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A multicenter randomized phase II clinical trial
of laparoscopy assisted versus open distal
gastrectomy with D2 lymph node dissection for
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A multicenter randomized phase II clinical trial of laparoscopy
assisted versus open distal gastrectomy with D2 lymph node

dissection for advanced gastric cancer
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Project

Summay

A multicenter randomized phase II clinical trial of laparoscopy assisted
Title of Project versus open distal gastrectomy with D2 lymph node dissection for advanced

gastric cancer

Laparoscopy-assisted distal gastrectomy, Advanced gastric cancer, Clinical
Key Words

study
Project Leader Young-Woo  Kim
Associated Company none
@ Objectives:
Primary objective: To evaluate a feasibility of laparoscopy assisted distal gastrectomy with D2

dissection  against open distal gastrectomy in advanced gastric cancer patients.

Primary endpoint: noncompliance rate defined as cases where there was no more than one missing

lymph node station according to the guidelines of “The Japanese Research Society for Gastric
Cancer” (JRSGC) lymph node grouping.

Secondary  objectives: To estimate surgical outcomes

1) Secondary outcomes: complications, operating time, time to first flatus, overall number of]
retrieved lymph nodes, number of retrieved lymph nodes at each  stations, proximal resection margin,
distal resection margin, unanimity rate of 3 randomly assigned laparoscopic gastric cancer surgeons,
CRP  level, postoperative hospital stay

2) To estimate the survival: 3 year disease free survival

@ Materials and Methods

Eligibility :

Inclusion Criteria: Patients are included in the trial if they meet all of the following criteria:
(i)histologically proven primary gastric adenocarcinoma,(ii))T2 or T3 or T4a, and NO or NI or N2,
which assessed by computed tomography (CT) scan (iii) midl/3 or lowl/3 location,(iv)No evidence of]
other distant metastasis (v) not stump carcinoma, (vi) aged 20-80 year old,(vii)performance status(PS)o
f 0 or 1 on Eastern Cooperative Oncology Group (ECOG) scale,(viii) no prior treatment of]
chemotherapy or radiation therapy against any other malignancies, and no prior treatment for gastric
cancer including endoscopic mucosal resection, (ix) adequate organ functions defined as indicated
below:(a) WBC3000/mm3,WBC12000/mm3,(b) Hb 8.0g/dl without any transfusion 2weeks before
enrollment,(c) Plt 100000/mm3,(d) AST 100IU/l,(e) ALT 100IU/1,(f) T.Bil 2.0mg/dl,(g)written informed
consent

Exclusion Criteria : Patients are excluded if they meet any of the following criteria: (i)  active double
cancer (synchronous double cancer and metachronous double cancer within five disease-free years),

excluding carcinoma in situ (lesions  equal to intraepithelial or intramucosal cancer), (ii) pregnant or

breast-feeding women, (iii) severe mental disorder,




(iv) systemic  administration of corticosteroids, (v) unstable angina or myocardial infarction within 6
months of the trial, (vi) unstable hypertension, (vii) severe respiratory disease requiring continuous

oxygen therapy (viii) previous upper abdominal surgery except laparoscopic cholecystectomy

Treatment Plan :

Open or laparoscopy assisted distal gastrectomy with D2 lymph node  dissection

Statistical Consideration :

The primary objective of this trial is to evaluate the feasibility of laparoscopic D2 lymph node
dissection in patients with advanced gastric cancer in terms of lymph node retrieval. This study is based
on the concurrent parallel design with open dissection. We expect the compliance rate for LADG would
be about 60%. This expected compliance rate will be estimated with the following precision: margin of
error of 10% with 95% confidence level. The sample size needed based on the above consideration
would be 92 patients for one arm. Considering 10% of follow-up loss, 102 patients per each arm would
be enrolled. A total of 204 patients will be enrolled for this study.

The target was chosen from the primary end point of the study. For those patients who either
underwent LADG with D2 lymph node dissection, or those who Open distal gastrectomy with D2
lymph node dissection, the compliance rate, defined as cases where there was no more than one missing
lymph node station according to the guidelines of “The Japanese Research Society for Gastric Cancer”

(JRSGC) lymph node grouping, is expected to be about 60%

Patient Evaluation : (Pre-treatment and Interim Testing)
(i) Preoperative tests; WBC, Hb, Platelet, AST, ALT, total bilirubin, Creatinine, Chest PA, ECG,

Esophagogastroduodenography, Abdominopelvic computed tomogram
(i) Surgical outcomes: operating  time, complications, time to first flatus, hospital stay, serum CRP
and IL-6  level
(i) Oncological outcomes: overall number of retrieved lymph nodes, number of retrieved lymph nodes
at each  stations, distance to resection margins, unanimity rate and sum of scores  concerning
interpretation of videos of 3 randomly assigned laparoscopic  gastric cancer surgeons, preoperative and

postoperative circulating tumor  cells

@ Results

—Total 85 patients were enrolled.

- Quality control of laparoscopic surgery were performed. unedited video files were reviewed unanimously and scored.
Statistical analysis and making of norm of score of D2 dissection will be one soon.

- Research meetings were held to boost up enrollment and case survey was done. Data monitoring report was reviewed.
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Severity Classification of Postoperative Complications; Expanded Classification®l] w2} &5 3}¢]
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* Accordion Severity Classification of Postoperative Complications;

Expanded Classification (ASCPC)

1. Mild complication

Requires only  minor invasive procedures that can be done at
the bedside such as insertion of intravenous lines, urinary
catheters, and NG tubes, and drainage of wound infection.
Physiotherapy and the following drugs are allowed-antiemetics,
antipyretics, analgesics, diuretics, electrolytes, and physiotherapy

2. Moderate complication

Requires pharmacologic treatment with drugs other than such allowed for
minor complications, for instance antibiotics. Blood transfusions and TPN are
also included

3. Severe : invasive procedure without general anesthesia

Requires management by an endoscopic, interventional procedure or
re-operation without general anesthesia

4. Severe : operation under general anesthesia

Requires management by an operation under general anesthesia

5. Severe : organ system failure *

6. Death
Postoperative death
* Such complications would normally be managed in an increased acuity

setting but in some cases patients with complications of  lower severity might
also be admitted to an ICU
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- histologically proven primary gastric adenocarcinoma,

- T2 or T3, any N except N3, which is assessed by computed tomography (CT) scan

- mid or low 1/3 location,

- No evidence of other distant metastasis

- not stump carcinoma

- aged 20-80 year old

- performance status (PS) of 0 or 1 on Eastern Cooperative Oncology Group (ECOG) scale

- no prior treatment of chemotherapy or radiation therapy against any other malignancies,
and no

prior treatment for gastric cancer including EMR (endoscopic mucosal resection)

- adequate organ functions defined as indicated below

(a) WBC 3,000/mm3, WBC 12,000/mm?*(& x| 4,000-10,000 /mm?®)

(b) Hb 8.0 g/dl without any transfusion 2 weeks before enrollment (&1 %| 12.0-15.0 g/dL)
(c) PIt 100,000/mm3 (&1 x| 130,000-400,000 g/dL)

(d) AST 100 U/l (BF x| 0-40 1U/)

(e) ALT 100 IU/I (&fZLx| 0-40 1U/)

(f) T.Bil 2.0 mg/dL (&1 x| 0.2-1.2 mg/dL)



- written informed consent

2. Exclusion Criteria :
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- active double cancer (synchronous double cancer and metachronous double cancer within
five disease-free years), excluding carcinoma in situ (lesions equal to intraepithelial or
intramucosal cancer),

- pregnant or breast-feeding women,

- severe mental disorder,

- systemic administration of corticosteroids,

- unstable angina or myocardial infarction within 6 months of the trial,

- unstable hypertension,

- severe respiratory disease requiring continuous oxygen therapy

previous upper abdominal surgery except laparoscopic cholecystectomy
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LN along the proximal splenic artery

LN along the short gastric vessels
along the distal splenic artery

along the left gastroepiploic vessels
along the right gastroepiploic vessels

Suprapyloric
Infrapyloric

paracardial LN
LN
LN

paracardial LN

ZZEYI|IF 27| O|MCZ THHE BIXIOA AlEHEHS X0z S 0] AL 5-FU
along the lesser curvature

along the common hepatic artery(Anterosuperior group)

along the common hepatic artery(Posterior group)

around the celiac artery

at the splenic hilum
in the hepatoduodenal ligament(along the hepatic artery)

along the left gastric artery

Right
Left
LN
LN
LN
LN

No. 10 LN
No. 11d LN
No. 12a LN

No. 8p LN
No. 11p

No. 4sa
No. 4sb
No. 4d LN
No. 5

No. 8a LN
No. 9

No. 1
No. 2
No. 3
No. 6
No. 7

ot ZFE 4 ULk




the

the

No.
No.
No.
No.
No.
No.
No.
No.

No.
No.

artery to the aortic bifurcation)
No.

12b LN in the hepatoduodenal ligament(along the bile duct)

12p LN in the hepatoduodenal ligament(behind the portal vein)

13 LN on the posterior surface of the pancreatic head

14v LN along the superior mesenteric vein

14a LN along the superior mesenteric artery

15 LN along the middle colic vessels

16al LN in the aortic hiatus

16a2 LN  around the abdominal aorta(from the upper margin of the celiac trunk to
lower margin of the left renal vein)

16b1 LN around the abdominal aorta(from the lower margin of the left renal vein to

upper margin of the inferior mesenteric artery)

16b2 LN around the abdominal aorta(from the upper margin of inferior mesenteric

17 LN on the anterior surface of the pancreatic head

No. 18 LN on the inferior margin of the pancreas
No. 19 Infradiaphragmatic LN
No. 20 LN in the esophageal hiatus of the diaphragm
No. 110 Paraesophageal LN in the lower thorax
No. 111 Supradiaphagmatic LN
No. 112 Posterior mediastinal LN
I.'.I'I-I:Ilil:l:l i I_r' o
:: |'I:'|'||I|'" .
V. 47 %97t

1. Surgical outcomes:
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2. Oncological outcomes
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3. Pathological outcomes
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1. Sample size consideration
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Hedss E8 1x380®2 #E A} . This study is
based on the concurrent parallel design with open dissection. We expect the compliance rate
for LADG would be about 60%. This expected compliance rate will be estimated with the
following precision: margin of error of 10% with 95% confidence level. The sample size
needed based on the above consideration would be 92 patients for one arm. Considering 10%
of follow—up loss, 102 patients per each arm would be enrolled. A total of 204 patients will be
enrolled for this study.

The target was chosen from the primary end point of the study. For those patients who
either underwent LADG with D2 lymph node dissection, or those who open distal gastrectomy
with D2 lymph node dissection, the compliance rate, defined as cases where there was no
more than one missing lymph node station according to the guidelines of “The Japanese
Research Society for Gastric Cancer” (JRSGC) lymph node grouping, is expected to be about
60%.

2. Analysis set

2.1 Efficacy Analysis Set
Intent—to—Treat Population
All patients who were randomized to one of the two study arms will be included in the
intent-to-treat population (all randomized patients).

Per—Protocol Population
The per—protocol population excludes patients randomized who had a major violation of
protocol inclusion or exclusion criteria.

3. handling of data

For data collection and analysis, data will be treated as described below, in principle.
However, if and when there are any problems in data collection or analysis, these data will
be handled according to the conclusion from investigators through investigators meeting. In
these cases, treatment information will not be given to the investigators throughout the
meeting.

The method for treatment of QOL data will be specified separately.

Missing data will not be supplemented and the specific data concerned will be regarded as
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missing.

Quality control
Sight visit, CRF review
(CRF 0ll data JF} H&to| L JA=IH?, CRFE WS eVelos 0l &30 JIEM=017?)

4. statistical parameters and statistical analysis plan

Major analysis will be conduced in IITS for all efficacy parameters, and PPS (per protocol
set) will be used for reference analysis. Safety analysis will be conducted in the safety
analysis set.

4.1 Background characteristics of subjects

Distribution of subject background data and summarized statistics will be determined for
each group in each analysis set. Freguency and rates for categories will be determined for
nominal variables and ordered variables in each group. Summary statistics will be
calculated for continuous variables in each group. Chi-square test (Fisher's exact
probability test if necessary and t-test will be used for analysis of nominal variables and
continuous variables, respectively (significance level =0.05, two-sided test).

4.2 Endpoints
Primary endpoint
Noncompliance rate defined as cases where there was no more than one missing lymph

node station according to the guidelines of “The Japanese Research Society for Gastric

Cancer” (JRSGC) lymph node grouping

Secondary endpoints
— Proportion of patients with retrieved lymph nodes less than 26

— operative complications,

— operating time

— estimated blood loss

- time to first flatus

— hospital stay,

— distance to resection margin and number of harvested lymph nodes

— unanimity rate of 3 randomly assigned laparoscopic gastric cancer surgeons

— Complications included minor ones like wound seroma, any morbidity to be treated like
atelectasis, pneumonia, phlebitis, fever of any origin over 38.3°C

— 3-year disease free survival
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— surgical stress measured using serum CRP, total bilirubin, and oxygen peroxide levels
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(A-1) COACT 1001 trial S2|AM F =T B2 16
(A1-1) | HEZ ST 8
(A1-2) | =SAZ=2 SN 8
(A-2) St AISE U SN HEM ATE 2L 8
s == A 7
ey =z YE8(FsY 2F 718)
(A2-1) | Subtotal Gastrectomy
B33 5= N3 | 1 |
A22 T WY (=&Y 2F 7|8)
(A-2-2) Laparoscopy Assisted Distal Gastrectomy
| * SM HMIjAl Zt 718 X|Hl w2t =5 AlH
(A-3) S &0l &L OId S AIEE R& =R 0
M= == A 0
>z YH((EsY 25 7|8)
(A3-1) | Subtotal Gastrectomy
B3R 7 A3 0
(A-32) | € Y (&Y 2F 7|8)
(B) COACT 1001 trial SXx{| 7|=0f StX| &EH ZHL(inclusion 7|=0j|A =Ho{Lt
7{L}, exclusion criteria0j] Z%l A<2): 0
# of new
(B-1) No histologically proven primary gastric 0
adenocarcinoma
T1 or T4b, N3, which is assessed by computed 0
(B-2)
tomography (CT) scan
(B-3) | upper 1/3 location 0
(B-4) | evidence of other distant metastasis 0
(B-5) |stump carcinoma 0
(B-6) | Aged 20| or 801 year old 0
(B-7) Performance status (PS) of 21 on Eastern 0
Cooperative Oncology Group (ECOG) scale
prior treatment of chemotherapy or radiation 0
therapy against any other  malignancies, and no
(B-8) . . . .
prior treatment for gastric cancer including
endoscopic  mucosal resection
(B-9) Indequate  organ functions defined as indicated below
(@) WBC 3,000 | /mm3 or WBC 12,000 T /mm3
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(21Xl 4,000 - 10,000 /mm3)
(b) Hb 8.0 g/dl without any transfusion 2 weeks

before enrollment (ZF1Xl 12.0 - 15.0 g/dL) 0
(c)  PIt 100,000 | /mm3 (&1 X 130,000 - 400,000/mm3
)
(d) AST 1007 UL (21X 0 - 40 IUL)
() ALT 1007 UL (EDX 0 - 40 IU/L)
() T. Bl 20Tmg/dL (DXl 0.2 - 1.2 mg/dL)
Active double  cancer (synchronous double cancer 0
and metachronous double cancer within five
(B-10) | disease-free years), excluding carcinoma in situ
(lesions equal to intraepithelial or intramucosal
cancer)
(B-11) | Pregnant or  breast-feeding women 0
(B-12) | Severe mental disorder 0
(B-13) | Systemic administration of corticosteroids 0
Unstable  angina or myocardial infarction within 6 0
(B-14) .
months of the trial
(B-15) | Unstable  hypertension 0
(B-16) Severe respiratory disease requiring continuous 0
oxygen therapy
(B-17) Previous upper abdominal surgery except 0
laparoscopic cholecystectomy
(B-18) | JIE 0
Total 0
* o olf7t & A EF AL
3. 474y nF € AE
I. 472371 3l - 9 ZlaMd EokillA AAse §A
- A BAA fAAE] AT dE} level 19] 2AE AFste AA Hx AT
- Sk A 2ol Ha = Fed AR v M7
- =7 AR o AR 71EQ] SHEAEHE A9 AE e e A 243
o. a4+ 714 2+
- 53 e 4855 g
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