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Abstract

Background: In spite of modern multimodal strategies, the prognosis of Stage III gastric cancer is still insufficient. We conducted a phase II study to
evaluate the safety and efficacy of neoadjuvant chemotherapy with S-1 and oxaliplatin for clinical Stage III gastric cancer.

Methods: Patients with clinical Stage III gastric adenocarcinoma were treated with two-cycles of nacG-SOX130 (S-1 80 mg/m2 daily for 2 weeks,
oxaliplatin 130 mg/m2 on day 1, every 3 weeks), followed by laparoscopic D2 gastrectomy. The primary endpoint was the clinical response rate. The
planned enrollment was 36, which was calculated based on an expected response rate of 70% and a threshold response rate of 56%, with a one-sided
alpha of 5% and a power of 90%.

Results: Between January 2016 and February 2019, 36 patients were enrolled, of whom 34 were assessed for efficacy. RO resection rate was 97.1% (33/34).
The clinical response rate was 73.5% (25/34, 95%CI 58.70-88.36, p=0.025) and the pathological response rate was 58.8% (20/34). The most common
toxicities during neoadjuvant chemotherapy were grade 1/2 neutropenia (58.8%) and grade 1/2 peripheral sensory neuropathy (52.9%). The grade 3
surgical morbidity was 8.8% (3/34). Treatment-related death and operative mortality were not observed.

Conclusions: nacG-SOX130 was feasible and resulted in encouraging response rates without compromising surgery. nacG-SOX130 would be a promising
option of neoadjuvant chemotherapy for clinical Stage III gastric cancer.
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of recurrence, ie. Stage III. In the ACTS-GC study, which tested
adjuvant S-1 [5], the 5-year overall survival (OS) in Stage II patients
was 84.2% (hazard ratio (HR) 0.509, 95% confidence interval (CI):
0.338-0.765). In contrast, in Stage IIIA and IIIB, the 5-year OS were
67.1% (HR 0.708, 95%CI: 0.510-0.983) and 50.2% (HR 0.791, 95%CI:
0.520-1.205), respectively, which could not be satisfactory as compared
with the results of Stage II patients. In the CLASSIC trial, which tested

Introduction

Over the past decade, multimodal treatments have improved the
prognosis of resectable gastric cancer. High quality surgery, which
should be precise in lymph node dissections and, at the same time,
less invasive for quality of life, is also critical for better survival [1].
However, gastric cancer is still one of the leading causes of cancer-

related deaths worldwide, and there is an unmet need for a newer
strategy [2]. Radical surgery is an essential step of the treatment. In
Asian countries, it is followed by adjuvant chemotherapy according
to the pathological status of the tumor. 1-year S-1 monotherapy or
6-month oxaliplatin-combined doublet therapy is widely used in
Stage II/III gastric cancer [3,4]. Even with these established strategies,
prognosis still remains poor in some patients with high-risk features
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adjuvant capecitabine plus oxaliplatin [6], the 5-year OS in Stage II,
IIIA and IIIB were 88% (HR 0.54, 95%CI: 0.34-0.87), 70% (HR 0.75,
95%CI: 0.52-1.10) and 66% (HR 0.67, 95%CI: 0.39-1.13), respectively,
which showed the similar trend of OS reduction as seen in the ACTS-
GC study. Even with a newer adjuvant regimen of S-1 plus docetaxel in
Stage III gastric cancer in the JACCRO GC-07 trial, similar reduction
of relapse-free survival was observed as the cancer stage progressed,
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and more than half of stage IIIC patients recurred after surgery [7].
Poor compliance in a post-operative phase is one of the reasons for
worse outcomes. Not only the surgical complications, but eating
disorders and subsequent body weight loss might have substantial
impacts on continuity of every treatment [8]. From this standpoint,
chemotherapy before surgery, namely neoadjuvant chemotherapy,
is a promising option, especially when more intensive and therefore
more toxic combined regimens including platinum compounds are
considered. Although relative advantages of a preoperative time period
are now well understood, some clinical hesitations for neoadjuvant
chemotherapy still remain. The positive results of two pivotal studies
in perioperative settings, the MAGIC trial [9] and the ACCORDO07/
FFCD 9703 trial [10], could not be translated into the current clinical
situations because surgical procedures in these studies were not
reached to the today’s standards of curative intent D2 gastrectomy.
Furthermore, it is a well-known fact that racial and ethnic disparities
widely exist in the world of gastric cancer [11]. Therefore, in the
planning of a new neoadjuvant study in gastric cancer, we should set
up a planning with the latest, non-invasive radical D2 gastrectomy, and
arrange the experimental regimen suitable for each country. In this
phase II study, we evaluated the efficacy and toxicity of neoadjuvant
chemotherapy with S-1 plus oxaliplatin for clinical Stage III gastric
cancer patients who underwent laparoscopic radical D2 gastrectomy.

Methods
Study Design

nacG-SOX130 study was planned as a prospective, single-
institution, investigator-initiated phase II trial at Kyoto Katsura
Hospital, Kyoto, Japan and was conducted in accordance with the
Declaration of Helsinki as well as the Japanese Ethical Guidelines
for Clinical Studies. The study was approved by the Institutional
Review Board and was registered in the University Hospital Medical
Information Network Clinical Trials Registry (http://www.umin.ac.jp/
ctr/) as UMIN000036139.

Eligibility Criteria

The eligibility criteria were; (1) histologically proven and clinically
resectable gastric adenocarcinoma; (2) clinical T3-4/N1-3M0
disease: T and N stages were determined by computed tomography
(CT) based on the 7th UICC/AJCC TNM classification. Positive
lymph node was defined as that with a long axis diameter > 8 mm
or a short axis diameter > 6 mm; (3) an age of over 20; (4) an Eastern
Cooperative Oncology Group performance status 0-1; (5) no history
of prior chemotherapy, radiotherapy, or surgery for gastric cancer; (6)
an adequate oral intake without intestinal obstruction; (7) adequate
hepatic, renal, cardio-respiratory and bone marrow functions;
(8) a written informed consent. The exclusion criteria were; (1)
synchronous or metachronous (within 5 years) malignancy other than
carcinoma in situ; (2) pulmonary fibrosis, interstitial pneumonitis,
bowel obstruction; (3) pregnant or breastfeeding women; (4) active
infections; (5) severe mental disease. Before entry in this study,
staging laparoscopy was required to exclude peritoneal dissemination.
Chest radiography, contrast-enhanced thoracic/abdominal/pelvic

Cancer Stud Ther ], Volume 6(3): 2-7, 2021

CT and upper gastrointestinal tract endoscopy were conducted as a
pretreatment workup.

Treatment Schedule

Patients were treated with two-cycles of neoadjuvant chemotherapy
(nacG-SOX130: S-1 80 mg/m? daily for 2 weeks, oxaliplatin 130 mg/
m? on day 1, every 3 weeks), followed by surgery. Surgery was planned
4-6 weeks after the end of neoadjuvant chemotherapy. Toxicity was
assessed according to the Common Terminology Criteria for Adverse
Events, version 4.0. The subsequent chemotherapy cycle was delayed
until patient recovery for those with severe adverse events. After the
second cycle of nacG-SOX130, efficacy was evaluated on the basis
of CT findings, tumor marker levels and the upper gastrointestinal
endoscopic examination.

Surgery

Patients underwent surgery between 4 and 6 weeks after the
last administration of S-1 if RO resection was considered possible
on the findings of imaging studies and laboratory data. All patients
underwent gastrectomy laparoscopically. After placing laparoscopic
ports, intraperitoneal washing cytology specimens were sampled first
of all to investigate peritoneal dissemination. If cytology was negative,
RO resection was attempted by distal or total laparoscopic gastrectomy
with D2 lymphadenectomy according to the Japanese Gastric Cancer
Treatment Guideline 2014 (ver. 4) [12]. Involved adjacent organs,
if any, were removed to achieve RO resection. If RO resection was
considered impossible, the protocol treatment was terminated.

Endpoints

The primary endpoint of this trial was the clinical response
rate (cRR), which was calculated by a sum of uni-dimensional
measurements of short axis of positive lymph nodes: complete
response (CR), disappearance of positive lymph nodes; partial
response (PR), at least a 30% decrease; progressive disease (PD), at
least a 20% increase or appearance of new lesions; stable disease (SD),
non-PR and non-PD. Objective responses were evaluated by two
experienced physicians who were not informed of the results of each
treatment. Concordance between two physicians was evaluated with
contingency tables and by Cohen’s kappa coefficient. The average value
was generated as a representative one for response. The secondary
endpoints were RO resection rate, pathological response rate (pRR),
dose intensity of neoadjuvant chemotherapy, toxicities, 3-year relapse-
free survival (RFS) and overall survival (OS) from the registration.
The pathological response was graded by the institutional pathologists
according to the Japanese classification of gastric carcinoma [13]: grade
1a, the degeneration area was less than one-third of the tumor; grade
1b, more than one-third and less than two-thirds; grade 2a, more than
two-thirds but <90%; grade 2b, more than 90% but <100%; grade 3,
no residual tumor. In this study, the pathological response was defined
as grade 1b to grade 3 responses. All enrolled patients were followed
for 5 years. Physical and blood examinations were conducted every
3 months for the first 3 years and every 6 months for the last 2 years.
Abdominal CT was performed at least every 6 months.



Sayuri Konishi (2021) Neoadjuvant Chemotherapy with S-1 and Oxaliplatin followed by Laparoscopic D2 Gastrectomy for Clinical Stage IIT Gastric Cancer:
Primary Results of Phase II nacG-SOX130 Study

Statistical Considerations Table 1: Patient and tumor characteristics (n=34).
S-1 plus cisplatin (SP) is a standard treatment for advanced/ Values
recurrent gastric cancer. The cRR of SP was 54% (95% CI: 46-62) in Age (years)® 715 (40-80)
the SPIRITS study. On the other hand, the cRR of S-1 plus oxaliplatin Sex Male 28 (82%)
was 55.7% (95% CI: 50-62) in the G-SOX phase III study. Based on the Female 6 (18%)
results of these two studies, the threshold response rate in this trial was ECOGPS 0 M (100%)
set at 56%. The expected response rate was set at 70%. Assuming that 1 0 (%)
a one-tailed score test was performed with an a of 0.05, 33 patients Tumor location EGJ or cardia 4 (12%)
were needed to ensure a statistical power of 90%. Planned enrollment Body 4 (12%)
was 36 subjects. Antrum, Pylorus 19 (56%)
Diffuse or multiple 7 (21%)
POStOp erative ChemOtherap Y Histology Differentiated 19 (56%)
S-1 monotherapy was started within 42 days after surgery if RO Undifferentiated 15 (44%)
resection was achieved pathologically. A 6-week cycle consisting of 4 Macroscopic type 1 0 (0%)
weeks of oral administration of S-1 at a dosage of 40 mg/m? twice daily 2 17 (50%)
followed by 2 weeks rest was repeated during the first postoperative 3 10 (29%)
year. If S-1 therapy was not started within 3 months after surgery 4 3 (9%)
for any reason, the protocol treatment was terminated. The protocol 5 4 (12%)
treatment was completed when a patient finished postoperative Tumor depth ¢TO 0 (0%)
chemotherapy. After completion of the protocol, no further treatment cTla, cT1b 0 (0%)
was given until tumor recurrence. T2 0 (0%)
Results cT3 12 (35%)
cT4a, cT4b 22 (65%)
Patient Characteristics Lymph node metastasis NO 0 (0%)
From January 2016 to February 2019, staging laparoscopy was N1 1 (35%)
performed in 43 consecutive candidates, and seven patients were N2 19 (56%)
excluded; three with macroscopic peritoneal disseminations and four cN3a, cN3b 10 (29%)
with positive cytology. Finally, 36 patients were enrolled, of whom M category Mo 34 (100%)
two patients were excluded; one with emergency surgery for inguinal Ml 0 (0%)
herniation, and the other with patient’s withdrawal. Accordingly, 34 TNM categories are based on 14th Japanese classification of gastric carcinoma
patients were assessed for efficacy (Figure 1). There were 28 males and (corresponding to the third English edition)

ECOG Eastern Cooperative Oncology Group
* The median is given, with the range in parentheses.

6 females with a median age of 71.5 years (Table 1).

Staging laparoscopy in candidates n=43

Dissemination n=3
Positive cytology test n=4

All enrolled patients n=36

Emergency surgery for inguinal herniation n=1
Withdraw consent n=1

y

2nd cycle of neoadjuvant chemotherapy and surgery n=34

y

Adjuvant S-1 for 1 year

L

Completed n=21
Not completed n=13

Figure 1: Patient flow chart. Staging laparoscopy was performed in 43 candidates, and seven patients were excluded. Finally 36 patients were enrolled, of whom 34 were assessed for efficacy.
Completion rate of protocol treatment was 61.8% (21/34).
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Neoadjuvant Chemotherapy and Toxicities

The completion rate of two cycles of nacG-SOX130 was 100%.
Relative dose intensity was 89.1% in S-1 (95%CI: 85.0-93.2) and 97.3%
in oxaliplatin (95%CI: 95.2-99.4). The most frequent hematological
and non-hematological toxicities were neutropenia (Gradel; 35.3%,
Grade2; 23.5%, Grade3; 0%) and peripheral sensory neuropathy
(Gradel; 50%, Grade2; 2.9%, Grade3; 0%), respectively. No treatment-
related death was observed (Table 2).

Clinical and Pathological Responses

In terms of interobserver agreement on clinical responses,
substantial concordance was shown by Cohen’s kappa coefficient of
0.582 (95%CI: 0.2934-0.8706, p<0.001). There were no complete
responses, partial responses in 25 patients (73.5%) and stable disease
in 9 patients (26.5%). No progressive disease was observed (Table 3).
The cRR was 73.5% (95%CI: 58.70-88.36), and the null hypothesis was
rejected (one-sided p=0.025). The pRR was 58.8% (20/34), including 3
pathological complete response cases (8.8%). 17 patients were revealed
as ypNO status (50%) (Table 4). In case of applying 10% as a cutoff for
residual tumor (Grade 2b/3), this conditional pRR was 26.4% (9/34).

Surgical Findings

34 patients underwent D2 gastrectomy (100%). No patients had

peritoneal dissemination at the planned operation. Concomitant
splenectomy was performed in one patient. RO resection rate was
97.1% (33/34) with one R1 case who had a positive proximal margin.
31 patients had no postoperative complication more than G1 (91.2%).
3 patients had G3 complications (8.8%); one with postoperative
bleeding and two with intra-abdominal abscess. No operative
mortality was observed (Table 5).

Postoperative Chemotherapy

Of 34 patients, 32 subsequently began postoperative chemotherapy
as a protocol treatment (94.1%). Postoperative chemotherapy was
not started in the remaining 2 patients due to renal dysfunction and
postoperative anastomotic stenosis, respectively. Of the 32 patients
who started postoperative chemotherapy, 21 completed postoperative
S-1 therapy for 1 year (65.6%). Therefore, the completion rate of the
protocol treatment comprising neoadjuvant nac-GSOX130, surgical
resection, and postoperative S1 was 61.8% (21/34).

Survival after Resection

RFS and OS were assessed for 34 patients. After a median follow-
up of 38.05 months, the 3-year RFS rate was 65.7% (38.23% of RFS
events, 95% CI: 46.5% to 79.5) and the 3-year OS rate was 64.3%
(35.29% of OS events, 95% CI: 44.6% to 78.6) (Figure 2).

Table 2: Adverse events during chemotherapy (n=34).

Any Grade* (%) Grade 1 (%) Grade 2 (%) Grade 3

Hematological toxicity

Leukopenia 8 (23.5) 4 (11.8) 4 (11.8) 0
Neutropenia 20 (58.8) 12 (35.3) 8 (23.5) 0
Anemia 27 (79.4) 21 (61.8) 6 (17.6) 0
Thrombocytopenia 14 (41.2) 13 (38.2) 1 (2.9) 0
Non-hematological toxicity

Peripheral neuropathy 18 (52.9) 17 (50) 1 (2.9) 0
General malaise 2 (5.9) 2 (5.9) 0 (0) 0
Fever 2 (5.9) 2 (5.9) 0 (0) 0
Diarrhea 2 (5.9) 1 (2.9) 1 (2.9) 0
Anorexia 6 (17.6) 6 (17.6) 0 (0) 0
Constipation 2 (5.9) 2 (5.9) 0 (0) 0
Eczema 2 (5.9) 2 (5.9) 0 (0) 0
Dry eye 1 (2.9) 1 (2.9) 0 (0) 0

“National Cancer Institute Common Terminology Criteria for Adverse Events version 4.0 (CTCAE ver. 4.0).

Table 3: Clinical response (n=34).

Response Values % (95% CI)
CR 0 0

PR 25 73.5

SD 9 26.5

PD 0 0

Overall response rate (CR+ PR) 25 73.5(58.70-88.36)
Disease control rate (CR+PR+SD) 34 100

CR complete response, PR partial response, SD stable disease, PD progressive disease.
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Discussion

In this phase II study, we demonstrated that neoadjuvant
chemotherapy with nacG-SOX130 had a significantly better cRR with
acceptable safety and feasibility for clinical Stage III gastric cancer
(73.5%, 95%CI: 58.70-88.36, p=0.025). Secondary endpoints also

Table 4: Pathological findings (n=34).

Values % (95%CI)

Tumor depth

ypTO 3 8.8

ypT1la, ypT1lb 2 5.9

ypT2 6 17.6

ypT3 16 47.1

ypT4a, ypT4b 7 20.6
Lymph node metastasis

yPNO 17 50

ypN1 9 26.5

ypN2 4 11.8

ypN3a, ypN3b 4 11.8
Resection

RO 33 97.1

R1 1 2.9
Pathological response

Grade 0 4 11.8

Grade la 10 29.4

Grade 1b 3 8.8

Grade 2a 8 235

Grade 2b 6 17.6

Grade 3 3 8.8
Pathological response rate

(grade 1b, 2a, 2b, 3) 20 58.8 (42.3-75.3)

a
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showed favorable results, in which pRR was 58.8% (20/34), including
3 pathological complete response cases (8.8%) and the 3-year RFS rate
was 65.7% (95% CI: 46.5% to 79.5) and the 3-year OS rate was 64.3%
(95% CI: 44.6% to 78.6). These results were encouraging for selecting
the next candidate of neoadjuvant treatment in multimodal strategy
for clinical Stage III gastric cancer.

Although surgery is the main-stay of treatment of gastric cancer,
multimodal strategy is needed to further improve the prognosis,
especially in the high-risk patients of recurrence, i.e. Stage III [14].
However, in the situation where surgery is very precise with D2
gastrectomy, there are still arguments about necessity of neoadjuvant
treatment, because high quality lymphadenectomy might marginalize
the contribution of neoadjuvant chemotherapy, which would be
otherwise hazardous for subsequent surgery owing to fibrosis and
edema induced by chemo-drugs. Furthermore, several negative results
of Japan Clinical Oncology Group (JCOG) studies for preoperative
chemotherapy using cisplatin for advanced gastric cancer complicated
an interpretation whether the regimens using platinum compound
were effective or not in the neoadjuvant setting compared to the
unresectable, metastatic setting, although these JCOG studies did not

Table 5: Surgical complications (n=34).

Morbidity Grade 1* Grade2 Grade3a Grade3b % Grade 3a/b
Anastomotic leakage 0 0 0 0 0
Pancreatic fistula 0 0 0 0 0
Pneumonia 0 0 0 0 0

ileus 0 0 0 0 0
Pleural disorder 0 0 0 0 0
Emptying disorder 0 0 0 0 0
Post-operative bleeding 0 0 0 1 2.9
Abdominal infection 0 0 2 0 5.9

“National Cancer Institute Common Terminology Criteria for Adverse Events version 4.0
(CTCAE ver. 4.0).
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Figure 2: (a) 3 year RFS rate was 65.7%. (b) 3 year OS rate was 64.3%. RFS relapse free survival, OS overall survival, 95 CI 95% confidence interval.
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exactly target the pure neoadjuvant population, i.e. Stage II/III patients
[15-17]. On the other hand, the proof of principle that other platinum,
i.e. oxaliplatin, would bring a different outcome from cisplatin has
already been shown in pre-clinical and clinical models in gastric
cancer. Tan et. al analyzed gene expression profiles for gastric cancer
cell lines and identified the intrinsic subtypes which had a favorable
response to oxaliplatin instead of cisplatin [18]. In the clinical setting,
the AIO-FLOT4 study demonstrated that the replacement of cisplatin
to oxaliplatin in combination with epirubicin to docetaxel, did show
a higher rate of curative resection (84% versus77%, p=0.01), and
prolonged OS [HR 0.77 (0.63-0.94), p=0.012] [19]. More recently,
oxaliplatin-specific signatures based on tumor biology are rigorously
sought after in gastric cancer [20]. In order to clarify these confusing
understandings about neoadjuvant chemotherapy for resectable
gastric cancer, it is necessary to plan a new study targeting the pure
neoadjuvant population of Stage III patients with a regimen containing
oxaliplatin instead of cisplatin, and also with the latest non-invasive
radical D2 surgery.

In the recruitment of candidates in neoadjuvant treatment,
exact evaluations of cancer staging should be done before treatment.
Nonetheless, there is no explicit consensus for the size criteria for lymph
node metastasis. Generally, metastatic lymph nodes are considered to
be large. However, metastatic lymph nodes are not necessarily large
in size [21], and even more, the majority of metastatic lymph nodes
are smaller than 10mm [22]. With the technological improvement of
diagnostic performance, current CT scanners already have the ability
to detect lymph nodes less than 5 mm in diameter. In the setting of a
cut-off value, we should lower the threshold and increase sensitivity
to recruit as many patients who need neoadjuvant treatment. Thus, it
is still challenging to establish the optimal size criteria for clinical N
status with the trade-off balance of sensitivity and specificity.

The cRR, which we used as a primary endpoint in this study, is
expected as an on-treatment marker for personalized treatment
[23]. It would be a next challenge to monitor on-treatment efficacy
and arrange the scheduled treatment to promote the personalized
medicine in neoadjuvant chemotherapy for gastric cancer. The pRR,
which was one of the secondary endpoints, was 58.8% (95%CI: 76.8-
99.6), and was favorable compared to those in previous studies (48-
51%) [17,24,25]. In addition, the conditional pRR of 26.4% by the
threshold of 10% of the residual tumor was also favorable compared
to those of previous study (15.4-19.4%) [26]. Another thing that we
want to highlight here is the high rate of ypNO status (17/34, 50%).
Pathological NO status is reported to be more linked to better survival
than pRR. Achieving ypNO status was shown as an important hallmark
demonstrating the effectiveness of neoadjuvant therapy in gastric
cancer [27]. In this context, our result of ypNO is promising in the
future analysis of survival.

The chemotherapy-related adverse events are also critical in the
neoadjuvant setting because the safety for subsequent surgery should
be warranted. In this study, grade 3 or higher adverse events were not
observed both in hematological and non-hematological categories
(Table 3). The minimal number of treatment cycles for enough tumor
control, which we think to be 2 cycles, might have contributed to the
reduction of adverse events. As for peripheral sensory neuropathy
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induced by oxaliplatin, 94.4% of the toxicities were Grade 1 (17/18), and
only one patient had Grade 2 neuropathy. It is important to note that
oxaliplatin has cumulative toxicity, and here again, 2 cycles of oxaliplatin
might have resulted in a relatively low rate and grade of neuropathy.
So far, treatment duration of neoadjuvant chemotherapy has not been
established yet. However, looking at the balance of treatment effects and
adverse events demonstrated in this study, it seems to be not always
necessary to increase the treatment cycles more than 2, which was also
suggested in COMPASS trial [28]. In addition, considering that the
median age of patients in this study was relatively high at 71.5 years,
safety and tolerability of nacG-SOX130 might be further suggested.

Surgical morbidities were two cases of abdominal infection and
one case of postoperative bleeding only (5.9% and 2.9%, respectively).
Anastomotic leakage and pancreatic fistula, which were the most
serious complications in gastric cancer surgery, were not observed
in this study, suggesting the quality procedures of noninvasive
laparoscopic D2 gastrectomy in this study. Since neoadjuvant
chemotherapy is premised on surgery, it must always be evaluated
in the context of surgical outcomes, and this study demonstrated
feasibility of nacG-SOX130 for the subsequent radical surgery.

There are some limitations in this study. First, this trial had a
single-arm, phase II design conducted in a single institution with a
limited number of patients. Secondly, only the short-term results were
analyzed. After the follow-up period will be completed, the efficacy of
nacG-SOX130 should be reevaluated in terms of survival.

Conclusion

In conclusion, nacG-SOX130 in clinical Stage III gastric cancer was
feasible and the efficacy results of clinical and pathological responses
were encouraging in this high-risk population without impairing curative
intent laparoscopic D2 gastrectomy. nacG-SOX130 would be a promising
candidate of neoadjuvant treatment for Stage III gastric cancer. With a
high rate of ypNO, the future analysis of survival will be expected.
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