Review

Survival outcomes in patients with stages I-lll gastric adenocarcinoma
treated with surgery alone versus surgery plus adjuvant chemotherapy: A
systematic review

Supplementary file

Table S1. Specifications of each study according to patient demographics, tumor characteristics, and interventions

Study Study type and Patient Primary tumor characteristics  Surgical intervention Adjuvant chemotherapy regimen
location demographics n (%)
Bajetta et al.' RCT, Italy n=1,100 Median age TNM stage, n (%) Gastrectomy FOLFIRI
(range), years=62 o IB=88 (8.1) o Total=599 (54.8) Four cycles, each 14 days
(23.6-77.0) o [1=346 (31.8) o Distal=446 (40.8) e Day 1: CPT-11 (180 mg/m?,
Sex ratio (male: o IA=297 (27.3) o Upper=438 (4.4) I h infusion)
Female)=1.73: 1 o [IB=157 (14.4) o Unknown=7 (0.006)  ®Day 1 —2: LV (100 mg/m’,
o [[I+/unknown=212 (19.27) Lymph-adenectomy 2 h infusion)
Tumor location, 7 (%) e DI=272 (25.1) ¢ Day 1 - 14: 5-FU (400 mg/m? bolus,
o Upper third=158 (14.9) ¢ D2-779 (72.1) g‘z)l(l)onvlv;fng 22 hiinfusion of
o Middle third=248 (26.7) * D3=30(2.8)
. 3-week break Three cycles, each 21 days
e Lower third=339 (31.9) e Unknown=19 (0.017) ) 5
o Other/unknown=319 (29) « Median lymph nodes  + D2 1+ Docetaxel (75 mg/m’, 1 h
. infusion) with dexamethasone (before,
Histological classification, 7 (%) removed per patient=27 12 h and 24 h)
o Intestinal-type=303 (33.2) e Day 1 —21: Cisplatin (75 mg/m?)
* Diffuse-type=340 (37.2) ControlNine cycles, each 14 days
* Mixed=73 (8.0) o Day 1 —2: LV (100 mg/m?,
Other/unknown=387 (34.91) 2 h infusion)
e Day 1 — 14: 5-FU (400 mg/m?
bolus, followed by 22 h infusion of
600 mg/m?)
Noh et al.? RCT, China, n=1,035 TNM stage, 1 (%) Gastrectomy with D2 Eight cycles, each 3 weeks
South Korea, Age, years=>18 e IB=1 (<1) lymph-adenectomy e Day 1: Oxaliplatin
Taiwan t0>65 o [1=514 (49.7) ® 1,035 (100) (130 mg/m?, intravenous)
Sex ratio (male: o [IIA=377 (36.4) e Day | — 14: Capecitabine
female)=2.4: 1 o [1IB=142 (13.7) (1,000 mg/m?, twice daily, oral)
o [[I+/unknown=1 (<1)
Tumor location, 1 (%)
e Fundus=86 (8.3)
® Body=338 (32.7)
e Antrum=471 (45.5)
e Whole gastric=12 (1.2)
o Other=128 (12.4)
Moon et al.? RCT, Japan n=229 TNM stage, 1 (%) Gastrectomy, RO Once daily for 12 months; Either of three

Median age (range),
years=63 (34 — 79)
Sex ratio (male:
female)=3.23: 1

o IB=103 (45)
o 11=84 (36.7)
o [IIA=42 (18.3)

o Total=74 (32.3)
o Distal=152 (66.4)
® Proximal=48 (3.1)
® Other=2 (0.01)

fluoropyrimidines:

e 5-FU, n (%)=31 (13.5) (150 mg <50 kg
or 200 mg>50 kg, oral)

® 5’-DFUR, 7 (%)=42 (18.3) (600 mg
<50 kg or 800 mg>50 kg, oral)

o UFT, n (%)=40 (17.5)

(300 mg<1.3 m? BSA or 400 mg >1.3 m?

BSA, oral)
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Table S1. (Continued)

Survival outcomes in gastric adenocarcinoma

Study Study type and Patient Primary tumor characteristics  Surgical intervention Adjuvant chemotherapy regimen
location demographics n (%)
Kanda et al.* Cohort, Japan n=171 TNM stage, n (%) Gastrectomy, RO with D2 4 weeks, followed by a 2-week break, for
Mean age, o [1A=20 (11.7) lymph-adenectomy 12 months:
years=64.8 o [IB=49 (28.7) o Total=69 (40.4) e S-1(<1.25 m> BSA=80 mg, once daily,

Sex ratio (male:
female)=2.89: 1

o [[IA=28 (16.4)

o [[IB=43 (25.2)

o [IIC=31 (18.1)

Tumor location, n (%)

e Upper third=45 (26.3)

e Middle third=57 (33.3)

o Lower third=64 (37.4)

e Whole gastric=5 (3)

Histological classification, n (%)

o Well-differentiated=5 (2.9)

® Moderately differentiated=54
(31.6)

e Poorly-differentiated=103
(60.2)

e Signet ring cell=5 (3)
e Mucinous=4 (2.3)

o Distal=102 (59.7)

oral) (1.25 m? — 1.5 m* BSA=100 mg,
once daily, oral) (>1.5 m* BSA=120
mg, once daily, oral)

Lec et al.® Cohort, Republic 1n=630 TNM stage, 1 (%) Gastrectomy with Either of three regimens:
of Korea Mean age, Stage I1A: non-specified lymph e 5-FU single, n (%)=65 (33.2)
years=58.1 o T3INOMO0=387 (61.4) node dissection (no doses)
Sex ratio (male: e T2N1MO0=161 (25.6) 630 (100) e 5-FU combination (with platinum),
female)=1.71: 1 o TIN2MO0=82 (13) n (%)=127 (64.8) (no doses)
Tumor location, 7 (%) e Unknown, 7 (%)=4 (2) (no doses)
o Antrum=366 (58.1)
o Gastroesophageal Junction=77
(12.2)
e Other=187 (29.7)
WHO histological classification,
n (%)
o Differentiated=269 (42.7)
o Undifferentiated=361 (57.3)
Cho et al.® Cohort, Republic n=206 TNM stage, 1 (%) Gastrectomy, XELOX
of Korea Mode age, (range) o [1A=64 (31.1) RO with=D2 Eight cycles, each 14 days
years=<65 o I1IB=58 (28.2) lymph-adenectomy * Day 1: Oxaliplatin (130 mg/m?,
(< 65 t0265) o I1IC=84 (40.8) 206 (100) intravenous)
Sex ratio (male: e Day | — 14: Capecitabine
female)=1.9: 1 (1,000 mg/m?, twice daily, oral)
Control, TS-1
6-week cycles for 12 months
4 weeks, then a 2-week break:
- TS-1 (80, 100, or 120 mg depending on
BSA, two separate doses, oral)
Jinetal’ Cohort, China n=1,601 TNM stage, 1 (%) Gastrectomy with D1-D2 Four—eight cycles, median six. Duration
Mode age, (range) Stage IA and Stage IB: lymph-adenectomy per cycle not specified. Either of four
years=>65 o TINOMO=1,157 (72.1) ¢ 1,601 (100) regimens:
(<65 —>65) o T2NOMO0=447 (28) e S-1 single, n (%)=40 (14.1) (no doses)
Sex ratio (male: Tumor location, 7 (%) o S-1+oxaliplatin (SOX), n (%)=180
female)=1.73: 1 o Cardia=392 (24.5) (63.6) (no doses)
o Fundus=55 (3.4) e Capecitabine+toxaliplatin, 7 (%)=30
(10.6) (no doses)
® Body (lesser curvature)=97 S
©.1) . Doocetaxel, oxaliplatin+S-1 (DOS),
e Body (greater curvature)=318 n (%)=33 (11.7) (no doses)
(19.9)
(Cont'd...)
2 Journal of Biological Methods | Volume X | Issue X |



Rikhraj

Table S1. (Continued)

Survival outcomes in gastric adenocarcinoma

Study Study type and Patient Primary tumor characteristics  Surgical intervention Adjuvant chemotherapy regimen
location demographics n (%)
o Antrum=664 (41.5)
o Other=75 (4.7)
Histological
classification, n (%)
o Intestinal-type=423 (26.4)
o Diffuse-type=366 (22.9)
® Mixed=42 (2.6)
e Undefined=770 (48.1)
Huang et al.® Cohort, China n=1,593 TNM stage, 1 (%) Gastrectomy (Not specified)
Mode age, (range) Stage ITA: o Total=728 (45.7)
years=>65 o TIN2MO0=158 (9.9) o Distal=652 (41)
(265 —>65) o T3NOMO=1,435 (90.1) o Upper=129 (8.1)
Sex ratio (male: Tumor location, n (%) o Antrum=384 (5.3)
female)=1.56: 1 o Upper third=788 (49.5)
o Middle=241 (15.1)
o Lower third=564 (35.4)
Histological classification, n (%)
e Intestinal-type=276 (17.3)
o Non-intestinal-type=1,317
(82.7)
Leeetal.’ Cobhort, Republic n=983 TNM stage, 1 (%) Gastrectomy, RO with S-1
of Korea Mode age, (range) Stage 11 >D2 lymph-adenectomy  Eight cycles, 6 weeks each 4 weeks:
years=>60 o T3INOM0=983 (100) © Subtotal=642 (65.3) e S-1 (40, 50, or 60 mg depending on
(<60 —=60) Tumor Location, # (%) o Total=341 (34.7) BSA, twice daily, oral)
sex ratio (male: o Upper third=788 (49.5) 2-week break
female)=2.2: 1 o Middle=241 (15.1) Control, CAPOX
o Lower third=564 (35.4) Eight cycles, 3 weeks each
Histological classification, n (%) e Day 1: Oxaliplatin (130 mg/m’,
o Intestinal-type=346 (35.2) intravenous)
o Diffuse-type=442 (45) e Day | — 14: Capecitabine
o Mixed=96 (9.8) (1,000 mg/m?, twice daily, oral)
Chen et al. " Cohort, China n=428 TNM stage, 1 (%) Gastrectomy with D2 Either of three groups:
Median age (range), ® [IA=91 (21.3) Lymph-adenectomy Group B (20 — 24 weeks), 1 (%)=175

years=60 (23 — 79)
Sex ratio (male:
female)=2.5: 1

o [IB=75 (17.5) © 428 (100)

o [IIA=139 (32.5)

o [[IB=89 (20.8)

o [1IC=34 (7.9)

Histological classification, n (%)

o High-differentiation=3 (0.7)

o Median-differentiation=84
(19.6)

o Low-differentiation=173 (40.4)

o Signet ring cell=22 (5.1)

® Mucinous=14 (3.3)

e Other=132 (30.8)

(51.2)

e SOX, seven—eight cycles every
3 weeks Day 1: Oxaliplatin
(130 mg/m?, intravenous over 2 h in
250 mL dextrose 5%)

Day 1 — 14: S-1 (40-60 mg depending on

BSA, twice daily, oral)

e XELOX, seven—eight cycles
every 3 weeks Day 1: Oxaliplatin
(130mg/m?, intravenous over 2 h in
250 mL dextrose 5%)

Day 1 — 14: Capecitabine (1,000 mg/m?,

twice daily, oral)

e FOLFOX, 10-12 cycles every 2 weeks
Day 1: Oxaliplatin (85 mg/m?) and
leucovorin calcium (intravenous over
2 hin 250 mL dextrose 5%)

5-FU (400 mg/m?, bolus, then

2,400 mg/m?, intravenous over 46 h)

Group C (12 — 18 weeks), n (%)=107

(31.3)

e SOX, four-six cycles every 3 weeks
(same dosage as Group B)
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Table S1. (Continued)

Survival outcomes in gastric adenocarcinoma

Study
location

Study type and Patient

demographics

Primary tumor characteristics

Surgical intervention
n (%)

Adjuvant chemotherapy regimen

Kang et al."
of Korea

Serrano et al.'>  Cohort, Peru

Cohort, Republic »n=1,083

Mean age, years=58

Sex ratio (male:
Female) =2: 1

n=173
Median age,
years=62.3

Sex ratio (male:
Female)=1.25: 1

TNM stage, 1 (%)

Stage I1

* T3NOMO0=1,083 (100)
Tumor location, n (%)

o Upper third=244 (22.5)

o Middle=363 (33.5)

o Lower third=462 (42.7)

e Whole gastric=14 (1.3)
Histological classification, n (%)
e Intestinal-type=409 (37.8)
o Diffuse-type=658 (60.8)

e Mixed=16 (1.5)

TNM stage, n (%)

o [[A=18 (10.2)

o [[B=32 (18.8)

o [IIA=65 (36.9)

o [1IB=30 (17.6)

o [IIC=28 (16.5)

Tumor location, n (%)

e Fundus=3 (1.7)

e Body=31 (17.9)

e Antrum=116 (67)

e Whole gastric=1 (0.7)

e Other=22 (12.7)
Histological classification, n (%)
o Intestinal-type=82 (47.4)
e Diffuse-type=68 (39.3)

e Mixed=23 (13.3)

Gastrectomy
o Subtotal=676 (62.4)
e Total=407 (37.6)
Lymphadenectomy
e D1+=26 (2.4)
® >D2=1,057 (97.6)
e Mean lymph
nodes removed per
patient=41.9

Gastrectomy with D2
lymph-adenectomy
e 173 (100)

e XELOX, four-six cycles every 3 weeks

(same dosage as Group B)

e FOLFOX, six—nine cycles every 2
weeks (same dosage as Group B)

e Group D (<12 weeks), n (%)=060 (17.5)

e SOX, <3 cycles every 3 weeks (same
dosage as Group B and C)

o XELOX, <3 cycles every 3 weeks
(same dosage as Group B & C)

e FOLFOX, <5 cycles every 2 weeks
(same dosage as Group B and C)

Either of five regimens:

e UFT, oral (no n, no doses)

e TS-1, oral (no n, no doses)

e 5-FU with leucovorin (FL), intravenous
(no n, no doses)

e 5-FU with platinum (FP), intravenous
(no n, no doses)

e Capecitabine with platinum (XELOX)
(no n, no doses)

>6 courses, 3 weeks each

e Day 1: Oxaliplatin (130 mg/m?,
intravenous)

e Day | — 14: Capecitabine
(1,000 mg/m?, twice daily, oral)

Mei et al. Cohort, China n=307 TNM stage, n (%) Gastrectomy, RO with D2 One regimen of:
Median age (range), Stage | lymph-adenectomy Every 3 weeks for 1 year
years=63 (29 —80) o T2NOMO0=307 (100) e Distal=224 (73) e S-1 monotherapy, 7 (%)=130 (66.3)
Sex ratio (male: Tumor location, n (%) o Total=83 (27) (40 mg/m?, twice daily, oral)
Female)=2.4: 1 o Upper third=55 (17.9) Combined with either of the following
o Middle=46 (15) dual-drug regimens, n (%)=66 (33.7):
Lower third=206 (67.1) Six cycles, 3 weeks each
Histological classification, 7 (%) e XELOX
e Poor-differentiation=96 (31.3) Day 1: Oxaliplatin (130 mg/m?,
o Tubular=160 (52.1) intravenous)
o Signet-ring cell=32 (10.4) Day 1 — 14: Capecitabine (1,000 mg/m?,
o Mucinous=19 (6.2) twice daily, oral)
* SOX
Day 1: Oxaliplatin (130 mg/m?,
intravenous)
Day 1 — 14: S-1 (40 mg/m?, twice daily, oral)
(Cont'd...)
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Table S1. (Continued)

Survival outcomes in gastric adenocarcinoma

Study Study type and Patient Primary tumor characteristics  Surgical intervention Adjuvant chemotherapy regimen
location demographics n (%)

Wada et al. ' Case-control, n=77 TNM stage, 1 (%) Gastrectomy, RO S-1
Japan Median age (range), e IIA=11 (14.3) with >D1-D2 4 weeks, followed by 2-week intervals,

Case-control,
Japan

Aoyama et al. "

Kano et al.'* Case-control,

Japan

Takahashi
etal.V

Case-control,
Japan

years=65.5 (42 — 80)
Sex ratio (male:
Female)=1.9: 1

n=52

Median age (range),
years=64 (37 — 80)
Sex ratio (male:
Female)=1.6: 1

n=390

Median age (range),
years=64 (27 — 80)
Sex ratio (male:
Female)=2.3: 1

n=396

Median age
(interquartile range),
years*=63 (56 — 71)
Sex ratio (male:
Female)*=2.2: 1

o [IB=18 (23.4)

o [[IA=14 (18.2)

o [[IB=12 (15.6)

o [[IC=22 (28.6)

Histological classification, n (%)
e Differentiated=35 (45.5)

o Undifferentiated=41 (53.2)
TNM stage, 1 (%)

Stage II:

o TIN2MO=15 (28.8)

e TIN3MO=13 (25.1)

® T3NOMO0=24 (46.1)

Tumor location, n (%)

e Upper third=10 (19.2)

o Middle third=27 (51.9)
Lower third=15 (28.8)
Histological classification, N (%)
o Differentiated=25 (48.1)

e Undifferentiated=27 (51.9)
TNM stage, n (%)

o [IA=25 (6.4)

o [[B=110 (28.2)

o [[IA=78 (20)

o [[IB=83 (21.3)

o [IIC=94 (24.1)

Tumor location, n (%)

e Upper third=109 (27.9)

o Middle=159 (40.8)

e Lower third=109 (27.9)

e Whole gastric=13 (3.3)
Histological classification, n (%)
e Differentiated=135 (34.6)

e Undifferentiated=255 (65.4)
TNM stage, n (%)

o [[A=25 (6.3)

e [IB=116 (29.3)

o [[IA=78 (19.7)

o [11B=83 (20.9)

o [IIC=94 (23.7)

Histological classification, n (%)
o Differentiated=42 (34.4)

o Undifferentiated=80 (65.6)

&
s

lymph-adenectomy
o Partial=38 (49.4)
o Total=39 (50.6)

Gastrectomy with D1+ —

D2 Lymph- adenectomy
® 52 (100)

Gastrectomy, RO
o Distal=225 (57.7)
o Total=165 (42.3)

Gastrectomy (distal/
total) with D2
lymph-adenectomy

396 (100)

for 1 year

® 80 mg/m?, once daily, oral

(Not specified)

S-1

4 weeks, followed by 2-week rest, for
1 year (eight courses)

® 80 — 120 mg/m?, once daily, oral

S-1

4 weeks, followed by 2-week rest, for
1 year (eight courses)

® 80 — 120 mg/m?, once daily, oral

Note: “Refers to data from subgroup analysis of patients who experienced recurrence (n=122) after receiving adjuvant chemotherapy.
Abbreviations: 5-FU: 5-fluorouracil; BSA: Body surface area; CSS: Cause-specific survival; DFS: Disease-free survival; DFUR: 5’-deoxy-5-fluorouridine;

h: Hour; HR: Hazard ratio; OS: Overall survival; RCT: Randomized controlled trial; RFS: Recurrence-free survival, UFT: Tegafur/uracil.
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