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ABSTRACT
Background: Previous evidence suggests that metabolically supported chemotherapy (MSCT), keto-
genic diet, hyperthermia and hyperbaric oxygen therapy (HBOT) could all target vulnerabilities of can-
cer cells. This study aimed to evaluate the efficacy and the tolerability of this combination therapy in
the treatment of stage IV non-small cell lung cancer (NSCLC).
Methods: Forty-four NSCLC patients with distant metastasis that received MSCT (administration of
chemotherapy regimen following induced hypoglycemia) plus ketogenic diet, hyperthermia and HBOT
combination were included in this retrospective study. Survival and treatment response rates as well
as toxicities were evaluated.
Results: Overall response rate (ORR, complete response plus partial response) was 61.4%; whereas,
15.9% and 22.7% of patients had stable disease (SD) and progressive disease (PD), respectively. Mean
overall survival (OS) and progression-free survival (PFS) was 42.9months (95% CI: 34.0–51.8) and
41.0months (95% CI: 31.1–50.9), respectively. A higher Eastern Cooperative Oncology Group (ECOG)
performance status (ECOG �2) was associated with worse OS and PFS. Patients received chemother-
apy cycles with acceptable toxicity and adverse events. No problems were encountered due to fasting,
hypoglycemia, ketogenic diet, hyperthermia or hyperbaric oxygen therapy.
Conclusions: Findings of this study suggest that MSCT combined with other modalities targeting mul-
tiple pathways and cellular vulnerabilities may bring about remarkable improvements in survival out-
comes and treatment response rates in metastatic NSCLC, without additional safety concerns. Large
comparative studies are warranted to draw robust conclusions.
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Introduction

Lung cancer is the most common cancer worldwide with
�1.8 million new patients diagnosed globally in 2012; and it
is the leading cause of cancer-related mortality causing an
estimated 1.6 million deaths in the same year [1,2]. Lung
cancer is categorized into two broad classes: small cell lung
carcinoma (SCLC) and non-small cell lung carcinoma (NSCLC).
NSCLC accounts for about 85% of all malignancies originat-
ing from the lungs [3,4]. Despite advances in monitoring and
diagnostic imaging techniques, nearly 40% of all NSCLC
patients are diagnosed at advanced stages with distant
metastasis [4,5].

In patients diagnosed with stage I, II or III NSCLC, treat-
ment is generally with curative intent and usually includes a
combination of surgery, radiation therapy (RT) and chemo-
therapy. However, in the case of stage IV patients in whom
toxicity is a major concern, optimal management is not well-
defined [6,7]. Currently, cytotoxic chemotherapy with a plat-
inum-based doublet is the first-line treatment modality for

patients with advanced NSCLC [7,8]. Although several regi-
mens have demonstrated very similar efficacy in large phase
III trials, at present, carboplatin combined with paclitaxel is a
commonly administered combination regimen, due to more
favorable toxicity profile of carboplatin allowing administra-
tion on an outpatient basis [9]. In addition, the use of
immunotherapy for advanced NSCLC is newly immerging in
the field and has been started to be integrated into the first
line treatment [10–14].

Over the past decade, several trials have been conducted
to evaluate different schedules of carboplatin/paclitaxel
administration with the aim of enhancing efficacy and toler-
ability [7,15–18]; however, trials focusing on patients with
impaired performance status and related comorbidities are
lacking [19].

Unlike normally differentiated cells, cancer cells exhibit a
dysregulated energy metabolism. Similar to normal develop-
ing cells and proliferating cells, they exhibit an increased glu-
cose uptake leading to the lactate production, even in the
presence of oxygen [20]. This phenomenon is called the
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‘Warburg effect’. It was first recognized by Otto Warburg in
1924 who hypothesized that ‘cancer is a disease of metabolic
dysregulation’ [21,22]. This abnormal energy metabolism is
seen in almost all types of tumors [23] and is the basis of flu-
orodeoxyglucose-PET scan, one of the most important imag-
ing techniques used in the diagnosis and follow-up of
cancer. Several studies have focused on therapeutic strat-
egies that will target this metabolic difference of cancer cells
compared to normal cells; and ultimately this research has
led to the development of metabolically supported chemo-
therapy (MSCT), a novel chemotherapy application method
based on Warburg’s hypothesis [24–26]. In practice, MSCT
involves a 12-h fasting starting the previous evening and the
administration of pharmaceutical doses of regular insulin
prior to the administration of chemotherapy. This strategy
aims to develop mild hypoglycemia in an attempt to cause
an acute metabolic stress on cancer cells as well as to
increase the efficacy of chemotherapeutic drugs by increas-
ing membrane permeability [27]. The glucose dependency of
cancer cells forms the rationale of adapting a diet that will
decrease circulating glucose levels. The ketogenic diet, a
high-fat, carbohydrate-restricted diet, decreases blood glu-
cose levels, elevates blood ketone levels, and it has been
shown to slow the progression of cancer [26,28–34].

Hyperthermia, locally increasing body temperature to
42 �C or higher, exploits heat sensitivity of cancer cells and
causes direct cytotoxicity. Hyperthermia has been shown to
increase the efficacy of radiotherapy and some chemothera-
peutic agents by sensitizing cancer cells to these therapies;
and some chemotherapeutic agents have shown synergism
with hyperthermia, including both carboplatin and pacli-
taxel [25,26,35–43].

The abnormal vasculature of tumors causes tumor hyp-
oxia, which increases the glycolytic dependence of cancer
cells, has cancer-promoting effects and is also shown to pro-
mote resistance to chemotherapy and radiotherapy [44–48].

Administration of oxygen at elevated pressure during hyper-
baric oxygen therapy (HBOT) results in better oxygenation of
tumor cells; thus, counteracting unfavorable consequences of
hypoxia. Several experimental studies provided supporting
evidence for its potential use [33,34,49–53]; and a number of
clinical studies demonstrated its benefit when used in com-
bination with chemotherapy and radiotherapy for the treat-
ment of various malignancies [35,36,54].

Based on the abovementioned supporting evidence,
MSCT, ketogenic diet, hyperthermia and HBOT could work
together by targeting several overlapping metabolic path-
ways and vulnerabilities of cancer cells. So far, no study has
reported the impact of this novel combinatorial therapeutic
strategy in managing stage IV NSCLC.

This study aimed to evaluate the efficacy and the toler-
ability of MSCT with carboplatin and paclitaxel combined
with ketogenic diet, hyperthermia and HBOT in the treat-
ment of stage IV NSCLC patients.

Materials and methods

Study design and patient selection

This retrospective single-center study included 44 patients
diagnosed with stage IV metastatic NSCLC and received
MSCT with carboplatin and paclitaxel between March 2010
and June 2015. Patients also received ketogenic diet, hyper-
thermia application and hyperbaric oxygen therapy concur-
rently with MSCT. Patients were identified through screening
our patient database and a comprehensive evaluation of the
medical records. Patients deemed eligible were those with
biopsy-proven NSCLC, measurable disease as defined by
Response Evaluation Criteria in Solid Tumors version 1.1
(RECIST 1.1) [55], and radiologically-proven stage IV disease.
All patients had been referred to our clinic with stage IV
NSCLC during the study period and all received the study
treatment which is standard for our clinic (Figure 1). All
patients with brain metastasis received radiotherapy.
However, all of them had a measurable brain tumor at the
time of starting study treatment.

Patients received a metabolically supported combination
of carboplatin and paclitaxel in an outpatient setting on days
1 and 8 of every 3-week cycle (qw3) as first-line treatment.
Eight cycles were planned for each patient. They were rec-
ommended to adopt a ketogenic diet continuously through-
out cycles and follow-up period. They fasted overnight for
12 h, and blood glucose levels were measured upon admis-
sion in the morning. Then the blood sugar was decreased by
insulin administration. HBOT and hyperthermia was given the
same day or the next day sequentially after chemotherapy.
Preferentially, hyperthermia was given first, but the two were
never given at the same time [35,36]. Patient and survival
data were extracted from the records and analyzed.

Metabolically supported chemotherapy

Premedication consisted of 45.5mg pheniramine maleate,
0.25mg palonosetron HCl and regular insulin (HumulinVR R)

Figure 1. Study diagram. MSCT: metabolically supported chemotherapy; KD:
ketogenic diet; HT: hyperthermia; HBOT: hyperbaric oxygen therapy. Patients
were referred with stage IV disease to our clinic and all were eligible for our
standard protocol upon admission.
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in doses ranging between 5 and 20 IU (in order to achieve a
state of mild hypoglycemia with blood glucose levels around
50–60mg/dl for normoglycemic patients and in accordance
with MSCT protocols) [24–26].

Patients visited our clinic for treatment sessions following
12 h of fasting, and their blood glucose level was measured
upon admission. Then this level was down-titrated to the tar-
geted pretreatment mild hypoglycemia level with insulin
administration. An IV line for dextrose administration was
always kept open. Patients were closely monitored for hypo-
glycemia signs/symptoms and blood glucose levels by the
attending physician and an experienced nurse. In normogly-
cemic patients, fasting blood glucose levels upon admission
ranged between 70 and 90mg/dl, while the achieved pre-
treatment glucose ranged between 50 and 59mg/dl. For dia-
betics on the other hand, a more individualized approach
was adopted. In diabetics (14 patients, none of which were
on insulin and all were on oral anti-diabetic therapy) blood
glucose level was lowered to around 90mg/dl based on the
individual patient’s condition. All diabetic patients were man-
aged together with endocrinology specialist support. Fasting
blood glucose levels ranged between 95 and 160mg/dl for
diabetic patients. For these patients, the achieved pretreat-
ment levels ranged between 65 and 95mg/dl. Following the
achievement of target blood sugar level, treatment was initi-
ated together with oral sugar intake. All patients received a
chemotherapy regimen consisting of paclitaxel 75mg/m2
(over 60min) and carboplatin AUC 2 (after paclitaxel,
over 30min).

A complete blood count (CBC) and serum urea and cre-
atinine analysis were required from all patients on the day of
treatment, and full dose chemotherapy was administered
only when the neutrophil count was >2000/lL, platelet
count was >100 000/lL and hemoglobin was >9.0 g/dL.
Carboplatin dosage was calculated using the Calvert formula
before each chemotherapy session, based on creatinine val-
ues using the Cockcroft-Gault formula. In case of neutro-
penia, anemia and/or thrombocytopenia, treatment was
postponed for approximately a week and supportive treat-
ments as well as granulocyte-colony stimulating factors (G-
CSF) were administered for 3 consecutive days. CBCs and
blood biochemistry analyses, including renal function tests,
were repeated in each patient at least once weekly. Red
blood cell (RBC) transfusions and platelet transfusions were
given when values below the specified thresholds were
detected. Carboplatin and paclitaxel doses were reduced by
20–25% only during the subsequent treatment. In case of
severe myelosuppression, unacceptable toxicity, deterioration
of performance status or multiple delays, schedule individual-
ization was allowed and doses were reduced up to 30%.
Primary prophylaxis with G-CSF was not given.
Chemotherapy was mostly administered in an outpatient set-
ting; however, patients were hospitalized in case of Grade 3
or febrile neutropenia or Grade 3–4 infection.

Patients that achieved complete response (CR), partial
response (PR) or stable disease (SD) status continued to
receive maintenance therapy with the same regimen until
death. Those with progressive disease were assigned to
second-line chemotherapy with a single agent such as erloti-
nib, gemcitabine, or docetaxel. Patients with ALK fusion
received targeted therapy as second-line treatment following
progression after chemotherapy.

Ketogenic diet, hyperthermia and hyperbaric
oxygen therapy

Patients were encouraged to consume a ketogenic diet,
which is high in fat and low in carbohydrate. However, it is a
mild rather than a strict ketogenic diet, where patients avoid
food with a high amount of carbohydrates. Every patient
received a brief training regarding the diet restrictions and
was given a food list. All patients were asked to keep a diet-
ary record. In addition to proactively encouraging and ques-
tioning the patient for the ongoing ketogenic diet, blood
sugar levels were measured as a part of routine procedures
before insulin administration at each visit. Based on blood
sugar levels and dietary records (if the patient was able to
complete successfully), a feedback was given to the patient
at each visit on how effective the diet was and what modifi-
cations or precautions are still required.

For each 60-min hyperthermia session, OncoTherm EHY-
3010 HT device (OncoTherm, Troisdorf, Germany) was used
to gradually increase the temperature of the tumoral region.
Thoracic tumors and thoracic metastases were targeted. A
large enough mobile electrode positioned over the tumoral
region was used based upon each individual patient’s condi-
tion to cover the primary tumor and thoracic metastases (if

Figure 2. Placement of hyperthermia electrode. View from left (A) and
above (B).

INTERNATIONAL JOURNAL OF HYPERTHERMIA 447



any). However, metastases outside the thoracic cavity were
not targeted. In all patients, a 30� 40 cm mobile electrode
was used for hyperthermia session (Figure 2). The objective

of hyperthermia was to obtain a tumoral tissue temperature
over 43 �C at the tumor site as it is reported to be cytotoxic
at such temperatures. The OncoTherm EHY-3010 HT device
used in our patient group uses modulated electrohyperther-
mia (mEHT) approach to specifically heat malignant cells to
provide effective heat within the tumor tissue while preserv-
ing healthy surrounding tissues including the skin and makes
an indirect temperature estimation based upon the energy
applied. In all sessions, per instructions of the manufacturer,
the power was set at 110Watt and at the end of a 60-min
session the total energy applied ranged between 380.000
and 450.000 Joules (average 400.000 Joules). Based on this
amount of applied energy, the indirect temperature estima-
tion of the device ranged between 43.9 and 45.2 �C.

For each 60-min HBOT session, Quamvis 320 hyperbaric
oxygen chamber (OxyHealth, California, US) was used. It is a
soft-walled chamber with a 32-inch diameter when inflated.
The chamber was pressurized using a clean air compressor
which filters air to 0.01 microns and a 10 L/min O2 concentra-
tor to produce an operating pressure of 1.5 atmospheres
absolute (ATA).

Assessment of response

Assessment of treatment response was based on radio-
graphic evaluations at the end of each 3-month period or
following administration of four cycles, according to criteria
defined by RECIST 1.1 [55]. Radiological response was always
evaluated by PET-CT, and MRI was added in case of
brain metastasis.

Assessment of toxicity

Toxicity was evaluated in accordance with Common
Terminology Criteria for Adverse Events version 4.03 (CTCAE
v4.03) [56]. Adverse events (AEs) experienced by each patient
per cycle were recorded. The worst overall AE grade per
event type throughout the study period was documented for
each patient.

Statistical analysis

Data were analyzed using IBM SPSS Statistics version 20.0
software (SPSS Inc., Chicago, IL). Descriptive data are pre-
sented in number (percentage), median (range), mean (95%
confidence interval), where appropriate. Categorical variables
were compared using Pearson’s chi-square test. Overall sur-
vival was defined as the time elapsed between the date of
the first administration of the treatment and death from any
cause. Progression-free survival was defined as the time
elapsed between the date of the first administration of the
treatment and death from any cause or progression. Patients
without event at the last follow up were censored. Survival
rates were estimated using Kaplan–Meier analysis and inter-
group comparisons were performed using log-rank test. Two-
sided p values <.05 were considered as an indication of stat-
istical significance.

Table 1. Demographical and clinical characteristics of the patients at baseline.

Characteristic n¼ 44

Age, year, median (range) 65 (35–87)
Age >65 years 20 (44.5%)
Male gender 39 (88.6%)
Histology

Adenocarcinoma 34 (77.3%)
Squamous cell carcinoma 8 (18.2%)
Undifferentiated 2 (4.5%)a

Metastatic sites
0–1 0 (0 %)
2 4 (9.1%)
�3 40 (90.9%)

Brain metastases 18 (40.9%)
Mutation status
EGFR
Mutation present 0 (0%)
No mutation detected 29 (65.9%)
Not evaluated 15 (34.1%)

ALK fusion
Fusion 5 (11.4%)
No fusion detected 24 (54.5%)
Not evaluated 15 (34.1%)

Smoking status
Nonsmoker 6 (13.6%)
Smoker 38 (86.4%)

Diabetes 14 (31.8%)
Presence of any comorbidity 32 (72.7%)b

Performance status
ECOG 0-1 8 (18.2%)
ECOG 2 21 (47.7%)
ECOG 3 15 (34.1%)

Second malignancy 1 (2.3%)c

Notes: Unless otherwise stated, data presented as n (%). EGFR: epidermal
growth factor receptor; ALK: anaplastic lymphoma kinase; ECOG: Eastern
Cooperative Oncology Group. aOne large cell carcinoma and one bronchoal-
veolar carcinoma; bdiabetes, hypertension or chronic obstructive pulmonary
disease; cthis patient had been diagnosed with bladder carcinoma
before NSCLC.

Table 2. Treatment response by patient characteristics.

ORR n (%) SD n (%) PD n (%) p value

All patients (n¼ 44) 27 (61.4 %) 7 (15.9 %) 10 (22.7 %)
Age (years)

�65 (n¼ 24) 15 (62.5 %) 4 (16.7 %) 5 (20.8 %) .95
>65 (n¼ 20) 12 (60.0 %) 3 (15.0 %) 5 (25.0 %)

Histology
AC (n¼ 34) 21 (61.8 %) 6 (17.6 %) 7 (20.6 %) .29
SCC (n¼ 8) 6 (75.0 %) 0 (0 %) 2 (25.0 %)
UC (n¼ 2) 0 (.0 %) 1 (50.0 %) 1 (50.0 %)

Performance status
ECOG 0–1 (n¼ 8) 5 (62.5 %) 2 (25.0 %) 1 (12.5 %) .62
ECOG �2 (n¼ 36) 22 (61.1 %) 5 (13.9 %) 9 (25.0 %)

Metastatic sites
0–1 (n¼ 0) 0 (0 %) 0 (.0 %) 0 (.0 %) .25
2 (n¼ 4) 4 (100.0 %) 0 (.0 %) 0 (.0 %)
�3 (n¼ 40) 23 (57.5 %) 7 (17.5 %) 10 (25.0 %)

Brain Metastases
Yes (n¼ 18) 8 (44.4 %) 3 (16.7 %) 7 (38.9 %) .09
No (n¼ 26) 19 (73.1 %) 4 (15.4 %) 3 (11.5 %)

Smoking status
Yes (n¼ 38) 25 (65.8 %) 4 (10.5 %) 9 (23.7 %) .05�
No (n¼ 6) 2 (33.3 %) 3 (50.0 %) 1 (16.7 %)

Notes: ORR: Overall Response Rate (Complete Response (CR)þPartial Response
(PR)); SD: Stable Disease; PD: Progressive Disease; AC: adenocarcinoma; SC:
squamous cell carcinoma; UC: undifferentiated carcinoma (including large cell
carcinoma and bronchoalveolar carcinoma); ECOG: Eastern Cooperative
Oncology Group. �p¼ .048 before rounding to two decimals.
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Results

Table 1 shows the clinical and demographical characteristics
of the patients at baseline. Majority had ECOG performance
status �2 (81.8%). Most patients (90.9%) had metastasis at
more than two sites and 40.9% had brain metastasis.

Chemotherapy dose and modifications

A median of 118mg/m2 of carboplatin and 75mg/m2 of
paclitaxel were administered and the median relative dose
intensity was almost 100% throughout 8 cycles for each
patient. Twenty-one dose delays, 15 dose reductions and 12
schedule individualizations were required during 8 cycles.

Treatment response

Table 2 shows treatment response rates by patient character-
istics after the completion of 8 cycles of therapy. In the
whole study population, overall response rate (ORR, com-
plete response plus partial response) was 61.4%; whereas,
15.9% and 22.7% of patients had SD and PD, respectively.
Among the patient characteristics evaluated, only smoking
status had a marginally significant relation with the distribu-
tion of treatment response (p¼ .048).

Survival estimates

At the end of 8 cycles of treatment, 42 out of 44 patients
(95.4%) were alive and had completed 8 cycles of treatment.
Two patients died after receiving 3 cycles of treatment. At
the termination of follow-up (15 January 2016), 29 patients
were alive (65.9%). Mean overall survival (OS) was
42.9months (95% CI: 34.0–51.8). Corresponding figure for
progression-free survival (PFS) was 41.0months (95%
CI: 31.1–50.9).

Table 3 shows mean survival rates (OS and PFS) by
patient characteristics. A higher ECOG status (ECOG �2) was
associated with worse OS (33.0 vs. 63.9months, p¼ .009) and
PFS (29.4 vs. 63.4months, p¼ .009). On the other hand, age,
histology, presence of brain metastasis and smoking had no
effect on survival outcome. Figure 3 shows Kaplan–Meier
curves for OS. In addition, a subgroup analysis of patients
with available ALK fusion data (n¼ 29) showed numerically
better overall survival (61.2 vs. 34.9months) and progression-
free survival rates (61.1 vs. 30.1months) for patients with
fusion (n¼ 5) than patients without fusion (n¼ 24); however,
the difference did not reach statistical significance (p¼ .103
and .085, respectively).

Toxicity

During the treatment period, following hematological toxic-
ities developed: grade 3 neutropenia, 3 (6.8%) patients; grade
3 anemia requiring RBC transfusions, 10 (22.7%) patients;
grade 4 thrombocytopenia requiring platelet transfusion, 3
(6.8%) patients; and grade 5 neutropenia resulting in death,
1 (2.3%) patient.

Overall, non-hematological toxicities were rare. The most
common non-hematological toxic events were grade 3
fatigue (n¼ 5, 11.3%) and diarrhea (n¼ 8, 18.2%). Only one
patient (2.3%) developed grade 3 neuropathy. The most sig-
nificant and lethal non-hematological toxicities, on the other
hand, were grade 4 and 5 infections (specifically pneumonia
and resulting pulmonary insufficiency), accounting for the
deaths of 4 (26.7%) out of the 15 patients that died during
the study period. During 8 cycles of treatment, no adverse
effects or toxicities related to fasting, hypoglycemia, keto-
genic diet, hyperthermia or hyperbaric oxygen therapy
were observed.

Discussion

This retrospective study for the first time evaluated the effi-
cacy and tolerability of weekly carboplatin/paclitaxel combin-
ation administered in a metabolically supported fashion
together with ketogenic diet, hyperthermia and HBOT, in
patients with metastatic NSCLC. Our findings support the
benefits of integrating additional modalities targeting mul-
tiple tumor cell vulnerabilities into a chemotherapy schedule.

To date, several large studies have tested the efficacy and
safety of carboplatin/paclitaxel regimen in advanced stage
NSCLC (Table 4) [9,15,19,57–59]. Different administration
schedules ranging from weekly regimens with more frequent
sessions to 3-weekly regimens with less frequent and high
per session dose were used. Among these studies, Volk et al.
used a chemotherapy regimen similar to the present study
[19]. In that study, patients with impaired ECOG performance
(�2) had worse survival, which is in line with our findings.
However, reported response and survival rates were lower.
Present study included patients with relatively unfavorable
characteristics: majority had impaired performance status, all
had distant metastasis, around 40% had brain metastasis.
Despite this poor patient profile, the response and survival

Table 3. Mean survival rates by patient characteristics.

OS PFS

Months (95% CI) p valuea Months (95% CI) p valuea

All patients (n¼ 44) 42.9 (34.0–51.8) 41.0 (31.1–50.9)
Age (years)
�65 (n¼ 24) 47.1 (35.7–58.5) .19 46.8 (34.7–58.9) .10
>65 (n¼ 20) 32.9 (25.9–39.9) 26.6 (19.6–33.7)

Histology
AC (n¼ 34) 45.1 (34.9–55.4) .47 43.6 (31.8–55.3) .61
SCC (n¼ 8) 32.6 (18.5–46.7) 32.4 (18.2–46.6)
UC (n¼ 2) 37.3 (31.9–42.7) 35.8 (27.5–44.1)

Performance status
ECOG 0–1 (n¼ 8) 63.9 (52.9–74.9) .009 63.4 (51.6–75.2) .009
ECOG �2 (n¼ 36) 33.0 (27.2–38.7) 29.4 (22.6–36.1)

Brain metastases
Yes (n¼ 18) 34.6 (24.4–44.9) .09 30.9 (19.1–42.8) .07
No (n¼ 26) 42.6 (34.9–50.3) 40.6 (32.3–48.9)

Smoking status
Yes (n¼ 38) 36.8 (30.6–43.1) .53 33.9 (26.6–41.2) .36
No (n¼ 6) 49.8 (31.6–68.0) 49.7 (31.3–68.0)

Notes: OS: Overall Survival; PFS: Progression- free survival; AC: adenocarcin-
oma; SC: squamous cell carcinoma; UC: undifferentiated carcinoma (including
large cell carcinoma and bronchoalveolar carcinoma); ECOG: Eastern
Cooperative Oncology Group. aLog-rank test.
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rates (ORR: 61.4%, OS: 42.9months, PFS: 41.0months) seem
encouraging when compared to previous studies with carbo-
platin/paclitaxel combination as well as a recent study that
evaluated the efficacy of atezolizumab, an anti-programmed
death ligand-1 (PD-L1) antibody, in combination with plat-
inum-based doublet [60]. Administration of paclitaxel more
frequently but at a lower dose (potentially resulting in a con-
tinuous damage on tumor cell) as well as the addition of
modalities with potential benefit (metabolically supported
administration, ketogenic diet, hyperthermia and HBOT) to
target multiple susceptibilities of cancer cell may all account
for these encouraging results.

The treatment was also well tolerated. For example, no
treatment discontinuation was required, in contrast to the
34% discontinuation reported by Volk et al. during the first

cycle [19]. Hematological and non-hematological toxicities
were rare; and few dose delays, dose reductions or dose indi-
vidualizations were required. No problems were encountered
due to additional modalities.

Previous studies with MSCT regimens reported encourag-
ing findings in patients with various types of malignancies.
Standard gemcitabine-based and/or FOLFIRINOX protocol
was successfully administered to patients with unresectable
ductal pancreatic adenocarcinoma using a metabolically sup-
ported strategy with promising survival outcomes [24]. In an
81-year old patient with locally advanced rectal cancer,
FOLFOX6 regimen administered using MSCT approach pro-
vided complete clinical and pathological response [25].
Similarly, complete clinical, radiological and pathological
responses were achieved in a stage IV triple negative breast

Figure 3. Kaplan–Meier curves for overall survival: (A) all patients; and patients stratified by ECOG performance status (B), age (C), and presence of brain metastasis
(D). p values are calculated with Log-rank test. A higher ECOG status (ECOG �2) was associated with worse overall survival (Panel B, p¼ .009). However, older age
(Panel C) and the presence of brain metastasis (Panel D) did not have an effect on overall survival outcome (p> .05 for both).
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cancer patient treated with a MSCT regimen combining
docetaxel, doxorubicin, cyclophosphamide as well as other
treatment modalities [26].

In metabolically supported approach, several mechanisms
seem to play a role in improving the efficacy of chemother-
apy. Firstly, induced hypoglycemia may cause an acute meta-
bolic stress on cancer cells, which have dysregulated
metabolism and increased glucose dependency
[21–23,61–63]; thus, making them vulnerable to treatment.
Secondly, insulin may facilitate the action of chemotherapeu-
tics at the cellular level through increasing membrane fluidity
and permeability [64–66]. Adsorption of drug molecules onto
insulin and the formation of drug-insulin complexes later
internalized by receptor-mediated endocytosis may facilitate
drug penetration, thereby enhancing the cytotoxic effects of
chemotherapeutics [67–70]. Thirdly, cancer cells have an
increased number of insulin and insulin-like growth factor
(IGF) receptors on their cell membranes when compared to
healthy cells: breast cancer cells, for example, have approxi-
mately seven times more insulin receptors [71] and ten times
more IGF receptors [72]. The reaction between insulin and
these receptors has the potential to extend the S-phase of
the cell cycle, thereby rendering cancer cells more suscep-
tible to the cytotoxic effects of chemotherapeutics for longer
periods [73]. In addition, the lower concentration of insulin
and IGF receptors on normal cells may relatively spare them
from the cytotoxic effects of chemotherapeutics, possibly
resulting in improved safety and tolerability.

In this study, besides MSCT, patients also adopted a keto-
genic diet and received local hyperthermia and HBOT. These
additional modalities might have contributed to the higher

than expected survival and response outcomes. The strong
dependence of cancer cells on glucose makes them vulner-
able to a ketogenic diet that lowers blood glucose levels
while elevating levels of circulating ketone bodies. Although
the ketogenic diet has been used for decades as a treatment
for intractable pediatric epilepsy, its potential as a therapy
for targeting energy metabolism in cancer cells has only
recently been explored. In the last decade, several pre-clinical
studies and case reports provided support for its safety and
role in slowing the progression of cancer, which have been
encouraging for its use in cancer treatment [26,28–34,74–79].
Although findings of some studies suggest that ketone
bodies may be used as fuel by cancer cells [80–82], a large
body of evidence suggests the opposite. In these three
papers, genetically altered culture systems were used; how-
ever, there is no evidence that this occurs naturally in cancer
cells in vitro or in tumors in vivo. On the other hand, previ-
ous evidence strongly suggests that cancer cells cannot
effectively use ketones for fuel [83–86], instead, they may
have anti-tumoral effects [86–92].

Hyperthermia per se is cytotoxic at temperatures >43 �C
and HBOT exploits the reliance of tumor cells on glycolysis, a
major contributor to the upregulation of antioxidant activity
responsible for the increased resistance of the tumor to pro-
oxidant chemotherapy and radiation therapies [93]. The syn-
ergism between these therapies (ketogenic diet, hyperther-
mia, HBOT) [23,26,33–36] and their effectiveness in increasing
the efficacy of conventional therapies have been reported in
several studies [26,35–41,51–54]. In NSCLC patients, Ohguri
et al. administered carboplatin/paclitaxel chemotherapy regi-
men together with hyperthermia and HBOT; and they

Table 4. Comparison with other studies evaluating carboplatin /paclitaxel combinations in NSCLC patients.

Current study Volk et al. [19] Belani et al. [57] Belani et al. [58] Schuette et al. [59] Kelly et al. [9] Schiller et al. [15]

Regimen

Weekly regimens 3-weekly regimens
P 75mg/m2 days 1,

8, q3w
P 75mg/m2 days 1,

8, 15 q4w
P 100mg/m2 days

1, 8, 15 q4w
P 100mg/m2 days

1, 8, 15 q4w
P 100mg/m2 days
1, 8, 15, 22, 29, 36

P 225mg/m2 day
1, q3w

P 225mg/m2 day
1, q3w

C AUC 2 days 1,
8, q3w

C AUC 3 days 1, 8,
15 q4w C AUC 6 day 1, q4wC AUC 6 day 1, q4w

q8w
C AUC 2 days 1,

8, q3w
C AUC 6 days

1, q3w
C AUC 6 days

1, q3w

n 44 190 132 223 457 206 290
Age (years)

median 65 66 65 65 32 62 63
range 35–87 39–88 42–87 28–84 n.a. 26–80 30–85

�70 years of
age (%)

25 39 28a n.a. n.a. n.a. n.a.

Stage (%)
III 0 7 23.5 18 26 12 14
IV 100 93 76.5 82 69 88 86

ECOG PS (%)
0–1 18.2 81 85.6 84 91 100 95
�2 81.8 19 14,4 12 6 0 5

Brain metastasis (%) 40.9 27 n.a. n.a. 0 0 12
Efficacy
ORR (%) 61.4 34,4 32 27,6 38 25 17
PFS (months) 41.0 3,4 6,9 4,6 6.1 4 3.1
OS (months) 42.9 6.3 11.3 9.7 8.9 8 8.1

Toxicity
Neuropathy� gr-
ade 3 (%)

2.3 6 5 12b 4 13 10

Neutropenia� g-
rade 3 (%)

6.8 14 22 13 17 57 63

Notes: P: paclitaxel; C: carboplatin; n.a.: no data available; ECOG PS: Eastern Cooperative Oncology Group performance status; ORR: overall response rate (com-
plete response (CR)þpartial response (PR)); PFS: progression-free survival; OS: overall survival. aProportion of patients �70 years of age in the whole study popu-
lation (111of 390 patients); bOnly grade 2–3 neuropathy observed.
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reported the protocol as being a feasible and promising
modality for treating NSCLC patients [35]. A recent study
evaluated the effect of concurrent administration of these
three modalities with MSCT in a stage IV triple negative
breast cancer patient with remarkably good response [26].

This study has several limitations. It is a retrospective
study which is prone to bias particularly in terms of underre-
porting treatment variations (dose delays, dose reductions
and schedule individualizations) as well as toxicities. This
study has a small sample size, particularly when compared to
previous studies with stage IV NSCLC patients. It is another
limitation, probably not allowing sufficient power to detect
some significant differences between risk subgroups.
Therefore, the results should be interpreted cautiously, par-
ticularly when generalizing the results to advanced stage
NSCLC patients. This study included all patients admitted
with stage IV NSCLC and received the study treatment; thus,
selection bias is unlikely. However, our institution is a small
sized private institution serving primarily to high-income
individuals with high education level, which might have
favorably affected clinical outcomes due to probably
improved patient compliance. Therefore, again, cautious gen-
eralization of our favorable survival outcomes to the general
NSCLC stage IV patient population would be sensible. In add-
ition, assessment of physiological and biochemical effects of
ketogenic diet, hyperthermia and HBOT would not only give
an idea of patient compliance particularly for the ketogenic
diet, but also would shed light over potential unique mech-
anism and effect of each treatment component.

Main clinical implication of this study is that it emphasizes
the importance of additional modalities in complementing
chemotherapy in patients with advanced disease, provided
that these complementary therapies are based on a rationale
at a cellular or pharmacological level.

In conclusion, based on the encouraging outcomes of the
patients included in the current study, MSCT with weekly car-
boplatin/paclitaxel together with a ketogenic diet, hyperther-
mia and HBOT appears to improve the outcomes of patients
diagnosed with stage IV NSCLC. However, further research
and comparative clinical trials are warranted to support and
standardize this novel combinatorial treatment protocol as
well as to identify the relative contribution of each compo-
nent to the outcomes.

Disclosure statement

No potential conflict of interest was reported by the authors.

ORCID

Mehmet Salih Iyikesici http://orcid.org/0000-0003-4677-2236

References

[1] Brambilla E, Travis WD. Lung cancer. In: Stewart BW, Wild CP, edi-
tors. World cancer report. Lyon: WHO; 2014:350–361.

[2] Torre LA, Bray F, Siegel RL, et al. Global cancer statistics, 2012. CA
Cancer J Clin. 2015;65:87–108.

[3] Glassberg AB, Cornett P. Lung: non-small cell. In: Dollinger M,
Rosenbaum EH, Cable G, editors. Everyone’s guide to cancer ther-
apy. Kansas City, MO: Somerville House Books Limited; 1994. p.
469–475.

[4] Molina JR, Yang P, Cassivi SD, et al. Non-small cell lung cancer:
epidemiology, risk factors, treatment, and survivorship. Mayo Clin
Proc. 2008;83:584–594.

[5] Ramalingam S, Belani C. Systemic chemotherapy for advanced
non-small cell lung cancer: recent advances and future directions.
Oncologist. 2008;13:5–13.

[6] Lilenbaum RC. Overview of the initial treatment of advanced
non-small cell lung cancer. In: West HJ, editor. UpToDate. 2019.
Topic 4607, Version 60.0.

[7] Soejima K, Naoki K, Ishioka K, et al. A phase II study of biweekly
paclitaxel and carboplatin in elderly patients with advanced non-
small cell lung cancer. Cancer Chemother Pharmacol. 2015;75:
513–519.

[8] Reck M, Popat S, Reinmuth N, et al. Metastatic non-small-cell
lung cancer (NSCLC): ESMO Clinical Practice Guidelines for diag-
nosis, treatment and follow-up. Ann Oncol. 2014;25:iii27–iii39.

[9] Kelly K, Crowley J, Bunn PA, Jr, et al. Randomized phase III trial of
paclitaxel plus carboplatin versus vinorelbine plus cisplatin in the
treatment of patients with advanced non–small-cell lung cancer:
a Southwest Oncology Group trial. JCO. 2001;19:3210–3218.

[10] Socinski MA, Jotte RM, Cappuzzo F, et al. Atezolizumab for first-
line treatment of metastatic nonsquamous NSCLC. N Engl J Med.
2018;378:2288–2301.

[11] Schulze AB, Schmidt LH. PD-1 targeted Immunotherapy as first-
line therapy for advanced non-small-cell lung cancer patients. J
Thorac Dis. 2017;9:E384–E386.

[12] Borghaei H, Hellmann MD, Paz-Ares LG, et al. Nivolumab (Nivo) þ
platinum-doublet chemotherapy (Chemo) vs chemo as first-line
(1L) treatment (Tx) for advanced non-small cell lung cancer
(NSCLC) with <1% tumor PD-L1 expression: Results from
CheckMate 227. JCO. 2018;36:9001–9001.

[13] Lopes G, Wu Y-L, Kudaba I, et al. Pembrolizumab (pembro) versus
platinum-based chemotherapy (chemo) as first-line therapy for
advanced/metastatic NSCLC with a PD-L1 tumor proportion score
(TPS) � 1%: Open-label, phase 3 KEYNOTE-042 study. JCO. 2018;
36:LBA4–LBA4.

[14] Carbone DP, Reck M, Paz-Ares L, et al. First-line nivolumab in
stage IV or recurrent non-small-cell lung cancer. N Engl J Med.
2017;376:2415–2426.

[15] Schiller JH, Harrington D, Belani CP, et al. Comparison of four
chemotherapy regimens for advanced non-small-cell lung cancer.
N Engl J Med. 2002;346:92–98.

[16] Ichiki M, Gohara R, Fujiki R, et al. Phase I and pharmacokinetic
study of carboplatin and paclitaxel with a biweekly schedule in
patients with advanced non-small-cell lung cancer. Cancer
Chemother Pharmacol. 2003;52:67–72.

[17] Maemondo M, Inoue A, Sugawara S, et al. Randomized phase II
trial comparing carboplatin plus weekly paclitaxel and docetaxel
alone in elderly patients with advanced non-small cell lung can-
cer: north japan lung cancer group trial 0801. Oncologist. 2014;
19:352–353.

[18] Quoix E, Zalcman G, Oster JP, et al. Carboplatin and weekly pacli-
taxel doublet chemotherapy compared with monotherapy in eld-
erly patients with advanced non-small-cell lung cancer: IFCT-0501
randomised, phase 3 trial. Lancet. 2011;378:1079–1088.

[19] Volk V, Cathomas R, Mark M, et al. Weekly carboplatin in combin-
ation with weekly paclitaxel in the treatment of metastatic non-
small cell lung cancer: a single center 10-year experience.
Support Care Cancer. 2016;24:2119–2128.

[20] Liberti MV, Locasale JW. The Warburg effect: how does it benefit
cancer cells? Trends Biochem Sci. 2016;41:211–218.

[21] Warburg OK. Uber den Stoffwechsel der Carcinomzelle [About
the metabolism of the carcinoma cell]. Biochem Z. 1924;152:
309–344.

[22] Warburg O. On the origin of cancer cells. Science. 1956;123:
309–314.

452 M. S. IYIKESICI



[23] Seyfried TN, Shelton LM. Cancer as a metabolic disease. Nutr
Metab (Lond). 2010;7:7.

[24] Iyikesici MS, Slocum A, Turkmen E, et al. Long-term outcomes of
the treatment of unresectable (Stage III - IV) ductal pancreatic
adenocarcinoma using metabolically supported chemotherapy
(MSCT): a retrospective study. JOP. 2015;17:36–41.

[25] Iyikesici MS, Slocum A, Turkmen E, et al. Complete response of
locally advanced (stage III) rectal cancer to metabolically sup-
ported chemoradiotherapy with hyperthermia. Int J Cancer Res
Mol Mech. 2016;2:1–4.

[26] Iyikesici MS, Slocum AK, Slocum A, et al. Efficacy of metabolically
supported chemotherapy combined with ketogenic diet, hyper-
thermia, and hyperbaric oxygen therapy for stage IV triple-nega-
tive breast cancer. Cureus. 2017;9:e1445.

[27] Ayre SG, Garcia y, Bellon DP, Garcia DP. Jr. Insulin, chemotherapy,
and the mechanisms of malignancy: the design and the demise
of cancer. Med Hypotheses. 2000;55:330–334.

[28] Seyfried TN, Flores R, Poff AM, et al. Metabolic therapy: a new
paradigm for managing malignant brain cancer. Cancer Lett.
2015;356:289–300.

[29] Stafford P, Abdelwahab MG, Kim DY, et al. The ketogenic diet
reverses gene expression patterns and reduces reactive oxygen
species levels when used as an adjuvant therapy for glioma. Nutr
Metab (Lond). 2010;7:74.

[30] Masko EM, Thomas JA, 2nd, Antonelli JA, et al. Low-carbohydrate
diets and prostate cancer: how low is "low enough"? Cancer Prev
Res (Phila). 2010;3:1124–1131.

[31] Zuccoli G, Marcello N, Pisanello A, et al. Metabolic management
of glioblastoma multiforme using standard therapy together with
a restricted ketogenic diet: case report. Nutr Metab (Lond). 2010;
7:33.

[32] Zhou W, Mukherjee P, Kiebish MA, et al. The calorically restricted
ketogenic diet, an effective alternative therapy for malignant
brain cancer. Nutr Metab (Lond). 2007;4:5.

[33] Poff AM, Ari C, Seyfried TN, et al. The ketogenic diet and hyper-
baric oxygen therapy prolong survival in mice with systemic
metastatic cancer. PLoS One. 2013;8:e65522.

[34] Poff AM, Ward N, Seyfried TN, et al. Non-toxic metabolic manage-
ment of metastatic cancer in VM Mice: novel combination of
ketogenic diet, ketone supplementation, and hyperbaric oxygen
therapy. PLoS One. 2015;10:e0127407.

[35] Ohguri T, Imada H, Narisada H, et al. Systemic chemotherapy
using paclitaxel and carboplatin plus regional hyperthermia and
hyperbaric oxygen treatment for non-small cell lung cancer with
multiple pulmonary metastases: preliminary results. Int J
Hyperthermia. 2009;25:160–167.

[36] Ohguri T, Kunugita N, Yahara K, et al. Efficacy of hyperbaric oxy-
gen therapy combined with mild hyperthermia for improving the
anti-tumour effects of carboplatin. Int J Hyperthermia. 2015;31:
643–648.

[37] Xu MJ, Alberts DS. Potentiation of platinum analogue cytotoxicity
by hyperthermia. Cancer Chemother Pharmacol. 1988;21:191–196.

[38] Herman TS, Teicher BA, Chan V, et al. Effect of heat on the cyto-
toxicity and interaction with DNA of a series of platinum com-
plexes. Int J Radiat Oncol Biol Phys. 1989;16:443–449.

[39] Othman T, Goto S, Lee JB, et al. Hyperthermic enhancement of
the apoptotic and antiproliferative activities of paclitaxel.
Pharmacology. 2001;62:208–212.

[40] Cividalli A, Cruciani G, Livdi E, et al. Hyperthermia enhances the
response of paclitaxel and radiation in a mouse adenocarcinoma.
Int J Radiat Oncol Biol Phys. 1999;44:407–412.

[41] Zoul Z, Filip S, Melichar B, et al. Weekly paclitaxel combined with
local hyperthermia in the therapy of breast cancer locally recur-
rent after mastectomy–a pilot experience. Oncol Res Treat. 2004;
27:385–388.

[42] Moyer HR, Delman KA. The role of hyperthermia in optimizing
tumor response to regional therapy. Int J Hyperthermia. 2008;24:
251–261.

[43] Jones EL, Samulski TV, Vujaskovic Z, et al. Hyperthermia. In: Perez
CA, Brady LW, Halperin WC, et al. editors. Principles and practice

of radiation oncology. 4th ed. Philadelphia: Lippincott Williams &
Wilkins; 2003. p. 699–735.

[44] Wouters BG, van den BT, Magagnin MG, et al. Targeting hypoxia
tolerance in cancer. Drug Resist Updat. 2004;7:25–40.

[45] Vaupel P, Thews O, Hoeckel M. Treatment resistance of solid
tumors: role of hypoxia and anemia. MO. 2001;18:243–259.

[46] Hoogsteen IJ, Marres HA, van der Kogel AJ, et al. The hypoxic
tumour microenvironment, patient selection and hypoxia-modify-
ing treatments. Clin Oncol (R Coll Radiol). 2007;19:385–396.

[47] Vaupel P, Mayer A, Hockel M. Tumor hypoxia and malignant pro-
gression. Meth Enzymol. 2004;381:335–354.

[48] Vaupel P, Harrison L. Tumor hypoxia: causative factors, compen-
satory mechanisms, and cellular response. Oncologist. 2004;9:4–9.

[49] Stuhr LE, Raa A, Oyan AM, et al. Hyperoxia retards growth and
induces apoptosis, changes in vascular density and gene expres-
sion in transplanted gliomas in nude rats. J Neurooncol. 2007;85:
191–202.

[50] Moen I, Oyan AM, Kalland KH, et al. Hyperoxic treatment induces
mesenchymal-to-epithelial transition in a rat adenocarcinoma
model. PLoS One. 2009;4:e6381.

[51] Stuhr LE, Iversen VV, Straume O, et al. Hyperbaric oxygen alone
or combined with 5-FU attenuates growth of DMBA-induced rat
mammary tumors. Cancer Lett. 2004;210:35–40.

[52] Petre PM, Baciewicz FA, Jr., Tigan S, et al. Hyperbaric oxygen as a
chemotherapy adjuvant in the treatment of metastatic lung
tumors in a rat model. J Thorac Cardiovasc Surg. 2003;125:85–95;
discussion 95.

[53] Al-Waili NS, Butler GJ, Beale J, et al. Hyperbaric oxygen and
malignancies: a potential role in radiotherapy, chemotherapy,
tumor surgery and phototherapy. Med Sci Monit. 2005;11:
RA279–RA289.

[54] Bennett M, Feldmeier J, Smee R, et al. Hyperbaric oxygenation
for tumour sensitisation to radiotherapy: a systematic review of
randomised controlled trials. Cancer Treat Rev. 2008;34:577–591.

[55] Schwartz LH, Litiere S, de Vries E, et al. RECIST 1.1-Update and
clarification: from the RECIST committee. Eur J Cancer. 2016;62:
132–137.

[56] Common Terminology Criteria for Adverse Events (CTCAE):
National Cancer Institute; 2010 [cited 2018 July 23]. Available
from: https://ctep.cancer.gov/protocoldevelopment/electronic_
applications/ctc.htm

[57] Belani CP, Barstis J, Perry MC, et al. Multicenter, randomized trial
for stage IIIB or IV non-small-cell lung cancer using weekly pacli-
taxel and carboplatin followed by maintenance weekly paclitaxel
or observation. JCO. 2003;21:2933–2939.

[58] Belani CP, Ramalingam S, Perry MC, et al. Randomized, phase III
study of weekly paclitaxel in combination with carboplatin versus
standard every-3-weeks administration of carboplatin and pacli-
taxel for patients with previously untreated advanced non-small-
cell lung cancer. JCO. 2008;26:468–473.

[59] Schuette W, Blankenburg T, Guschall W, et al. Multicenter
randomized trial for stage IIIB/IV non-small-cell lung cancer using
every-3-week versus weekly paclitaxel/carboplatin. Clin Lung
Cancer. 2006;7:338–343.

[60] Liu SV, Camidge DR, Gettinger SN, et al. Long-term survival fol-
low-up of atezolizumab in combination with platinum-based
doublet chemotherapy in patients with advanced non-small-cell
lung cancer. Eur J Cancer. 2018;101:114–122.

[61] Gillies RJ, Robey I, Gatenby RA. Causes and consequences of
increased glucose metabolism of cancers. J Nucl Med. 2008;49:
24S–42S.

[62] Frezza C, Pollard PJ, Gottlieb E. Inborn and acquired metabolic
defects in cancer. J Mol Med. 2011;89:213–220.

[63] Bayley JP, Devilee P. The Warburg effect in 2012. Curr Opin
Oncol. 2012;24:62–67.

[64] Shinitzky M, Henkart P. Fluidity of cell membranes-current con-
cepts and trends. Int Rev Cytol. 1979;60:121–147.

[65] Demetrius LA, Coy JF, Tuszynski JA. Cancer proliferation and ther-
apy: the Warburg effect and quantum metabolism. Theor Biol
Med Model. 2010;7:2.

INTERNATIONAL JOURNAL OF HYPERTHERMIA 453

https://ctep.cancer.gov/protocoldevelopment/electronic_applications/ctc.htm
https://ctep.cancer.gov/protocoldevelopment/electronic_applications/ctc.htm


[66] Schilsky RL, Bailey BD, Chabner BA. Characteristics of membrane
transport of methotrexate by cultured human breast cancer cells.
Biochem Pharmacol. 1981;30:1537–1542.

[67] Gasparro FP, Krobler RM, Yemul SS, et al. Receptor-mediated
photo-cytotoxicity: synthesis of a photoactivatable psoralen
derivative conjugated to insulin. Biochem Biophys Res Commun.
1986;141:502–509.

[68] Yoshimasa Y, Namba Y, Hanaoka M, et al. A new approach to the
detection of autoantibodies against insulin receptors that inhibit
the internalization of insulin into human cells. Diabetes. 1984;33:
1051–1054.

[69] Poznansky MJ, Singh R, Singh B, et al. Insulin: carrier potential for
enzyme and drug therapy. Science. 1984;223:1304–1306.

[70] Jeffcoat R. The biosynthesis of unsaturated fatty acids and its
control in mammalian liver. Essays Biochem. 1979;15:1–36.

[71] Papa V, Pezzino V, Costantino A, et al. Elevated insulin receptor
content in human breast cancer. J Clin Invest. 1990;86:
1503–1510.

[72] Yee D. The insulin-like growth factors and breast cancer-revisited.
Breast Cancer Res Treat. 1998;47:197–199.

[73] Gross GE, Boldt DH, Osborne CK. Perturbation by insulin of
human breast cancer cell cycle kinetics. Cancer Res. 1984;44:
3570–3575.

[74] Toth C, Clemens Z. Halted progression of soft palate cancer in a
patient treated with the paleolithic ketogenic diet alone: a 20-
months follow-up. Am J Med Case Rep. 2016;4:288–292.

[75] Schmidt M, Pfetzer N, Schwab M, et al. Effects of a ketogenic diet
on the quality of life in 16 patients with advanced cancer: a pilot
trial. Nutr Metab (Lond). 2011;8:54.

[76] Rieger J, Bahr O, Maurer GD, et al. ERGO: a pilot study of keto-
genic diet in recurrent glioblastoma. Int J Oncol. 2014;44:
1843–1852.

[77] Seyfried TN. Case studies and personal experiences in using the
ketogenic diet for cancer management, in cancer as a metabolic
disease: on the origin, management and prevention of cancer.
Hoboken, NJ, USA: John Wiley & Sons, Inc.; 2012.

[78] Fine EJ, Segal-Isaacson CJ, Feinman RD, et al. Targeting insulin
inhibition as a metabolic therapy in advanced cancer: a pilot
safety and feasibility dietary trial in 10 patients. Nutrition. 2012;
28:1028–1035.

[79] Champ CE, Palmer JD, Volek JS, et al. Targeting metabolism with
a ketogenic diet during the treatment of glioblastoma multi-
forme. J Neurooncol. 2014;117:125–131.

[80] Martinez-Outschoorn UE, Lin Z, Whitaker-Menezes D, et al.
Ketone body utilization drives tumor growth and metastasis. Cell
Cycle. 2012;11:3964–3971.

[81] Martinez-Outschoorn UE, Prisco M, Ertel A, et al. Ketones and lac-
tate increase cancer cell "stemness," driving recurrence, metasta-
sis and poor clinical outcome in breast cancer: achieving
personalized medicine via Metabolo-Genomics. Cell Cycle. 2011;
10:1271–1286.

[82] Bonuccelli G, Tsirigos A, Whitaker-Menezes D, et al. Ketones and
lactate "fuel" tumor growth and metastasis: evidence that epithe-
lial cancer cells use oxidative mitochondrial metabolism. Cell
Cycle. 2010;9:3506–3514.

[83] Tisdale MJ, Brennan RA. Loss of acetoacetate coenzyme A trans-
ferase activity in tumours of peripheral tissues. Br J Cancer. 1983;
47:293–297.

[84] Sawai M, Yashiro M, Nishiguchi Y, et al. Growth-inhibitory effects
of the ketone body, monoacetoacetin, on human gastric cancer
cells with succinyl-CoA: 3-oxoacid CoA-transferase (SCOT) defi-
ciency. Anticancer Res. 2004;24:2213–2217.

[85] Maurer GD, Brucker DP, Bahr O, et al. Differential utilization of
ketone bodies by neurons and glioma cell lines: a rationale for
ketogenic diet as experimental glioma therapy. BMC Cancer.
2011;11:315.

[86] Skinner R, Trujillo A, Ma X, et al. Ketone bodies inhibit the viabil-
ity of human neuroblastoma cells. J Pediatr Surg. 2009;44:
212–216. discussion 216.

[87] Klement RJ, Champ CE, Otto C, et al. Anti-tumor effects of keto-
genic diets in mice: a meta-analysis. PLoS One. 2016;11:e0155050.

[88] Magee BA, Potezny N, Rofe AM, et al. The inhibition of malignant
cell growth by ketone bodies. Aust J Exp Biol Med Sci. 1979;57:
529–539.

[89] Poff AM, Ari C, Arnold P, et al. Ketone supplementation decreases
tumor cell viability and prolongs survival of mice with metastatic
cancer. Int J Cancer. 2014;135:1711–1720.

[90] Abdelwahab MG, Fenton KE, Preul MC, et al. The ketogenic diet
is an effective adjuvant to radiation therapy for the treatment of
malignant glioma. PLoS One. 2012;7:e36197.

[91] Schwartz K, Chang HT, Nikolai M, et al. Treatment of glioma
patients with ketogenic diets: report of two cases treated with an
IRB-approved energy-restricted ketogenic diet protocol and
review of the literature. Cancer Metab. 2015;3:3.

[92] Woolf EC, Scheck AC. The ketogenic diet for the treatment of
malignant glioma. J Lipid Res. 2015;56:5–10.

[93] Seyfried TN, Yu G, Maroon JC, et al. Press-pulse: a novel thera-
peutic strategy for the metabolic management of cancer. Nutr
Metab (Lond). 2017;14:19.

454 M. S. IYIKESICI



Copyright of International Journal of Hyperthermia is the property of Taylor & Francis Ltd
and its content may not be copied or emailed to multiple sites or posted to a listserv without
the copyright holder's express written permission. However, users may print, download, or
email articles for individual use.


	Abstract
	Introduction
	Materials and methods
	Study design and patient selection
	Metabolically supported chemotherapy
	Ketogenic diet, hyperthermia and hyperbaric oxygen therapy
	Assessment of response
	Assessment of toxicity
	Statistical analysis

	Results
	Chemotherapy dose and modifications
	Treatment response
	Survival estimates
	Toxicity

	Discussion
	Disclosure statement
	References


