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Fig.1 NCCN guidelines for the treatment of unresectable locally advanced gastric cancer patients
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Fig.2 Kaplan-Meier curve of OS in single-arm Phase I Trial
(n=35)
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Fig.3 Trial profile at the primary analysis cutoff date

*: Deemed ineligible by the data and safety monitoring board after
having received protocol treatment. APTS: All-patients-treated set;
FAS: Full analysis set; IP: Intraperitoneal and intravenous paclitaxel
plus S-1; PPS: Per-protocol set; SP: S-1 plus cisplatin
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Fig. 4 Diagram of different data sets
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Fig. 5 Stratification of peritoneal metastasis
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Tab.1 Baseline demographic and clinical characteristics of the

full analysis set

Characteristic IP (n—114) SP (v50)
No. % No. %

Agelyear

Median 60 63

Range 25-74 37-72
Gender

Male 65 57 25 50

Female 49 43 25 50
ECOG PS

0 83 73 36 72

1 31 27 14 28
Previous chemotherapy

Yes 26 23 12 24

No 88 77 38 76
Peritoneal metastasis’

P, 3 3 3 6

P,/P, 111 97 47 94
Histologic typet

Differentiated 20 18 14 28

Undifferentiated 94 82 36 72
Measurable lesions

Yes 17 15 5 10

No 97 85 45 90
Amount of ascites]

None 42 37 29 58

Small 34 30 14 28

Moderate 38 33 7 14
Peritoneal cancer index

Laparoscopy performed 101 89 35 70

Successfully calculated 99 87 34 68

Median 9 4

IQR 4-17 2-10

ECOG PS: Eastern Cooperative Oncology Group performance
status; IP: Intraperitoneal and intravenous paclitaxel plus S-1; IQR:
Interquartile range; SP: S-1 plus cisplatin. : P,, metastatic nodule
(s) limited to the adjacent peritoneum including the omentum; P,,
several scattered metastatic nodules within the peritoneal cavity; Ps,
numerous metastatic nodules throughout the peritoneal cavity (Japanese
classification of gastric carcinoma). 7: Differentiated, papillary
adenocarcinoma and tubular adenocarcinoma (well differentiated,
moderately differentiated); undifferentiated, poorly differentiated
adenocarcinoma (solid type, nonsolid type), signet ring cell carcinoma,
and mucinous adenocarcinoma. I: Evaluated by computed tomography:
small, within the pelvic cavity; moderate, beyond the pelvic cavity
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Fig. 7 Kaplan-Meier curves of OS

A: Primary analysis of the full analysis set. B: Additional 1-year follow-up analysis of the full analysis set
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Characteristic No. HR (95% CI) Pvalue P,....value
Age, years
<65 106 — 0.74 0.46 to 1.20) 023 076
>65 58 —a1 0.67 (0.36 to 1.26) 0.21
Gender
Male 90 —— 0.96 (0.55 to 1.66) 087 021
Female 7 —— 0.55 0.32 to 0.95) 0.03
ECOGPS
0 19 —— 0.70 (0.45 to 1.09) 0.1 0.1
1 a5 —_— 0.94 (0.45 to 1.99) 0.88
Previous chemotherapy
Yos 38 —_—t 0.76 (0.35 to 1.64) 048 052
No 126 —H 0.70 (0.46 to 1.08) 0.1
Peritoneal metastasis
P 6 F———  070(0.11t04.27) 070 080
P,/ Py 158 - A 0.72 (0.49 to 1.05) 009
Histologic type
Differentiated 3 _ 1.08 (0.46 to 2.55) 086 035
Undifferentiated 130 —| 0.64 (0.42 t0 0.98) 004
Amount of ascites
None 7 —a— 0.67 (0.38 to 1.18) 017 0001
Small a8 — 0.65(0.32 10 1.32) 024
Moderate a5 —_— 0.38(0.16 10 0.90) 0,03
Overall 164 - 0.72 (0.49 t0 1.04) 023 076
0.1 ‘1.0 I '5.0
Favors IP Favors SP
E8 TAME
Fig. 8 Subgroup analyses of OS in the full analysis set
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Tab.2 Evaluation of ascites by CT

IP (n=38) SP (n=7)
Best response
No. % No. %
| Disappeared 15 39 0 0
Decreased 18 47 2 29
No change 3 8 3 43
Increased 2 5 2 29

CT: Computed tomography; IP: Intraperitoneal and intravenous
paclitaxel plus S-1; SP: S-1 plus cisplatin
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Tab.3 Adverse events in the all-patients-treated set
IP (n=116) SP (n=53)

Adverse event Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4

No. % No. % No. % No. % No. % No. %
Leukopenia 58 50 26 22 3 3 22 42 5 9 0 0
Neutropenia 42 36 43 37 15 13 19 36 14 26 2 4
Anemia 101 87 13 11 2 2 45 85 6 11 0 0
Thrombocytopenia 33 28 0 0 0 0 26 49 0 0 0 0
AST increased 70 60 2 2 0 0 21 40 2 4 0 0
ALT increased 62 53 6 5 0 0 23 43 2 4 0 0
Creatinine increased 18 16 0 0 1 1 11 21 0 0 1 2
Hyponatremia 24 21 4 3 0 0 11 21 2 4 0 0
Hypokalemia 15 13 8 7 0 0 4 8 3 6 0 0
Nausea 70 60 8 7 0 0 28 53 5 9 0 0
Vomiting 50 43 4 3 0 0 16 30 2 4 0 0
Diarrhea 50 43 10 9 0 0 12 23 3 6 0 0
Anorexia 78 67 12 10 0 0 36 68 7 13 0 0
Fatigue 80 69 9 8 0 0 33 62 4 8 0 0
Peripheral sensory neuropathy 42 36 2 2 0 0 6 11 0 0 0 0
Rash maculopapular 13 11 0 0 0 0 5 9 0 0 0 0
Skin hyperpigmentation 27 23 0 0 0 0 15 28 0 0 0 0
Palmar-plantar erythrodysesthesia 22 19 0 0 0 0 5 9 0 0 0 0
Mucositis oral 45 39 2 2 0 0 11 21 0 0 0 0
Alopecia 96 83 - - - - 11 21 - - -
Fever 39 34 4 3 0 0 7 13 0 0 0 0
Febrile neutropenia - - 9 8 0 0 2 0

According to Common Terminology Criteria for Adverse Events (version 4.0)
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Fig. 9 Calculation of statistical effectiveness
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Size groups (no of patients) across meta-analyses
(n=93 meta-analyses)
Linear trend test, P<0.01 {
500-900 200-499 100-199 50-99 50
=1000 =1 000 =1000 =1000 =1000
0.90(0.82 to 1.00) 0.81(0.73 to 0.88) 0.70(0.61 to 0.80) 0.66(0.56 to 0.79) 0.52(0.41 to 0.66)
0.14 0.11 0.11 0.14 0.26
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Fig. 10 Diagram of small samples overestimate the effect
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Tab.4 The discontinued patients in two groups

Group Number n

Discontinued IP 99
Disease progression 77
Adverse events 13
Patient decision 8
Surgery 1

Discontinued SP 53
Disease progression 30
Adverse events 3
Patient decision 12
Surgery 8
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trial comparing intraperitoneal and intravenous paclitaxel plus
S—1 versus cisplatin plus S—1 in patients with gastric cancer
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