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Abstract
Purpose To evaluate a new strategy of two sequential,
intensiWed chemotherapy regimens in metastatic gastric
cancer.
Patients and methods Chemo-naïve patients with meta-
static gastric cancer were enrolled to receive 4 cycles of
TCF-dd (docetaxel initially 85 mg/m2 and cisplatin initially
75 mg/m2 on day 1 [later modiWed due to toxicity: 70 and
60 mg/m2 respectively], l-folinic acid 100 mg/m2 on days 1
and 2, 5-Xuorouracil 400 mg/m2 bolus and then 600 mg/m2

as a 22 h continuous infusion on day 1 and 2, every
14 days). Subsequently, patients with CR, PR or SD
received 4 cycles of COFFI (oxaliplatin 85 mg/m2, irino-
tecan 140 mg/m2, l-folinic acid 200 mg/m2, 5-Xuorouracil
bolus 400 mg/m2 on day 1 followed by 2,400 mg/m2 as a
48 h continuous infusion, every 14 days). In both regimens
pegWlgrastim 6 mg subcutaneously on day 3 was included.
Results Forty consecutive patients were enrolled. TCF-dd
regimen achieved an ORR of 55% (95% CI, 40–70).
Twenty-three patients proceeded to COFFI. After this regi-
men the ORR was then increased to 60% (95% CI, 45–75).

Among the 21 patients treated with TCF-dd after the proto-
col amendments, main grade 3–4 toxicities were: neutropenia
(29%), thrombocytopenia (19%), asthenia (24%) and
diarrhea (14%). COFFI caused grade 3–4 neutropenia (all
not febrile) and diarrhea in 35% and 17% of patients
respectively.
Conclusions A sequential strategy with TCF-dd followed
by COFFI is very active and may be of special interest in
selected patients.
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Introduction

Gastric cancer is the second leading cause of cancer
related death in the world [1]. It accounts for more than 20
deaths per 100,000 population annually in East Asia, East-
ern Europe, and parts of Central and South America [2].
Surgical resection is the main curative treatment option
in the early setting of this disease, with 5-year survival
rates of 58% to 78% and 34% reported for stage I and II,
respectively [3]. Unfortunately, in the western world, most
patients are diagnosed when the tumor is inoperable. In
this setting, chemotherapy remains the best treatment
option [4].

Many cytotoxic agents, such as platinum compounds,
anthracyclines, Xuoropyrimidines, taxanes and irinotecan,
in various combinations, have demonstrated signiWcant
eYcacy in patients with metastatic gastric cancer, regarding
disease free and overall survival [4–12].

However, in spite of these improvements, most patients
with metastatic disease will develop drug resistance in a
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few months after starting treatment and median survival
still remains below 12 months in most trials.

Three decades ago, Norton and Simon reported, in a
mathematical model, that the rate of tumor regrowth
increases as the tumor shrinks in response to chemotherapy
[13].

The Norton-Simon hypothesis [14] predicts either that a
rapid reduction of tumor burden could best be achieved by
shortening the interval between the cycles, and that the
resistance might be overcome by switching from initial
chemotherapy to new one.

Based on this hypothesis, many dose-dense regimens
and sequential schedules have been developed in various
tumors, with mixed results [15–18].

In advanced gastric cancer, studies with intensiWed
weekly or biweekly [19–23] combinations or sequential
[24–26] chemotherapies have reported encouraging results.

In the present study we tested a new strategy with the
sequence of two intensiWed biweekly regimens, in order to
avoid the emergence of drug resistance.

For the Wrst part of the sequence, a combination of
docetaxel, cisplatin and 5-Xuorouracil (TCF) was chosen,
which is currently considered a valid option in the Wrst-line
setting [7].

In order to increase the dose intensity, we have reduced
to two weeks the interval between each cycle; furthermore,
we have modulated the 5-Xuorouracil with folinic acid,
according to the studies by de Gramont and colleagues in
colorectal carcinoma [27].

For the second part of the sequence, a combination of
oxaliplatin, irinotecan, folinic acid and 5-Xuorouracil was
chosen, based on previous phase II trials that reported high
activity in metastatic gastric cancer [22, 23].

Patients and methods

Patients

The inclusion criteria for this study were: histologically
conWrmed metastatic gastric cancer, at least one measurable
metastatic lesion, age ·80 years, an ECOG performance
status (PS) ·1, adequate hepatic, renal, haematological and
cardiac function and written informed consent.

Prior adjuvant chemotherapy and radiotherapy were
allowed, provided that terminated by at least 6 months
before the enrollment in the study.

Major exclusion criteria were: prior palliative chemo-
therapy, either bone metastases or pleural/peritoneal eVu-
sion as the sole disease site, pregnancy, breast-feeding,
child-bearing potentiality without use of any contraception,
any other current or prior malignancy (with the exception
of excised cervical carcinoma in situ or squamous cell skin

carcinoma) and psychiatric conditions considered as mak-
ing it diYcult or impossible to apply the therapeutic
program.

The study was approved by the local ethical committee
and was performed in accordance with the Declaration of
Helsinki and Good Clinical Practice Guidelines.

Chemotherapy administration and dose reductions

Dose-dense TCF (TCF-dd) regimen consisted of: docetaxel
(Taxotere®; SanoW-Aventis, Paris, France) 85 mg/m2 over
1-h intravenous (i.v.) infusion on day 1, cisplatin 75 mg/m2

on day 1 (1 h i.v. infusion), levo-folinic acid 100 mg/m2

administered in 5% glucose over 2-h i.v. on day 1 and 2,
followed by 5-Xuorouracil 400 mg/m2 bolus i.v. on day 1
and 2 and then 5-Xuorouracil 600 mg/m2 as a continuous
i.v. infusion over 22 h on day 1 and 2.

PegWlgrastim (Neulasta®, Amgen, Thousand Oaks, CA,
USA) 6 mg was administered on day 3, subcutaneously, at
the end of 5-Xuorouracil continuous infusion.

As a precaution, we decided per protocol to reduce by
30% all the chemotherapeutic agents for patients aged
¸65 years, on the basis of our clinical practice about poli-
chemotherapy regimens in metastatic gastric cancer.

Hematological and non hematological toxicities encoun-
tered in the Wrst 6 patients, prompted us to make an amend-
ment to the protocol and thereby we reduced docetaxel dose
to 75 mg/m2.

Because of persistent toxicities, mainly hematological
and constitutional symptoms (severe asthenia) we decided,
after the 19th patient treated, to further reduce docetaxel
(70 mg/m2) and cisplatin (60 mg/m2) doses.

Antiemetic treatment (5-hydroxytryptamine receptor
antagonist type and dexamethasone), appropriate hydration
and premedications were always administered before the
infusion of chemotherapy.

In the event of toxicity, the following dose reductions
and treatment delays were planned: in case of insuYcient
hematological function (neutrophil count <1,500/mm3 and/
or platelet count <100,000/mm3), and/or non-hematological
toxicities grade >1 on day 15 of any cycle, treatment was
delayed until resolution.

If toxicities lasted longer than two weeks, the treatment
was continued, after recovery, with a dose reduction of
20%, but always keeping the 2-week schedule.

In the event of febrile neutropenia, grade 4 not febrile
neutropenia lasting longer than Wve days, grade 4 thrombo-
cytopenia or grade 3 thrombocytopenia with bleeding, there
were 25% dose reductions of each drug.

The same dose reduction was indicated for grade 3 and 4
non-hematological toxicity.

Treatment was repeated every 14 days and it was contin-
ued for 4 cycles (one cycle = 15 days) in absence of disease
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progression, unacceptable toxicity, patient refusal, or at
physician’s discretion.

At the end of the TCF-dd treatment, patients were
re-evaluated and those with complete response (CR), partial
response (PR) or stable disease (SD) received COFFI: iri-
notecan (Campto®, Aventis Pharma, Rainham Road South,
Dagenham, UK) 140 mg/m2 in saline solution over 1-h i.v.
infusion on day 1, followed by oxaliplatin (Eloxatin®, Labora-
toires Thissen, Braine-L’alleud, Belgium) 85 mg/m2 and levo-
folinic acid 200 mg/m2 administered simultaneously in 5%
glucose over 2-h i.v. on day 1, followed by 5-Xuorouracil
400 mg/m2 bolus i.v. on day 1 and then 5-Xuorouracil
2,400 mg/m2 as a continuous i.v. infusion over 48 h.

Also in this case, pegWlgrastim was administered at the
end of 5-Xuorouracil continuous infusion and patients aged
¸65 years received a 30% dose reduction.

In the event of toxicity, the following dose reductions
and treatment delays were planned: in case of insuYcient
hematological function (neutrophil count <1,500/mm3 and/
or platelet count <100,000/mm3), and/or gastrointestinal
toxicities grade >1 on day 15 of any cycle, treatment was
delayed until resolution; if gastrointestinal toxicities lasted
longer than two weeks, the treatment was then discontin-
ued.

In the event of febrile neutropenia, grade 4 not febrile
neutropenia lasting longer than Wve days, grade 4 thrombo-
cytopenia or grade 3 thrombocytopenia with bleeding, there
were 25% dose reductions of each drug.

The same dose reduction was indicated for grade 3 and 4
gastrointestinal toxicity. For ototoxicity or neurotoxicity
grade ¸ 2, oxaliplatin was discontinued.

Treatment was repeated every 14 days and it was contin-
ued for 4 cycles (one cycle = 15 days) in absence of disease
progression, unacceptable toxicity, patient refusal, or at
physician’s discretion.

Study assessments

Upon study entry, a medical history was taken, and all of
the patients underwent a physical examination, an evalua-
tion of ECOG PS, blood chemistry tests, a chest X-ray and
a computed tomography scan of the abdomen and of all
measurable and assessable sites. A bone scan, a magnetic
resonance imaging scan and an ultrasound endoscopy were
carried out only if indicated.

The patients subsequently underwent a physical exami-
nation and laboratory tests (blood cell count, serum creati-
nine, bilirubin, aspartate aminotransferase [ALT], alanine
aminotransferase [AST]) before each cycle. The tumor
markers carcinoembryonic antigen (CEA) and CA 19.9
were measured at baseline and every month.

Instrumental evaluations of the lesions present at study
entry were carried out after 4 cycles of TCF-dd (or at least 2

cycles in case of early stopping), a second time after 4
cycles of COFFI (or at least 2 cycles in case of early stop-
ping) and then every 2 months until disease progression or
withdrawal from study medication, on the basis of the
RECIST criteria [28].

In addition, survival was monitored every 2 months in
each patient leaving the study.

Adverse events, including neurosensory toxicity, were
classiWed according to National Cancer Institute Common
Toxicity Criteria (NCI-CTC) version 3.0.

Statistical analysis

This was a monocentric, non-randomized phase II study.
The eYcacy analyses were based on the intent-to-treat pop-
ulation. The primary objective was the activity evaluated as
overall response rate (ORR): CR plus PR. Secondary end-
points were safety, time to progression (TTP) and overall
survival (OS).

On the basis of an ORR of 37% for patients who
received DCF or TCF regimens in previous recent random-
ized trials [6, 7] we expected a 50% ORR with the TCF-dd
regimen and a further increase of 20% ORR by the addition
of COFFI.

We have estimated that 23 evaluable patients receiving
both TCF-dd and COFFI were required to accept this
hypothesis as being true [29] in order to guarantee a power
of the study of 0.80 and signiWcance of 0.05.

We have also projected that an extra amount of 10–15
patients had to be enrolled, considering the expected drop
out after TCF-dd regimen, due to progression of disease
(per protocol), toxicity and other causes.

Descriptive statistics was reported as proportions and
medians. Kaplan-Meier estimates were used in the analysis
of time-to-event variable and the 95% conWdence interval
(CI) for the median time to event was computed.

The dose intensity (DI) was calculated according to
Hryniuk method [30]. The relative DI was calculated as the
ratio of the DI actually delivered to the DI planned by the
protocol.

Results

Patients’ characteristics

Forty consecutive patients were enrolled into this study
from November 2004 to April 2008.

Patients’ characteristics are listed in Table 1. Median age
was 64 years (range 40–80 years); the majority were male
(73%) and had an ECOG PS of 0 (70%).

All patients had histologically conWrmed adenocarci-
noma.
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The most common disease sites were distant lymph
nodes (58% of patients), liver (50%), peritoneum (38%),
bone (15%) and lung (13%).

Eight patients (20%) had their primary tumor at the
esophagogastric junction. Forty-Wve percent of patients
underwent prior gastrectomy, the rest had metastatic dis-
ease as Wrst diagnosis.

Four patients (10%) had received prior adjuvant chemo-
therapy. Two patients (5%) had received prior adjuvant
radiotherapy.

Chemotherapy delivery

The exposure to study medications is listed in Table 2.
A median of 4 cycles (range 1–4) of TCF-dd per patient

were administered.
Sixteen patients (40%) completed the planned 4 cycles

without any delay nor dose reductions.

Four patients received less than 4 cycles (see below for
further details).

Median actual DI was 42.5 mg/m2/week (range 21.2–42.5;
relative DI = 1.0, range 0.5–1.0) for docetaxel and
37.5 mg/m2/week (range 18.7–37.5; relative DI = 1.0,
range 0.5–1.0) for cisplatin in the Wrst 6 patients treated
at the initial doses (docetaxel 85 mg/m2 and cisplatin
75 mg/m2). After the protocol amendments, in which the
docetaxel dose was reduced to 70 mg/m2 and cisplatin
dose was reduced to 60 mg/m2, median actual DI was
35 mg/m2/week (range 14–35; relative DI = 1.0, range
0.4–1) for docetaxel, 30 mg/m2/week (range 12–30; rela-
tive DI = 1.0, range 0.4–1) for cisplatin and 1,000 mg/m2/
week (range 400–1,000; relative DI = 1.0, range 0.4–1)
for 5-Xuorouracil.

Twenty-three patients were treated with COFFI and a
median of 4 cycles (range 2–4) per patient was adminis-
tered.

Nine patients (39%) completed the planned 4 cycles
without any delay nor dose reductions.

Three patients received less than 4 cycles of COFFI: one
experienced severe gastrointestinal toxicity after 3 cycles,
the second developed clinical progression of disease after 2
cycles and the other refused to continue the treatment after
3 cycles.

Median actual DI was 64 mg/m2/week (range 43.7–70;
relative DI = 0.92, range 0.62–1) for irinotecan, 39 mg/m2/
week (range 26.5–42.5; relative DI = 0.92, range 0.62–1)
for oxaliplatin and 1,280 mg/m2/week (range 875–1,400;
relative DI = 0.92, range 0.62–1) for 5-Xuorouracil.

EYcacy

Thirty-six patients were evaluable for response to the TCF-
dd regimen. There were two treatment related deaths (one
patient died after 1 cycle because of bowel perforation and
another because of septic shock due to febrile neutropenia)
and two early suspensions (one patient discontinued the
treatment because of severe allergic reaction to docetaxel in
the 2nd cycle and another interrupted after 3 cycles because
of severe gastrointestinal and hematological toxicity, with-
out instrumental evaluation of disease).

After 4 cycles of TCF-dd, 2 CR (5%), 20 PR (50%), 9
SD (22%) and 5 disease progressions (12%) were observed,
for an ORR of 55% (95% CI, 40–70), as shown in Table 3.

The activity rate achieved after the administration of
COFFI is listed in Table 4. The two CR observed after
TCF-dd were maintained after COFFI. Among the 20
patients with PR after TCF-dd, 2 achieved CR, 6 had a fur-
ther improvement of response, 6 maintained PR, 2 pro-
gressed and 4 did not start COFFI (1 early death not related
to the disease nor to the treatment, 1 protocol violation, 1
patient refusal and 1 for other reasons).

Table 1 Patients’ characteristics

No. %

Enrolled patients 40 100

Sex

Male 29 73

Female 11 27

Age (years)

Median 64

Range 40–80

ECOG PS

0 28 70

1 12 30

Primary tumor site

Esophagogastric junction 8 20

Stomach 32 80

Histological diagnosis

Adenocarcinoma 40 100

G1 0 0

G2 16 40

G3 18 45

Unknown 6 15

Prior gastrectomy 18 45

Disease sites

Distant lymph nodes 23 58

Stomach 22 55

Liver 20 50

Peritoneum 15 38

Bone 6 15

Lung 5 13

Prior adjuvant chemotherapy 4 10

Prior adjuvant radiotherapy 2 5
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Among the 9 patients with SD after TCF-dd, 2 achieved
PR, 2 maintained stable disease, 1 progressed and 4 did not
start COFFI (1 protocol violation, 1 patient refusal and 2
for other reasons).

The ORR in the 23 patients who received both TCF-dd
and COFFI was 60% (95% CI, 45–75).

Two patients with multiple liver metastases maintained
CR for 16 and over 36 months respectively. Two patients
with peritoneal macrometastases maintained CR for 11 and
over 12 months respectively. At a median follow-up of
19 months (95% CI, 16–23), median TTP was 8.6 months
(95% CI, 6.2–9.3) and median OS was 10.7 months (95%
CI, 8.4–15.6). The 1-year OS was 31%. These survival
Wgures refer to patients who received both regimens.

Safety

Toxicities experienced during treatment are listed in
Tables 5 and 6.

All patients were evaluable for toxicity. Among the 21
patients treated with TCF-dd after the protocol amend-
ments, grade 3–4 neutropenia and thrombocytopenia rates
were 29% and 19% respectively. Febrile neutropenia
occurred in 10% of patients. Most frequent grade 3–4 non-
hematological toxicities were: asthenia (24%), diarrhea
(14%) and hypokalemia (14%).

Eight patients (35%) treated with COFFI developed
grade 3–4 neutropenia (all not febrile); however, two

Table 2 Chemotherapy delivery

a Refers to 21 patients treated after the protocol amendments

TCF-dd COFFI

No. of treated patients 40 23

No. of patients who completed 4 cycles 
without delay nor dose reductions (%)

16 (40) 9 (39)

No. of patients who received less than 4 cycles (%) 4 (10) 3 (13)

No. of patients with dose reduction (%) 10 (25) 6 (26)

No. of patients with at least 1 cycle delay (%) 21 (53) 13 (57)

No. of patients with at least 1 
cycle delay and dose reduction (%)

9 (23) 5 (22)

Median no. of cycles per patient (range) 4 (1–4) 4 (2–4)

No. of planned cycles 160 92

No. of delivered cycles (%) 151 (94) 88 (96)

No. of delayed cycles (%) 61 (40) 21 (24)

No. of cycles with dose reduction (%) 15 (10) 16 (18)

Median dose intensitya (mg/m2/week) Docetaxel 35 Irinotecan 64

Cisplatin 30 Oxaliplatin 39

5-Fluorouracil 1.000 5-Fluorouracil 1.280

Median relative dose intensitya (range) Docetaxel 1 (0,4-1) Irinotecan 0,92 (0,6-1)

Cisplatin 1 (0,4-1) Oxaliplatin 0,92 (0,6-1)

5-Fluorouracil 1 (0,4-1) 5-Fluorouracil 0,92 (0,6-1)

Table 3 Activity of TCF-dd regimen—intention to treat analysis

TCF-dd Docetaxel, cisplatin, 5-Xuorouracil modulated with folinic
acid—dose-dense, CR Complete response, PR partial response, SD
stable disease, ORR overall response rate (CR + PR), PD progressive
disease, NE not evaluable

No. %

CR 2 5

PR 20 50

ORR 22 55 (95% CI, 40–70)

SD 9 22

PD 5 13

NE 4 10

Table 4 Activity of the sequence TCF-dd followed by COFFI—
intention to treat analysis

TCF-dd docetaxel, cisplatin, 5-Xuorouracil modulated with folinic
acid—dose-dense, COFFI combination of oxaliplatin, folinic acid,
5-Xuorouracil and irinotecan, CR complete response, PR partial
response, SD stable disease, ORR overall response rate (CR + PR), PD
progressive disease, NE not evaluable

No. %

CR 4 10

PR 20 50

ORR 24 60 (95% CI, 45–75)

SD 7 17

PD 5 13

NE 4 10
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patients did not receive erroneously for the Wrst cycle
any primary prophylaxis with granulocyte colony stimu-
lating factors. Grade 3–4 diarrhea occurred in 17% of
patients.

Discussion

In this study we have tested for the Wrst time in advanced
gastric cancer a strategy consisting of two sequential, inten-
siWed chemotherapy regimens.

The ORR of 55%, obtained after 4 cycles of TCF-dd
rose to 60% after 4 cycles of COFFI.

This result is interesting and also conWrms those of
previous phase II trials of sequential chemotherapy
in this setting, which have shown an increase of activity
by introducing non cross-resistant drugs [24–26].

However the administration of 8 cycles of chemotherapy
might have lead to the good response rates registered; for
this reason we believe that this issue deserves to be clariWed
by the means of a randomized study.

Despite the dose reduction of cisplatin and docetaxel
after the study started, the activity of the TCF-dd
regimen was apparently not compromised: in fact,
among the Wrst 19 treated patients, the ORR was 47%
compared to 62% observed among the 21 patients subse-

Table 5 Toxicity of TCF-dd 
before and after the protocol 
amendments according to 
NCI-CTC version 3.0 criteria

Before the amendments After the amendments

No. of patients % No. of patients %

Treated 19 100 21 100

Neutropenia

Grade 1–2 6 32 1 5

Grade 3–4 13 68 6 29

Febrile neutropenia 6 32 2 10

Thrombocytopenia

Grade 1–2 10 53 3 14

Grade 3–4 7 37 4 19

Anemia

Grade 1–2 14 74 7 33

Grade 3–4 4 21 1 5

Nausea/vomiting

Grade 1–2 9 47 9 43

Grade 3–4 2 11 3 14

Diarrhea

Grade 1–2 9 47 5 24

Grade 3–4 5 26 3 14

Asthenia

Grade 1–2 2 11 9 43

Grade 3–4 9 47 5 24

Stomatitis

Grade 1–2 3 16 3 14

Grade 3–4 2 11 1 5

Hypokalemia

Grade 1–2 6 32 4 19

Grade 3–4 4 2 3 14

Hypocalcaemia

Grade 1–2 4 21 3 14

Grade 3–4 5 26 0 0

Creatinine elevation

Grade 1–2 8 42 1 5

Grade 3–4 0 0 0 0
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quently treated after the protocol amendments (data not
shown).

The increase of activity in our study is less than we
expected at the time of the trial design; probably the 70%
ORR foreseen was too optimistic.

Moreover we think that the results obtained from this
sequential therapy should be balanced with the potential
toxicity and Wnancial burden of the heavy regimens admin-
istered. It is then of paramount importance the proper selec-
tion of patients which may potentially have beneWt.

The TTP and OS were not primary end-points, however
they deserve some considerations.

A median TTP of 8.6 months is longer than those
achieved by other regimens considered among the most
eVective in advanced gastric cancer, such as ECF [5], DCF
[6] and TCF [7].

Notwithstanding, due to a relatively small sample size
and a non-randomized design, it is not possible to draw
deWnitive conclusions from this result. Despite the fact that

we have found a long TTP, the median OS of 10.7 months
was not impressive. This could be explained by the fact that
only patients with distant metastases were included in our
study. In addition, the 1-year OS was 31%.

It is also important to show the clinical course of the four
patients with CR: of the two patients with multiple liver metas-
tases, one is still in CR after 36 months of follow-up and the
other has relapsed after 16 months. Of the two patients with
peritoneal macrometastases, one is still in CR after 12 months
of follow-up and the other has relapsed after 11 months.

Regarding the toxicity, some remarks are deserved. The
TCF-dd regimen was unacceptably toxic at the initial
dosing schedule, especially concerning the gastrointestinal
and hematological toxicities and lethargy.

Undoubtedly it would have been more correct to perform
Wrst a dose-escalation phase I study to determine the recom-
mended dose of cisplatin and docetaxel.

After the protocol amendments, the toxicity was signiW-
cantly reduced in the 21 patients subsequently treated.
However, constitutional symptoms and hematological tox-
icity were still not negligible.

At the reduced doses the TCF-dd regimen was feasible,
as 10 patients (48%) completed the planned 4 cycles with-
out any delay nor dose reductions (data not shown).

The toxicity of COFFI, mainly represented by diarrhea
and neutropenia, was acceptable and comparable to that
found in previous phase II studies with this combination
[22, 23]. Another point that must be discussed is that unfor-
tunately, no quality of life questionnaires were responded
by the enrolled patients. It would have been undoubtedly
additive valuable information, also when considering this
approach instead of the “classic” strategies in this disease.

Nevertheless, on the basis of aforementioned consider-
ations, we think that a sequential strategy with TCF-dd for
4 cycles followed by COFFI for 4 cycles is feasible, eVec-
tive and deserves to be tested in well designed randomized
trials. It may be of special interest in patients with symp-
tomatic disease in need of a rapid reduction of tumor
burden as well as in the neoadjuvant setting in order to
achieve better response rates.

It also may be of special interest the addition of biologi-
cal agents to enhance the eYcacy of this strategy, which
will be our next subject of research.

ConXict of interest The author(s) indicated no potential conXicts of
interest.
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