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FOLFIRI Regimen as a Second-line Chemotherapy after Failure of First-line
Chemotherapy in Advanced Gastric Cancer
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Background: Second line chemotherapy is often considered in advanced gastric cancers. We assessed irinotecan in
combination with fluorouracil in patients experienced diseases progression after first line chemotherapy.

Methods: Prospective trial was done at 7 centers in republic of Korea. Patients aged 18 years or older with advanced
gastric adenocarcinoma and disease progression on or within 4 months after first-line chemotherapy were assigned
to receive irinotecan 180 mg/m2 and 5-fluorouraicl 400 mg/m2 intravenously bolus injection on days 1 and leucovorin 200
mg/m’ for 2 hours and 5-fluorouracil 600 mg/nt for 22 hours intravenously infusion on day 2 of a 14-day cycle (FOLFIRI group).
The primary endpoint was objective tumor response (OR). Efficacy analysis was by per-protocol, and safety analysis included
all patients who received at least one treatment with study drug.

Results: Between January 1, 2014 and December 31, 2016, 28 patients were assigned to FOLFIRI treatment. Of those
20 patients were completed the study protocol. Per-protocol analysis, two patients among 20 subjects (10.0%) showed
partial response. Overall survivals of FOLFIRI group; median 10.1 months [95% Cl 4.9-15.3] Grade 3 and higher adverse
event that occurred about 5%, but grade 3 or higher febrile neutropenia or life threatening complication was not reported.
Conclusion: Combination chemotherapy with irinotecan, 5-FU, and LV is feasible in gastric cancer patients previously
treated with platinum-based chemotherapy
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FOLFIRI group
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Drop out (n=7)
— CVA attack (n=1)
— Follow up loss (n=3)
— Clinically evident of diseases progression
(increases ascites or symptoms of gastric
outlet obstruction; n=3)

FOLFIRI group
(Completed Chemotherapy; n=21)

Drop out (n=1)
™| Protocol violation (n=1)
— Response evaluation after 4" CTx

FOLFIRI group
(per protocol population n=20)

Fig. 1. Trial profile.
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Table 1. Demographic features of patients and their tumors in
the intention-to-treat population

FOLFIRI group (n=28)

Age (years) 56.5+11.1
Sex
Men 18 (64.3)
‘Women 10 (35.7)
BSA (n) 1.66+0.20
ECOG PS
0 10 (35.7)
1 15 (53.6)
2 3(10.7)
Previous Chemo-regimen
FOLFOX 14 (50.0)
Xeloda with oxaliplatin 4 (14.3)
TS-1or xeloda with cisplatin 4 (14.3)
Herceptin with 5-FU with cisplatin 1(3.6)
Others 5(17.8)
Diseases status
Inoperable LN metastasis 12 (42.8)
Carcinomatosis 8 (28.6)
Ascites (moderate amounts) 2(7.2)
Hematogenous liver mets 6(21.4)
Initial laboratory findings
WBC (/mm’) 6,210+2,898
Hemoglobin (g/dL) 11.0+1.4
Platelet (10*/mm’) 199+81
BUN (mg/dL) 14.9+4.7
Creatinine (mg/dL) 0.73+0.23
CEA” (ng/mL) 6.73 (2.23-118.20)

CA19-9* (UmL) 8.17 (2.90-38.88)

Note. Unless indicated otherwise, data are the number of
patients with percentages in parentheses

"Data are medians, with IQR in parentheses

Abbreviations; BSA; body surface area, ECOG PS; eastern
cooperative oncology group performance status, WBC; white
blood cell, BUN; blood urea nitrogen, CEA; carcinoembryonic
antigen, IQR; inter-quartile range
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(Table 3, Fig. 2).
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Table 2. Response evaluation and survival outcomes of patients
in per-protocol analysis

FOLFIRI group (n=20)

Overall response

Complete response -

Partial response 2(10.0)
Stable diseases 11 (55.0)
Progressive diseases 7 (35.0)
Follow up (months) 9.6 (5.8-11.6)
PFS " (months) 4.3 (3.0-5.6)
0S " (months) 10.1 (4.9-15.3)

Note. Unless indicated otherwise, data are the number of
patients with percentages in parentheses and were compared by
using the Chi-Square test.

‘Data are medians, with IQR in parenthese

"Data are estimated median with 95% CI

Abbreviations, IQR; inter-quartile range, PFS; progression free
survivals, OS; overall survivals, CI; confidence intervals

Table 3. Treatment associated adverse events

FOLFIRI group (n=28)

Grade 1-2  Grade 3 Grade 4
Neutropenia 1(3.6) 2(7.1)
Febrile Neutropenia 13.6)
Diarrhea 0
Oral mucositis 1(3.6)
Cerebrovascular attack 1(3.6)

Data are number (%), unless otherwise stated
Abbreviations, SIRS; systemic inflammatory response syndrome
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Fig. 2. Kaplan-Meier plots for PFS (A) and OS (B).
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Table 4. Administered dose of chemotherapeutic agent with adjusted dose at each cycle

FOLFIRI 1* cycle (n=28)

FOLFIRI 2™ cycle (n=25)

FOLFIRI 3" cycle (n=21)

Irinotecan S-FU N;Z;iz(:ts()f Irinotecan S5-FU N;;Itlizis()f Irinotecan S-FU N;Z;ik::ts()f
100% 100% 20 (71.4) 100% 100% 11 (44.0) 100% 100% 7 (33.3)
75% 100% 6(21.4) 75-80% 100% 5(20.0) 75-80% 100% 5(23.8)
75% 75% 2(7.2) 75-80% 75-80% 4 (16.0) 75-80% 75-80% 4 (19.0)
50-60% 100% 2 (8.0) 75-80% 100% 2 (9.6)
100% 50-60% 1(4.0)
50-60% 50-60% 2 (8.0) 75-80% 75-80% 3 (14.3)
92.8+11.57  98.2+6.6 83.0£18.7  90.0%17.7 774%19.2  88.1+18.7

Note. Unless indicated otherwise, data are the number of patients with percentages in parentheses
Percentage of administered dose of chemotherapeutic agent compared to calculated dose by BSA
" Average with standard deviation; percentage of administered dose
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