = epirubicin + cisplatin + 5-fluorouracil; FP = 5-fluorouracil + cisplatin; PEF = cisplatin + etoposide + 5-fluorouracil; DP = docetaxel

+cisplatin;, NA = not available; OS = overall survival.
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Preoperative Chemotherapy in Advanced Stomach Cancer (Pros)
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In gastric cancer, the only potentially curative treatment is surgery that attempts to achieve curative (R0) resection.
However, despite the use of curative resection, a recurrence develops in a high percentage of patients, especially in
cases of serosa and/or lymph node involvement. As a strategy to improve the survival of the patients with resectable
advanced gastric cancer, neoadjuvant chemotherapy has been evaluated in several phase Il trials and a few phase
Il trials. The results of these trials have confirmed the feasibility and safety of this approach with no apparent increase
in surgical complications. Recently, the findings of a large phase Il randomized trial (MAGIC trial) have indicated that
compared to the use of surgery alone, perioperative chemotherapy, using both a neoadjuvant and adjuvant strategy,
decreased the number of T and N stage cancers and improved survival. The results of another recent phase Il trial
(FNLCC 94012/FFCD 9703) also showed that compared to the use of surgery alone, perioperative chemotherapy improved
the RO resection rate and survival. In both trials, the improved outcomes may be attributed to the use of neoadjuvant
chemotherapy because of poor compliance with adjuvant chemotherapy. These results cannot be directly translated to
clinical practice in Korea due to differences in surgical techniques and outcomes. However, the findings of a few small
phase Il and Il trials performed in patients with locally advanced gastric cancer in Korea have also suggested that
neoadjuvant chemotherapy would result in the improvement of the RO resection rate and down-staging of the disease.
More effective chemotherapy regimens are needed in future large randomized ftrials to determine the subset of patients
that will benefit from neoadjuvant chemotherapy and to determine the extent of benefit. (J Korean Gastric Cancer Assoc
2008;8:57-64)
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