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Abstract

Nowadays oncology faces the challenge of non-toxic integrative therapies for cancer treatment.
Clifford Hospital is devoted to this research and offers a full range of therapies, representing a
synergy between the Traditional Chinese Medicine (TCM) and the state-of-art facilities of the
Modern Western Medicine (MWM). Our present article reports research of the therapeutic
efficacy and adverse reactions of integrative treatment of colon carcinoma with Oncothermia
(OT) and Clifford TCM Immune Booster (CIB). The clinical study involved 157 patients in
three-arms of treatments: CIB alone, OT alone and OT+ CIB combined. Results definitely
prefer the combination therapy, which shows synergy of OT with CIB.

Keywords: Clifford TCM Immune Booster, Oncothermia, Traditional Chinese Medicine,
randomized controlled clinical trial, colon carcinoma.

Introduction, background of the concept

The second-leading cause of cancer-related deaths in Europe and the USA is the colorectal
cancer, [1]. Death from colorectal cancer is around half million in a year worldwide. The
statistics has no mentionable gender differences but it is prevalent in ages over fifty. Genetic and
environmental factors have definite role in development of colon-cancer, estimating 80% of the
cases originated from environmental related sources, like alcoholic, low vegetable and folic
acid intake, increased fat and red-meat diet and smoking habits [2].

Surgical resection remains the basic curative treatment for colon cancer, but often the patient is
only partially resectable or inoperable. The prominent post-surgery prognostic factor is the stage
of the disease. Patients with having no distant metastases survive more than five years by
approx. 75%, while the metastatic cases show much less —five-year survival rate [3].
Metastases are dominantly start in liver from colorectal primary. Numerous kinds of adjuvant
treatments are applied to prevent the potential relapse or actually invisible but developing
metastatic lesions.

Chemotherapy applications

One of the oldest standard protocols for colon cancer is the adjuvant fluorouracil (5-FU)
combined with leucovorin, [4], [5], [6], [7]. Irinotecan was developed for cases when the
protocol of fluoracil+leucovorin was a failure [8], [9]. For comparison three different chemol’
mechanisms were applied in advanced colorectal cancer cases: fluorouracil, irinotecan, and
oxaliplatin; with successes, [10], [11]. Mechanism of the irinotecan and oxaliplatin are
different than the elder fluorouracil, and so synergy expected, but at lest having no resistance
against the treatment, [12], [13]. Until the middle of the last decade, colorectal cancer drug
treatment was standardized by three active agents: 5- fluorouracil (+leucovorin), oxaliplatin, and
irinotecan [14], [15], [16]. A large clinical trial was performed for 2135 unpretreated patients
with advanced, poor-prognosis colorectal cancer, starting treatment with non-curative intent
[17]. The Kaplan-Meier survival test showed significant advantage of the combined therapies.

The disadvantages of the chemotherapies are their side effects and that the patients frequently
develop multidrug resistance (MDR), which blocks the further chemo-applications.
Immunotherapy is one of the non-chemical methods for colon cancer treatment. Instead of
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the chemo-therapy many approaches are using antibodies and vaccines which could be highly
effective in treating micro- metastatic disease [18], [19], [20].

Other strategy is the anti-angiogenic therapy which is less toxic than the conventional
chemotherapies and has a lower risk of drug resistance [21], as well as could make the
tumor vasculature more efficient for drug delivery increaseing the efficacy of conventional
therapies [22].

Complementary therapies, TCM

Parallel with the active treatments of the disease, the prevention of the colorectal cancer was
investigated also very intensively [23]. The positive role of the fiber-rich diets with increased
intake of Omega-3 fatty acid and high volume of fresh vegetables and fruits was suggested for
individuals to prevent the colon cancer. Folic acid, Vitamin E, Selenium and Calcium intake was
emphasized also.

The diets and the quality of nutrients became important, and the relation between metabolic
syndrome (MetS) and its components with colorectal cancer was studied, [24]. The study
supported a direct association between MetS and both colon and rectal cancers in men, but not in
women.

The connection of diet and of the gastrointestinal diseases (including cancer in this track) is
recognized by long time [25], [26], [27]. Some natural extracts are used in China for a long
time for colorectal cancer cases, like the Scutellaria Barbata D.Don. The effect of this plant was
shown in laboratory conditions too [28]. There are numerous publications with TCM
applications for rectal and colon neoplasms; colon cancer treated by TCM was published in
124 articles in 2001, [29]. It is very interesting that the effective active agent (name
Camptothecin) of chemotherapy drugs Irinotecan, Topotecan, which widely used in MWM for
colorectal carcinomas, had bee discovered in the old Chinese therapy by “Happy tree”
(Z#), [30]. Other recipe offers for colon cancer the herbs of oldenlandia (60 %), scutellaria
(15 %), solanum (60%), sanguisorba (30%), viola (15%), [31].

Oncologists are facing challenges to treat the patients with low toxicity, high quality of life
and long survival time. They are looking for solutions in anticancer drugs in Chinese herbal
medicine. Clinical data showed anticancer properties of some herbs [32], [33], [34]. Even the
palliative and post- treatment care has herbal medicine with success [35].

The ancient philosophy of TCM has definite similarities of the novel hypotheses of integrative
medicine, where the whole body in its integrity and the general overall complex system is
studied, rather than the body-parts or individual processes in the system. The basis of theories of
TCM leading to syndrome differentiation and examples of the corresponding treatment strategies
are comparable in general with the evidence based medicine preferred by MWM, as shown in the
Table 1. [30].
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Theory of Yin, Yang and the five elements

TC M th eories Theory of Zang-Fu organs:
« 5*“Zang” organs: heart, lung, spleen, liver, kidney

+ 6 “Fu” organs: small & large intestine, stomach, gall
bladder, pericardium, triple energizer

+ Qi, Blood and body fluid

The four steps in diagnosis Theory of channels and meridiens
* Inspection Theory of 8 principal patterns:
- Listening and smelling « Exterior and Interior
« Hi i « Cold and Heat
" Elﬁtorty. taklng il taik « Deficiency and Excess
alpation and pulse taking +¥in andYang
TCM diagnosis : Treatment strategy
(Examples) (Examples)
« | Yin deficiency of |==== | Nourish Yin of spleen and
spleen and kidney lglldnzy, boost essence and
Syndrome = e i and cireulaiont
4 d « | Stagnation of Qi | = | Activate Qi and circulation to
differentiation e relieve stagnation

et | Clear heat and poison, cool
blood and circulation

* | Excessive heat
and poison

Table 1. The structure of TCM theories [30]

The body is in homeostasis in normal healthy state. TCM is directly based on the general and
overall homeostatic control of the human body. The homeostasis created by multiple negative
feedback processes, keeping the actual state apparently constant. Each negative feedback can be
described by a balance of the apparently controversial effects, a “dynamic overplay of opposing
forces” [36], which is the basic of the dialectic philosophy. This was formulated by the ancient
Chinese philosophy (Lao Tzu “The Old Master” [37], [38]), and approximately in the same time
in Western (Greek) philosophy (Heraclitus of Ephesus, [39]) as well. Later Hegel had
synergized the dialectics, [40], formulating the thesis-antithesis-synthesis unity behind of the
dynamic movements. The dialectical points are considered also in the roots of medical thinking,
[41]. The numerous well controlled negative feedback loops, keep the actual state definitely
“constant” despite of its energetically open status. The disease breaks up the relative equilibrium,
and the body tries to reestablish the homeostasis by forced natural feedback mechanisms.

When recognizing the disease, we can act to help the natural feedback loops (this is the aim
of the TCM) or we can influence independently, operating outside constrains intending to modify
the actually recognized local disturbances. This action is typical in MWM, when the wide range
medical knowledge concentrates on the details of the body-parts, ignoring in some cases the
interconnections and integrity of the body as a complex system. (Typical behavior of the
complex system, that it is more than the simple addition of their parts.) MWM works against
the natural homeostasis on this way in many cases. The constrained action induces new negative
feedbacks from the natural physiologic control, to reestablish the homeostatic. The body
integrity starts to fight against our constraints too, forcing the natural processes exposing it to
cross-fire by the disease and the independent medical action. This controversial situation
happens with classical hyperthermia, when the constrained massive temperature change is
physiologically down-regulated (or at least the physiology works against it by the systemic [like
blood-flow] and local [like HSP] reactions). The natural therapy must help the body’s internal
corrective actions to reestablish the healthy state.

The present study applied ‘Clifford TCM Immune Booster, which is a well defined and carefully
prepared mixture of TCM herbs. Main constituents are: Rhizoma Smilacis Blabrae, Radix
Angelicae Sinansis, Rhizoma Atractylodis Macrocephalae, together with multiple minor
additions mixed in the tincture.

Classical hyperthermia applications

Of course the independent constrains are necessary want the natural processes are too weak
to make corrections or somehow entirely blocked in the actual disease, but the effect always
has to consider the effects of disturbances in the entire system. This is the problem of the

26 Oncothermia Journal, February 2012



unlimited force of hyperthermia, when the body tries to correct the increasing temperature,
increasing multiple physiological answers trying to correct the shifted temperature. In this
applications of hyperthermia starts a competition between the processes, and became difficult
keeping the entire action under control. Anyway the forced local temperature increase offers
many advantages for gastrointestinal track, [42]. The response rates of early treatments were
remarkable, they were over 50% [43], [44], [45], [46], [47]. Certain palliative effect for pain
was also observed in these applications, the pain was certainly reduced by 78%; 56%, [46]; 86%,
[45]; 79%, [42]; for 32, 34, 48 and 69 patients involved in the study, respectively.

Recurrent, locally advanced colorectal cancer was studied by hyperthermia adjuvant added to
standard radiotherapy protocol [48], [49]. The objective response rate was 54% with combined
therapy while the radiotherapy alone reached only 36%. In recent studies, results on unresectable
or locally recurrent, advanced colorectal tumors were studied with extreme surface cooling
facilities, avoiding the surface burn, [50]. The median survival times were 24.3 and 17.1
months in combined and sole radiotherapy groups, respectively. Other study with the
radiotherapy combined with capacitive hyperthermia for recurrent or nonresectable colorectal
tumors had only two cases progressive disease from n=44 patients. [51]. Similar results were
obtained with other studies [52], [53], [54] as well. Comparison [53] the active group (n=35)
to a control one (n=36) had shown clear advantage of hyperthermia. Success could be
obtained by hyperthermia applied together with chemotherapy in case of preradiated
treatments [55]. In recent studies in combination with chemotherapy, the response rate of the
treatment of refractory colorectal cancer as 2nd line treatment by SFU/LV with the addition of
Irinotecan is 22% and leads to a progression free survival of 6.3 months [56]. In
combination with hyperthermia [57] the objective response rate was 33%, while the median
time to progression was 8 months (1-28 months) and the median overall survival was 12
months (2-28 months). This hyperthermia study ([57]) concluded that hyperthermia does not
increase the toxicity of the SFU/LV/Irinotecan therapy, and indicates benefits form the
combined treatment.

Application of hyperthermia was introduced preoperatively as well, [58]. Comparing the
postoperative results [59], in case of tumors invading beyond the muscularis propria the
overall survival was 86.5 and 50.9 months for with and without hyperthermia treatments,
respectively. In cases of the lymph- node metastases the results were 92.5 vs. 51.7 months
for with vs. without, respectively. Other, phasell investigation of locally advanced rectal
cancer [60] supported the feasibility of preoperative hyperthermia. The preoperative
hyperthermia applications were also successful in trimodal (chemotherapy, radiotherapy and
hyperthermia combination) approach, [61], [62] even when it was applied intraoperatively [63].

Oncothermia applications

The problem of the malignant diseases is clear: these diseases are systemic, their appearance is
local, but it is illusory to treat it only locally. This systemic effect manifests itself in the
dissemination of the cells from the original (primary) tumor, and in a second step the malignant
cells travel in this way far away from their original place, and could clog in sensitive organs, like
brain, lung, liver; forming lethal metastases. The disseminated cells attacking the organs which
are crucial for life, form new tumors (metastases) in these organs, and this is the main danger of
malignant tumors. (the benign tumors are really local, they are growing in the local volume,
but no dissemination and no metastasis forming happen in these cases.) The heavy life-
threatening effect of metastases has been observed on statistical basis on colorectal
adenocarcinoma collecting data for 15 years [64]. When no metastases were present, the long-
term (10 years) survival was around 90%; while was 60% in case of regional metastases and only
15% when distant metastases were developed by the patient.
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The dissemination of the malignant cells is the consequence of the certain autonomy of the
cells, which lost their cooperative control, escaped from the homeostatic harmony of the tissue
organization. The tumor is a set of the autonomic cells, which are not connected to others for
information exchange, and supporting each other, even oppositely, they are “individual fighters”
to keep themselves alive in a hostile environment of the other malignant cells and the possible
attacks of the overall controller the immune system. Physiologically the crucial point is the
loosing communication between the cells, which is responsible not only for the lost
“harmony” with the system but also blocs the availability to give natural outer signals for
apoptosis and in the dissemination point of view, the lost connections made the cells freely
movable. The autonomic, aggressively metabolizing and dividing cells are seeking for large
amount of nutrients and oxygen, which are delivered by the blood-stream, so the
dissemination of the independent cells into the blood-vessels is a natural consequences of their
freedom.

Oncothermia had formulated a new paradigm [65]; it answers positively on the doubts above.
It radically reforms the hyperthermic oncology, introducing new technology for selection of the
target- tumor, for principles of its elimination, and for the dose concept controlling the therapy.

The targeting in oncothermia based on the microscopic energy-delivery, heating up the
extracellular electrolyte in the immediate vicinity of the malignant cells instead of the artificially
focusing on the full volume of the tumor. This controlled effect makes possible to concentrate the
absorbed energy on the task, and not increase the temperature where it is not necessary. The
biological basis of the selection is the high glucose flux consumption of the malignant cells
compared to their healthy counterpart. (This difference is the basic of the positron emission
tomography [PET] as well.) The higher ionic concentration of the extracellular electrolyte as well
as the disordered structure forming by the autonomic malignant cells makes possible to
distinguish these cells directly by their electromagnetic (impedance) properties to attack and
kill them [66]. This controlled micro heating makes possible to introduce the dose as the
absorbed power [67], [68]; like it is used in the standard radio-therapy as well. The
physiological feedback loops to correct the higher local temperature and the constrained
effects of local heating are hindered by oncothermia, and the energy of the electric field became a
synergetic partner of the microscopic temperature increase [69]. This makes possible the
oncothermia applications in wide range of malignant diseases [70], and introduces it [71] as
the fourth column of the gold-standard oncological methods, additional to the surgery, radio-
and chemo-therapies.

Oncothermia activates the natural processes to block the dissemination; it reestablishes the
cellular connections between the malignant cells. Two kinds of such bonding connections are
important between the cells among normal conditions: the adherent connections exchanging
signals from neighboring cells, and the junctions (gap-junction, tight junction) allowing
molecular exchanges between the cells. These connections represent mechanical/chemical bonds,
which are limiting the cellular freedom to disseminate, avoiding their motility due to the lazy
connections to the tumor mass. Oncothermia is able to reestablish both kind of connections
(adherent- and junction-types) and with this blocks the number one life-threatening danger: the
dissemination, [72]. The built up connections could force not only the sticking together, but
make bridges between the cells for information exchange to limit the individuality, the
competitive behavior of the malignant cells. The cells are able to make some-kind of
harmonic cooperation again, and one of its consequences is the apoptotic cellular death. This
kind of cellular life-regulation has additional benefit too: elimination of the cells does not
liberates toxic materials and does not induce consequent inflammation in the tumor region. The
inflammatory tumors have generally worst prognosis than the non-inflammatory ones, so
oncothermia improves the life prognosis, helping the complex process of the longer survival
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with better quality of life.

On the technical point of view, the reestablished connections between the cells rearrange the
current distribution inside the tumor, developing a positive feedback mechanism to destroy the
malignant cells on natural way.

One of the definite possibility to fight against the cancer diseases is to recognize the tumor as
early as possible, to avoid the dissemination and metastases, and start the treatments as early
as possible. Unfortunately, most of the patients are starting their oncothermia sessions, when
the malignant cells already invaded into the blood-system. The blood-transported cells can be
blocked easily by the brain, lung, kidney, liver, etc., as consequence of this process, and most
of the patients starting to be included to oncothermia treatments, have distant metastases, which
more likely causes fatality, shortens the overall survival time and badly affects the quality of life
of the patients. This situation is a major challenge of the oncothermia treatments.

Oncothermia picks-up the gloves, and makes research to eliminate the distant metastases too. One
of the main challenge to treat metastatic lesions in general is the diagnosis, recognizing where
the metastases are present. Oncothermia is basically a local treatment. Of course, when the
metatstatic tumor is recognized its treatment is simple, make it on the same way, as we do in
case of primary tumors. However this is not enough in most of the cases. The disseminated cells
forming various metastases, which are actually too small to detect, but their presence makes
definite suppress of the life-span and the quality of life. In consequence, the task is to act
systemically with the local treatment. It looks impossible, but studying the systemic behavior of
the malignant effects (which acts systemically form a local source), the action is not
impossible. According to our common knowledge the local therapy of radiation is not available
in cancer patients with multiple metastatic lesions. However, one of the interesting, and so far
not completely understood processes, is the systemic effect of the local treatments in
radiotherapies, the so called abscopal (out of the target) or bystander effect. The first published
observation on systemic effect of local radiotherapy was made by R.H. Mole, who proposed the
term “abscopal effect” in 1953 [73]. This phenomenon shows a systemic effect only by local
treating. Effect was observed [74] outside the treated field of ionizing radiation [75], but it is
generally under-recognized in the clinical practice [74]. It is originally defined as the systemic
effect of radiation therapy observed in distant tumors from the site of irradiation field. It is
suggested that the abscopal effect relates to immune response mediated by cytokines, but the
mechanism remains unclear because this phenomenon is so rare and poorly understood in
clinical practice, showing many controversies also [76]. Sometimes it is used complementary to
other type of local therapies including surgery, hyperthermia and immunotherapy [77]. These
complementary applications have recently received attention as new therapeutic facility [78].
The possible effect of pulsed electric field and radiotherapy on abscopal process was studied,
[79], so our studies targeting this process, replacing the radiotherapy with oncothermia. The
effect was shown in mice experiments [80]. Oncothermia was able to produce the same effect,
controlled by the local tumor-treatment on the untreated distant other tumor in mice model,
(HT29 human colorectal adenocarcinoma xenograft). A strong abscopal effect was observed,
when sterile inflammation (E. coli LPS) as immune-stimulator was applied [81].

The effect makes promising facility for the future oncothermia applications. There was a
human case of abscopal effect observed in a patient with multiple metastatic non-small-cell
lung cancer. Patient was treated with fractional radiotherapy accompanied with oncothermia and
granulocyte-colony stimulating factor (GM-CSF). The result [82] is amazing and clearly
shows the future dictions of the oncothermia research.

Oncothermia has new facilities to treat advanced, heavily pre-treated (failed pre-treatments),
colorectal cancer. A study was performed, [83], including n=218 patients. Patients were
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categorized for rectum (n=92) for colon (n=114) and for rectosigmoid junction (sigma, n=12)
carcinomas.

The median survival time is 28.5m (mean 34.4m), while the median time from the start of
oncothermia therapy was 8.6m (mean: 14.8m). Oncothermia was applied weekly 2-3 times 6-12
treatments with 20 cm diameter electrodes. First year survival rate for oncothermia was 84.9%,
(In comparison the SEER and Eurocare data are 72.0% and 68.9%, respectively.) The median
of colon, rectum and sigma cohorts are 25.6m, 27.4m and 28.0m, respectively. The
parametric decomposition shows medians 59.5m and 21.4m for responders and for non-
responders in case of colon, and 54.3m and 22.6m for responders and for non-responders in
case of rectum, respectively, Ratio of responders by the parametric decomposition were 44.2%
and 57.1% for colon and rectum, respectively.

Studies were performed for the most common distant metastases of colorectal primary neoplasm:
the secondary malignancy in the liver. A study was devoted to see the preoperative application
of oncothermia for liver metastases from rectum carcinoma [84]. The primer-tumors were
inoperable (R2). A trimodal therapy was applied: radiotherapy: 45+5 Gy, (fractional),
chemotherapy: 5- FU/Mitomicine-C (2x), Oncothermia: 60 min, diam.30 cm (8-10x), Result:
after oncothermia all patients become eligible for operation. The results of operation was: 71%
of patients were in condition for complete resection (RO) while one was partially resected (R1)
and one was not successfully operated, (remained R2).

One of the earliest study of oncothermia on colorectal metastases to liver (n=80) was
published in 1999, [85]. The median survival was significantly higher with oncothermia than
expected without this treatment. The overall median survival was expected as 11 months,
while for the multidrug resistant, refractory patients where oncothermia was applied alone, the
median survival time was 24.4 month, while for the patients eligible for resensitizing a
chemotherapy and oncothermia applied as complementary, the median survival time was 21.5
month. Other study of advanced metastaic liver form colon was shown at ASCO [86]. The
local clinical response of liver metastases was 28%; the quality of live reported better for 50%
of the patients.

Other study is devoted to compare of first-line (without oncothermia) and second-line (with
oncothermia) therapies for colorectal cancer liver metastasis (n=15) [87]. The local response
after the second line was significantly better than after the first one, without extra toxicity for
the patients. The median survival was 23 months, while the historical expectation: 10-20
months. Tumor-progression was observed mainly outside the applied electromagnetic field.

A first-line, phase II. study (n=30) was devoted to compare the effect of platinum derivatives
of liver metastases from colorectal cancer origin, [88]. The median survival time was 22m, (100
34), while the median relapse-time was 9m (6-18). All the platinum-derivatives show 20%
response rate and 50% improving the quality of life (KPS). The main side effect was the
anxiety reduction (83% of the patients), the nausea, vomiting was 13.3% while the other side
effects were under 10%. Definite oncothermia side effect (erythematic + mild adipose burn) was
observed in 6.7%. Independent study of Oxalyplatine +oncothermia (n=12) and of Cisplatin +
oncothermia (n=18) shows definite differences. The local response rate was definitely higher for
Cisplatin, while the other benefits shows significantly lower results, the side effects differs also
significantly.

This study was made for advanced, non-operable rectal carcinoma (n=65) and its liver metastases
(n=29), [89]. Oncothermia was applied by 2-3x / week with concomitant chemo- and radiol’
therapy. Overall local clinical response (CR+PR+SD) was 96% for rectal primary and 86% for
liver metastases.
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Methods

TCM and MWM were combined to treat patients with advanced colon cancer. The principles
used to treat cancer include eliminating toxins and pathogens, boosting immune system and
enhancing their nutrition by CIB method, [90]. These therapies are non-invasive, non-toxic, safe,
and effective; utilized in ways to support and enhance the effects of each other, while minimizing
their deficiencies. The therapeutic protocol was the combination of oncothermia with Clifford
TCM Immune Boosting (CIB) method.

Oncothermia was applied 3 times a week, 60 min/session, 20 cm electrode. The applied
forwarded power was 100-150 W, depending on the personal tolerance of the patient. 15
sessions in a cycle, 7-10 days break between cycles. Oncothermia was not applied in female
menstruation period.

The protocol of the Clifford TCM Immune Boosting (CIB) [91] was applied per os. It was
administered one dose per day (divided into two equal portions), in 200ml portions. One portion,

bid. (morning and night, after meal).

Standard oncothermia was applied in primary and secondary lesions (see Figure 1.)

ay— .
Figure 1. A typical arrangement of oncothermia treatment for liver metastases from colon primary

The study was phase II, randomized, single-blind, controlled, having three comparable arms to
measure the efficacy. For objective single-blind method individuals did not know which
group they were in. In order to avoid bias, trial operators and therapeutic effect evaluation
personnel were not the same members of the staff.

The three groups of patients were:
Croup A (treatment): 51 cases Oncothermia in combination with Clifford TCM Immune
Booster
Croup B (control): 50 cases mono Oncothermia
Croup C (control): 53 cases mono Clifford TCM Immune Booster

Their inclusion criteria were:
1. Confirmed colon carcinoma diagnosis
2. Not suitable for surgery (inoperable cases) or patient refused surgery (personal not-
eligibility)
3. Recurrence after surgery or carcinoma was not completely resected
Predicted survival time > 6 months
5. Score of Karnofsky Performance Status (KPS) > 50

>
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The exclusion criteria:
1. Surgical intervention < 3 weeks
Incomplete healing of wound in Oncothermia treatment area
With active bleeding, or local blood circulation occlusion in treatment area
With emotional disturbance, personal refuse
Oncothermia arrangement cannot fit to the treatment area due to individual physical
variation
6. Patient had metallic implants or replacements, or any electronic device in the
treatment area

Nk wn

The logistics of the treatment protocol (see Figure 2.) was applied for N=154 patients, satisfied
the criteria of the study. The final evaluation of the study was after two-years follow-up
period, when statistically were evaluated

1. the efficacy of the therapy,

2. the quality of life

3. the survival data

HOSPITALIZED PATIENTS OF CLIFFORD
ONCOLOGY CENTER
FIT INCLUSIVE, EXCLUSIVE
& REJECTION CRITERIA

157 PATIENTS

RANDOMLY DIVIDED

INTEGRATIVE
GROUP A TREATMENT oF

ONCOTHERMIA  AND

CLIFFORD TCM

IMMUNE BOOSTER MONO CLIFFORD TGM
IMMUNE BOOSTER

GROUP C

FOLLOWED UP FOR 2 YEARS

RESULTS COLLECTED

THERAPEUTIC QUALITY OF LIFE SURVIVAL DATA
EFFECT

KPS, VAS

SURVIVAL TIME,

CR, PR, NC,
SURVIVAL CURVE

FD

STATISTIC ANALYSIS

Figure 2. The randomization and logistics of the treatment protocol

The statistical evaluation was based on 0=0.05 (CI=95%). Non-parametric survival analysis
(Kaplan- Meier Plot) was applied together with:

- Ranks sum test
- ttest and multiple factor variance analysis

- Xz test

Results
Case report

A typical successful case-report shows the process.
- Male patient, 80 year old, diagnosed with ulcerative transverse colon with moderately
differentiated tubular adenocarcinoma of stage IV (T3N1MI, with lung metastasis) in
April, 2008 (see Figure 3/a.)
- Radical resection of colon cancer was performed in May, 2008
- Came to Clifford Hospital for non-toxic integrative treatments for cancer after surgery
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- Treated with Oncothermia in combination with Clifford TCM Immune Booster
- Along with the integrative treatments of chelation, medical ozone, acupuncture,
nutritional therapy, Qigong, Taiji, etc

Patient was rechecked on March 23rd, 2010 (see Figure 3/b.):
- No relapse, no metastasis, good nutritional state, KPS 90, VAS 0~1, increase in body
weight: 12 kg since surgery
- Normal blood routine and tumor markers results

Figu
Therapeutic effects — local responses
The local clinical control and response was carefully measured according to the international
standards, [92]. The distribution of the local clinical response by its efficacy is shown on Figure 4.

The majority of the success in CR and PR categories were detected in the group A, where the
complex treatment was applied.

30

H Group A (complex protocol)
52 @ Group B (oncothermia alone) 25
233 O Group C (CIB alone)
20 —
15
15 3 —
10 —
7
5
5 4 B
0 !
CR PR SDINC PD

Figure 4. Local response of the patients involved in the study in all the groups. The number of patients are
displayed

The grouping by the study-arms (see Figure 5.) shows a growth of the in-efficient categories in

groups B & C, while in group A the vast majority of the results is partial remission, and less than
20% remained in progressive tumor-growth.
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Figure 5. Efficacy of the local response by study-arms. There the percentages are shown by groups

The improvement (shrinking of tumors) produced by the treatment (CR+PR) is shown by arms
and by improvement categories, (see Figure 6.). The no-change (NC) in the advanced stages
like in the cases of the patients involved in the study is the result of stabile disease (SD), also
a kind of response, the further growth of tumor had been stopped. The overall response in this
meaning (CR+PR+NC/SD) is shown in Figure 7.

T0.0% 700% BE.0%

PRt 64.0% 2o ® Group A (complex protocol) 64 0%
mNo improvement B Group B (omcothermia alone)

B Group C (CIB alone)

35.0% 350% —

00% +
Group A (complex protocol) - Group B (oncothermia alone) Gmup G (CIB alone) Improvemert Mo improvemert

Figure 6. The improvement by the various treatments (Values are in percentages)

80.0%

§2.4% mResponse 900% T34%
1 o No-response B Group A (cormplex protocol)

| Group B (oncothermia alone)
o Group © (B alone)

62.0%

52.8%

450% | | ¥ = { ik A 450%

L g 00% -

00% L | L | =] L |t ]
Group C (CIB alone) Response MNo-response

Group A (complex protocol]  Group B (oncothermia alone)

Figure 7. The overall response by the various treatments (Values are in percentages)
Therapeutic effects — survival time

The survival time was measured by non-parametric distribution evaluation (Kaplan-Meier plot,
[93], see Figure 8.).

34 Oncothermia Journal, February 2012



08+

Cum Survival

004

T T T T T
o 200 400 600 800
time days

Figure 8. Kaplan-Meier plot of the survivals
Therapeutic effects — quality of life

The quality of life was measured partly with Karnofsky Performance Score status, (KPS, [94],
[95]: partly with Visual Analogue Scale VAS [96]).

KPS is an assessment tool intended to assist clinicians and caretakers in gauging a patient's
functional status and ability to carry out activities of daily living. The three arms of the study
shows that the Group A (complex treatment) has definitely different distribution than its
counterparts B & C, (see Figure 9.)
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Figure 9. The KPS grouped by study-arms

Describing the major categories, three groups of KPS can be formed, as shown Table 2.
According to this categorization the patients’ quality of life is shown by study-arms (see Figure
10.) and by KPS grouping (see Figure 11.).

Able to carry on normal activity and to work: no special care needed (KPS=80-100)

Unable to work: able to live at home and care for most personal needs; varying amount of
assistance needed (KPS=50-70)

Unable to care for self: requires equivalent of institutional or hospital care; disease may be
progressing rapidly (KPS=0-40)

Table 2. Major groups of KPS
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Figure 11. KPS grouped by major categories of quality of life

VAS score measures mainly the pain-effect as a decisional factor of the quality of life for
cancer patients. This important quality factor is shown for all the patients in Figure 12. The VAS
score grouped by main VAS categories (see Figure 13.) and by study-arms (see Figure 14.) shows
definite differences favouring the group A again.

VAS Score (% - all patients)
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Figure 12. Overall VAS score after the full therapy regime of all the patients involved in the study (values

are in percentages)
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Figure 14. VAS score grouped by the study-arms (values are in percentages)

The data of the statistical evaluation are shown in Table 3. and Table 4.

Rank Sum Test on KPS of 3 Groups

u =
Group A
-32.0906 .00z =0.05
and Group B
Group A
-2 9906 00023 =005
and Group O
Group B
-0.0133 09394 =0.05

and Group C

Table 3. Rank-sum test for group-pairs

Rank Sum Test Results on Every Two Groups

Groups P
Group A and Group B 0.0204 =0 0500
Group A and Group C 0.0362 <0.,0500
Sroup B and Group C 0.9392 =0.0500

Table 4. Rank-sum test results for group-pairs

Oncothermia Journal, February 2012 37



Adverse reactions of oncothermia in treatment are was some solitary fat-burn in adipose regions in
the treatment area. Temporarily slight erythematic spot and slight pain could happen. No other
toxicity was observed.

Discussion

Results are showing significant synergy of oncothermia and Clifford TCM Immune Boosting
(CIB) method. The clinical local response (tumor control) is significantly better in the complex
treatment than its counterpart options. However the malignant disease is not local, so we were
intensively looking for the systemic (integrative) evaluation, which are the survivals and the
quality of life. Both of these parameters are definitely enhanced by the synergy of oncothermia
with CIB. It is important to also, how the groups B and C are equivalent (p>0.9!), which
convinces the researchers that both of the methods are natural and acting in the dynamism of
the homeostatic control. Oncothermia disclaims the old approach, introducing a new paradigm:
with application of micro-heating it makes considerable less physiological feedback to work
against the action, and with application of the electric field it uses such an effect, for what the
body has no physiological answer. With this new paradigm oncothermia helps the natural
feedback mechanisms to reestablish the healthy state. The philosophy of oncothermia follows
simply the line of Hypocrates: ‘“Nil Nocere” (“Do not harm”) Of course this has to be
understood on the way as “be natural as more as possible”. This is the basic of the great
harmony with the TCM methods, which philosophy based on the same principles. Both the
treatment modalities support the natural processes of living organisms, applying the normal
physiological, biophysical and biochemical reactions of the body, using these to fight against
the malignancy on standard way. This is the solid basis of its application in combination of
the TCM methods, and especially with CIB therapy, which concentrates on the immune
effects, to keep the effectors of the homeostatic balance forceful.

Both the treatments are very safe, no similar side effects appear as we had seen in most of the
MWM methods, like the chemo- and radio-therapies.

Conclusion

Integrative treatment of colon carcinoma with Oncothermia and Clifford TCM Immune Booster
is safe and therapeutically effective.
- It can prolong survival time and improve the quality of life of patients.
- Only a few minor adverse reactions appeared which were rapidly resolved in a short
time without treatment and had no effect on the quality of life of patients.
- This integrative treatment of Oncothermia and Clifford TCM Immune Booster is an
important contribution to the non-toxic approach to treatment of cancer.

The research is in progress for other cancer lesions too.

References

[1] R.Xu, B. Zhou, P.C.W. Fung, X. Li (2006) Recent advances in the treatment of colon cancer Histol Histopathol 21:867-872

[2] Campos F, Logullo Waitzberg A, Kiss D, Waitzberg D, Habr-Gama A, Gama-Rodrigues J (2005) Diet and colorectal cancer:
currentevidence for etiology and prevention. Nutr. Hosp. 20:18-25

[3] DeVita V, Hellman S, Rosenberg S (2001) Cancer Principles & Practice of Oncology. 6th edn

[4] Wils J, ODwyer P, Labianca R (2001) Adjuvant treatment of colorectal cancer at the turn of the century: European and US perspectives.
Ann. Oncol. 12:13-22

[5] Meta-analysis Group In Cancer. Effi cacy of intravenous continuous infusion of fl uorouracil compared with bolus administration
inadvanced colorectal cancer. J Clin Oncol 1998; 16: 301-08

[6] Advanced Colorectal Cancer Meta-Analysis Project. Modulation of fl uorouracil by leucovorin in patients with advanced colorectal
cancer:evidence in terms of response rate. Advanced Colorectal CancerMeta-Analysis Project. J Clin Oncol 1992; 10: 896-903

38 Oncothermia Journal, February 2012



[7]

(8]
(9]

[10

[11

[12]

(13

[15]

[16]

[17]

[18]

[19]

[20

[21]

[22
23

[24]

125
[26

[27]

[28]

de Gramont A, Bosset JF, Milan C, et al (1997) Randomised trial comparing monthly low-dose leucovorin and fluorouracil bolus with
bimonthly high-dose leucovorin and fluorouracil bolus plus continuous infusion for advanced colorectal cancer: a French Intergroup study.
J Clin Oncol 15:808-815

Cunningham D, Pyrhonen S, James RD, et al (1998) Randomised trial of irinotecan plus supportive care versus supportive care alone after
fl uorouracil failure for patients with metastatic colorectal cancer Lancet 352:1413-1418

Douillard JY, Cunningham D, Roth AD, Navarro M, James RD, Karasek P, Jandik P, Iveson T, Carmichael J, Alakl M, Ruia GG, Awad L,
Rougier P (2000) Irinotecan combined with fluorouracil compared with fluorouracil alone as first-line treatment for metastatic colorectal
cancer: a multicentre randomised trial. Lancet 355:1041-1047

Richard M. Goldberg, Daniel J. Sargent, Roscoe F. Morton, Charles S. Fuchs, Ramesh K Ramanathan, Stephen K. Williamson, Brian P.
Findlay, Henry C. Pitot, and Steven R. Alberts (2004) A Randomized Controlled Trial of Fluorouracil Plus Leucovorin, Irinotecan, and
Oxaliplatin Combinations in Patients With Previously Untreated Metastatic Colorectal Cancer, J. Clin. Oncol 22:23-31

Christophe Tournigand, Thierry André, Emmanuel Achille, Gérard Lledo, Michel Flesh, Dominique Mery-Mignard, Emmanuel Quinaux,
Corinne Couteau, Marc Buyse, Gérard Ganem, Bruno Landi, Philippe Colin, Christophe Louvet, and Aimery de Gramont (2004) FOLFIRI
Followed by FOLFOX6 or the Reverse Sequence in Advanced Colorectal Cancer: A Randomized GERCOR Study; J Clin Oncol, 22:229(]
237

Cao S, Rustum YM (2000) Synergistic antitumour activity of irinotecan in combination with 5-fl uorouracil in rats bearing advanced
colorectal cancer: role of drug sequence and dose. Cancer Res 60:3717-3721

Fischel JL, Etienne MC, Formento P, Milano G (1998) Search for the optimal schedule for the oxaliplatin/5-fl uorouracil association
modulated or not by folinic acid: preclinical data. Clin Cancer Res 10:2529-2535

Jones ML, Hummel S, Bansback N, Orr B, Seymour N (2001) A rapid and systematic review of the evidence for the clinical effectiveness
and cost-effectiveness of irinotekan, oxalyplatin and raltitrexed for the treatment of advanced colorectal cancer, Health Technology
Assessment NHS R&D HTA Program, Health Technol Assess. 5(25)

Saltz LB, Cox JV, Lanke CB, Rosen LS, Fehrenbacher L, Moore MJ, Maroun JA, Ackland SP, Locker PK, Pirotta N, Elfring GL, Miller LL,
(for the irinotecan study group) (2000) Irinotecan plus fluorouracil and leucovorin for metastatic colorectal cancer. N Engl J Med 343:9050]
914

A. de Gramont, A. Figer, M. Seymour, M. Homerin, A. Hmissi, J. Cassidy, C. Boni, H. Cortes-Funes, A. Cervantes, G. Freyer, D.
Papamichael, N. Le Bail, C. Louvet, D. Hendler, F. de Braud, C. Wilson, F. Morvan, and A. Bonetti (2000) Leucovorin and Fluorouracil
With or Without Oxaliplatin as First-Line Treatment in Advanced Colorectal Cancer. Journal of Clinical Oncology, 18:2938-2947

Matthew T Seymour, Timothy S Maughan, Jonathan A Ledermann, Clare Topham, Roger James, Stephen J Gwyther, David B Smith,
Stephen Shepherd, Anthony Maraveyas, David R Ferry, Angela M Meade, Lindsay Thompson, Gareth O Griffi ths, Mahesh K B Parmar,
and Richard J Stephens, for the FOCUS Trial Investigators and the National Cancer Research Institute Colorectal Clinical Studies Group
(2007) Different strategies of sequential and combination chemotherapy for patients with poor prognosis advanced colorectal cancer (MRC
FOCUS): a randomized controlled trial. Lancet, 370:143—152

Schwartzberg L. (2001) Clinical experience with edrecolomab: a monoclonal antibody therapy for colorectal carcinoma. Crit. Rev. Oncol.
Hematol. 40:17-24

Riethmuller G, Holz E, Schlimok G, Schmiegel W, Raab R, Hoffken K, Gruber R, Funke I, Pichlmaier H, Hirche H, Buggisch P, Witte J.
and Pichlmayr R (1998) Monoclonal antibody therapy for resected Dukes’ C colorectal cancer: 7-year outcome of a multicenter randomized
trial J. Clin. Oncol. 16:1788-1794

Cunningham D et al (2004) Cetuximab monotherapy and cetuximab plus irinotecan in irinotecanrefractory metastatic colorectal cancer. N
Engl J Med 351:337-345

Herbert Hurwitz, Louis Fehrenbacher, William Novotny, Thomas Cartwright, John Hainsworth, William Heim, Jordan Berlin, Ari Baron,
Susan Griffing,Eric Holmgren, Napoleone Ferrara., Gwen Fyfe., Beth Rogers, Robert Ross,and Fairooz Kabbinavar.(2004) Bevacizumab
plus Irinotecan, Fluorouracil, and Leucovorin for Metastatic Colorectal Ca. New Engl J Med 350:2335-2342

Jain R (2005) Normalization of tumor vasculature: an emerging concept in antiangiogenic therapy. Science, 307:58-62

Meletis CD, Bramwell NDB (2001) Colon Cancer Nutritional Strategies for Prevention, Alternative & complementary therapies—
APRIL:63-68

Claudio Pelucchi, Eva Negri, Renato Talamini, Fabio Levi Attilio Giacosa, Anna Crispo, Ettore Bidoli, Maurizio Montella, Silvia
Franceschi, Carlo La Vecchia (2010) Metabolic syndrome is associated with colorectal cancer in men. European Journal of Cancer
46:1866-1872

Larsson S (2006) Diet and Gastrointestinal Cancer, Karolinska Institutet, Stockholm

Jagveer Singh, Rachid Hamid, Bandaru S. Reddy (1997) Dietary Fat and Colon Cancer: Modulating Effect of Types and Amount of Dietary
Fat on ras-p21 Function during Promotion and Progression Stages of Colon Cancer, Cancer Research 57:253-258

Chiu B-C-H, Ji B-T, Dai Q, Gridley G, McLaughlin JK, Gao T-T, Fraumeni JF, Chow W-H (2003) Dietary factors and risk of colon cancer
in Shanghai, China, Cancer Epiudemiology, Biomarkers and Prevention, 12:201-208

Lihui Wei, Youqin Chen, Jiumao Lin, Jinyan Zhao, Xuzheng Chen, Wei Xu, Xianxiang Liu, Thomas J. Sferra, Jun Peng (2011) Scutellaria
barbata D. Don induces apoptosis of human colon carcinoma cell through activation of the mitochondrion-dependent pathway, Journal of
Medicinal Plants Research 5:1962-1970

Weiyu Fan the traditional chinese medical literature analysis and retrieval system (tcmlars) and its application INSPEL 35(2001)3:147-156
Yeh Ching Linn (2011) Evidence-based Medicine for Traditional Chinese Medicine: Exploring the Evidence from a Western Medicine
Perspective Proceedings of Singapore Healthcare 20:12-19

To find various Chinese herb-recipes, visit for example www acupunctureamerica com

Wen-jing Ruan, Mao-de Lai, Jian-guang Zhou (2006) Anticancer effects of Chinese herbal medicine, science or myth? J Zhejiang Univ Sci
B. 7(12):1006-1014

Thomas Efferth, Paul C.H. Li, Venkata S. Badireenath Konkimalla, Bernd Kaina (2007) From traditional Chinese medicine to rational
cancer therapy. Trends in Molecular Medicine, 13:353-361

Wong R, Sagar CM, Sagar SM (2001) Integration of Chinese medicine into supportive cancer care: A modern role for an ancient tradition.
Cancer treatment reviews, 27:235-246

Herb Shows Potential to Reduce Cancer-related Fatigue, North Central Cancer Treatment Group reports from Mayo Clinic, USA;
http://ncctg mayo edu/news/archive/20070602 html

Baxter LA, Montgomery BM (1996) Relating: Dialogues and dialectics. New York: The Guilford Press

Lao Tzu (1988) Tao Te Ching (S. Mitchell, Trans.). New York: Harper & Row

Chan Wing-tsit (1963) A Source Book in Chinese Philosophy. Princeton, N.J.: Princeton University Press

Jung CG (1966) On the psychology of the unconscious. In H. Read, M. Fordham, & G. Adler (Eds.) (R.F.C. Hull, Trans.), The collected
works of C.G. Jung (Rev. 2nd ed.,Vol. 7, pp 1-122) New York: Pantheon. (Original work published 1943) (pp 72)

Hegel GWF (1971) The Zusitze. In Hegel's philosophy of mind: Part three of the encyclopaedia of the philosophical sciences (A.V. Miller,
Trans.). Oxford: Clarendon Press (Original work published 1845)

Lippman HE (1969) The Philosophical Roots of Medicine and Biology, A Historical Approach Toward a Philosophy for the Life Sciences.
J. Nat. Med. Assoc. 61:335-345

D. Gonzalez Gonzalez (1996) Thermoradiotherapy for tumors of the Lower Gastrointenstianal Tract, ed.: M. H. Seegenschmiedt, P.
Fessenden, C.C. Vernon Thermo-radiotherapy and Thermo- chemotherapy Vol. 2. Clinical Applications, pp. 105-119., Springer-Verlag

Oncothermia Journal, February 2012 39


http://ncctg

[43]

[44]

[45

[46]

[47

(48]
[49]

[50]

(51]

[52

[53

[54

[53]

[56]

[57]

(58]
[59]
[60]
[61]

[62]

Berlin

Nishimura Y, Hiraoka M, Akuta K, Jo S, Nagata Y, Masunagra SI, Takahashi M, Aba M (1992) Hyperhermia combined with radiation
therapy for primarily unresectable and recurrent colorectal cancer. Int J. Radiat Oncol Biol Phys 23:759-768

Emami B., Myerson RJ, Scott C, Gibbs F, Lee C, Perez CA (1991) Phase I/II study, combination of radiotherapy and hyperthermia in
patients with deep-seated malignant tumors: report of a pilot study by the radiation therapy oncology group. Int J. Radiat Oncol Biol. Phy
20:73-79

Berdov BA, Menteshashvili GZ (1990) Thermoradiotherapy of patients with locally advanced carcinoma of the rectum. Int J Hyperthermia
6:881-890

Kakehi M, Ueda K, Mukojimas T, Hiraoka M, Seto O, Akanuma A, Nakatsugawa S (1990) Multi- institutional clinical studies on
hyperthermia combined with radiotherapy or chemotherapy in advanced cancer of deepseated organs. Int J Hyperthermia 6:719-740
Matsuda T (1989) Present status of clinical hyperthermiconcology in Japan - on the basis of joint research. In: Sugahara T, Saito M (Eds)
Hyperthermic oncology, vol. II. Taylor and Francis, London, pp 14-19

Nishimura Y, Hiraoka M, Akuta K, Jo S, Nagata Y, Masunaga S-I, Takahashi M, Abe M: (1992) Hyperthermia combined with radiation
therapy for primarily unresectable and recurrent colorectal cancer, Int. J. Rad. Oncology Biol. Phys. 23:759-768

Nishimura Y, Hiraoka M, Abe M: (1993) Thermoradiotherapy of locally advanced colorectal cancer, in: Cancer treatment by hyperthermia,
radiation and drugs, Ed: Matsuda T, Ch26. 278-289, Taylor Francis London Washington,

Ohguri T, Imada H, Yahara K, Kakeda S, Tomimatsu A, kato F, Nomoto S, Terashima H, Korogi Y (2004) Effect of 8 MHz radiofrequency
capacitive regional hyperthermia with strong superfacial cooling for unresectable or recurrent colorectal cancer. Int. J. Hyperthermia
20:465-475

Ohguri T, Imada H, Yahara K et al (2004) Effect of 8-MHz radiofrequency-capacitive regional hyperthermia with strong superficial cooling
for unresectable or recurrent colorectal cancer. Int J Hyperthermia 20(5):465-475

Nishimura Y, Hiraoka M, Abe M (1993) Thermoradiotherapy of locally advanced colorectal cancer In: Matsuda T (ed) Cancer Treatment
by Hyperthermia, Radiation and Drugs. Taylor & Francis. pp 278-289

Nishimura Y, Hiraoka M, Akuta K et al (1992) Hyperthermia combined with radiation therapy for primarily unresectable and recurrent
colorectal cancer. Int J Rad Onc Biol 23(4):759-768

Berdov BA, Menteshashvili GZ (1990) Thermoradiotherapy of patients with locally advanced carcinoma of the rectum. Int J Hyperthermia
6(5):881-90

Hildebrandt B, Wust P, Drager J et al (2004) Regional pelvic hyperthermia as an adjunct to chemotherapy (oxaliplatin, folinic acid, 5[]
fluorouracil) in pre-irradiated patients with locally recurrent rectal cancer: a pilot stydy. Int J Hyperthermia 20(4):359-369

Ducreux M, Ychou M, Seitz JF, Bonnay M, Bexon A, Armand JP, Mahjoubi M, Méry-Mignard D, Rougier P (1999) Irinotecan combined
with bolus fluorouracil, continuous infusion fluorouracil, and high-dose leucovorin every two weeks (LV5SFU2 Regimen): a dose-finding
and pharmacokinetic study in patients with pretreated metastatic colorectal cancer. J Clin Oncol 17:2901-08

M. Krych, L. H. Lindner, S. Abele, S. Abdel-Rahman, W. Fahn, V. Milani, S. Braun, B. Stockheim, V. Heinemann, R. D. Issels (2005)
Phase II study of 5-FU/LV/Irinotecan in combination with regional hyperthermia (RHT) in 5-FU/LV refractory patients with advanced
colorectal cancer, 2005 ASCO Annual Meeting, Abstr. No. 3724

Jens Overgaard M.D (1989) The current and potential role of hyperthermia in Radiotherapy, Int. J Radiation Oncology, Biol., Phys.
16(3):535-549

Ohno S, Tomoda M, Tomisaki S, Kitamura K, Mori M, Maehara Y, Sugimachi K (1997) Improved surgical results after combining
preoperative hyperthermia with chemotherapy and radiotherapy for patients with carcinoma of the rectum, Dis. Colon Rectum, 40:401-406
Rau B, Wust P, Hohenberger P, Loeffel J, Huenerbein M, Below C, Gellermann J, Speidel A, Vogl T, Riess H, Felix R, Schlag PM (1998)
Preoperative hyperthermia combined with radiochemotherapy in locally advanced rectal cancer. Annals of Surgery 227:380-389

Rau B, Wust P, Tilly W, et al (2000) Preoperative radiochemotherapy in locally advanced or recurrent rectal cancer: regional radiofrequency
hyperthermia correlates with clinical parameters Int. J. Radiation. Oncology. Biol. Phys. 48(2):381-391

Rau B, Wust P, Gellermann J et al (1998) Phase-II-Studie zur praoperativen Radio-Chemo- Thermo-Therapie beim lokal fortgeschrittenen
Rektum-Karzinom. Strahlenther Onkol 174(11):556-565

[63] Takahashi M, Fujimoto S, Kobyashi K et al (1994) Clinical outcome of intraoperative pelvic hyperthermochemotherapy for patients with

[64]
[65]

[66]
[67]

[68
[69]

[70]

[71]
(721

(73]
[74]

[75]
[76]
(77

(78]
[79]

(80
[81]

(82]
(83]

40

Dukes’ C rectal cancer. Int J Hyperthermia 10(6):749-754

Konishi et al (2007) Prognosis and risk factors of metastasis in colorectal carcinoids: results of a nationwide registry over 15 years. GUT
56:863-868

Szasz A, Szasz O, Szasz N: (2001) Electrohyperthermia: a new paradigm in cancer therapy Wissenschaft & Forschung, Deutsche
Zeitschrift fiir Onkologie, 33:91-99

Szasz A, Vincze Gy, Szasz O, Szasz N (2003) An energy analysis of extracellular hyperthermia Magneto- and electro-biology, 22:103-115
Szasz A, Vincze Gy (2007) Dose concept of oncological hyperthermia: heat-equation considering the cell destruction. Journal of Cancer
Research and Therapeutics, 2:171-181

Szasz A (2007) Hyperthermia a Modality in the Wings, Journal of Cancer Research and Therapeutics, 3:56-66

Andocs G, Renner H, Balogh L, Fonyad L, Jakab Cs, Szasz A (2009) Strong synergy of heat and modulated electromagnetic field in tumor
cell killing, Study of HT29 xenograft tumors in a nude mice model, Radiology and Oncology [Strahlentherapie und Onkologie], 185:1200]
126

Andocs G, Szasz O, Szasz A (2009) Oncothermia Treatment of Cancer: From the laboratory to clinic. Electromagnetic Biology and
Medicine, 28:148-165

Szasz A, Szasz N, Szasz O (2010) Oncothermia - Principles and Practices, Springer, Dordrecht, Heidelberg, London, New York

Andocs G, Szasz O, Szasz A (2009) Oncothermia Treatment of Cancer: From the laboratory to clinic, Electromagnetic Biology and
Medicine, 28:148-165

Mole RH. Whole body irradiation-radiology or medicine? Br J Radio. 1953; 26: 234-241

Cavanagh W. (2009) The Abscopal Effect and the Prospect of Using Cancer Against Itself, Prostate Cancer Research Institute, PCRI
Insights February, v 121

Wersill PJ, ,Blomgren H, Pisa P, Lax I, Kilkner K-M, Svedman C (2006) Regression of non-irradiated metastases after extracranial
stereotactic radiotherapy in metastatic renal cell carcinoma. Acta Oncologica, 45:493-497

Kaminski JM, Shinohara E, Summers JB, Niermann KJ, Morimoto A, Brousal J (2005) The controversial abscopal effect. Cancer
Treat Rev. 31:159-72

Andocs G, Renner H, Balogh L, Fonyad L, Jakab C, Szasz A (2009) Strong synergy of heat and modulated electromagnetic field in
tumor cell killing. Strahlenther Onkol. 185:120-126

Formenti SC, Demaria S (2009) Systemic effects of local therapy. Lancet Oncol. 10:718-726

Persson BR, et al (2004) Abscopal regression of subcutaneously implanted N29 rat glioma after treatment of the contra-lateral tumours
with pulsed electric fields (PEF) or radiation therapy (RT) and their combinations (PEF+RT). Cancer Therapy 2:533-548

Saupe H (2010) Possible activation of neutrophiles by oncothermia. 1* International Oncothermia Symposium, Cologne, November 22-23
Andocs G, Meggyeshazi N, Galfi P, Balogh L, Fonyad L, Muller L, Szasz O, Szasz A (2010) Experimental oncothermia in nude mice
xenograft tumor models. 1st international Symposium of Oncothermia, Cologne, November 22-23, 2010

Seong Min Yoon, Jung Suk Lee (2011) Case of Abscopal effect with Metastatic Non-Small-Cell Lung Cancer , submitted to BMJ

Szasz A et al (2005) Retrospective analysis of 1180 oncological patients treated by electro- hyperthermia in Hungary. Jahreskongress der

Oncothermia Journal, February 2012



[84]

[85

[86]

(87

[88

[89]

[90

[91
[92]

[93]
[94

[95]

[96]

Deutschen Gesellschaft fiir Radioonkologie, DEGRO 11, Karlsruhe, 26-29 May 2005

Renner H. (2003) Simultane RadioThermoTherapie bzw RadioChemoThermoTherapie, Hyperthermia Symposium, Cologne, Germany,
October

Hager ED, et al (1999) Deep hyperthermia with radiofrequencies in patients with liver metastases from colorectal cancer. Anticancer
Research 19(4C):3403-3408

Ferrari VD, De Ponti S, Valcamonico F et al (2007) Deep electro-hyperthermia (EHY) with or without thermo-active agents in patients with
advanced hepatic cell carcinoma: phase II study Journal of Clinical Oncology 25:18S, 15168

Panagiotou P, Sosada M, Schering S, Kirchner H. (2005) Irinotecan plus Capecitabine with regional electrohyperthermia of the liver as
second line therapy in patients with metastatic colorectal cancer; ESHO, Jun.8-11, Graz, Austria

Fiorentini G, deGiorgi U, Turrisi G et al (2006) Deep electro-hyperthermia with radiofrequencies combined with thermoactive drugs in
patients with liver metastases from colorectal cancer (CRC): a Phase II clinical study. ICACT 17th, Paris, France, Jan 30-Feb 2 2006
Vigvary Z, Mako E, Dank M (2002) Combined radiological and interventional treatment of non- operable rectal tumors and their liver
metastases, Regional Radiology Conference, Maribor, Sept 19-20, Slovenia

Clifford LK Pang (2010) Clinical Research on integrative treatment of colon carcinoma with oncothermia and Clifford TCM Immune
Booster; Ist international Symposium of Oncothermia, Cologne, November 22-23, 2010

http://clifford-hospital.org.cn/Hospital 09/Oncologys/en/zlgf.aspx (accessed at December 2, 2011)

E.A. Eisenhauer, P. Therasse, J. Bogaerts, L.H. Schwartz, D. Sargent, R. Ford, J. Dancey, S Arbuck, S. Gwyther, M. Mooney, L.
Rubinstein, L. Shankar, L. Dodd, R. Kaplan, D. Lacombe, J Verweij (2009) New response evaluation criteria in solid tumours: Revised
RECIST guideline (version 1.1); European Journal Of Cancer 4 5:228-247

J Martin Bland, Douglas G Altman (1998) Survival probabilities (the Kaplan-Meier method) BMJ 317:1572

Karnofsky DA, Burchenal JH (1949) "The Clinical Evaluation of Chemotherapeutic Agents in Cancer." In: MacLeod CM (Ed), Evaluation
of Chemotherapeutic Agents. Columbia Univ Press Page 196

C C Schag, R L Heinrich P A Ganz (1984) Karnofsky performance status revisited: reliability, validity, and guidelines, J. Clin. Oncol.
2:187-93

Paul S. Myles, Sally Troedel, Michael Boquest, Mark Reeves (1999) The Pain Visual Analog Scale: Is It Linear or Nonlinear?; Anesth.
Analg. 89:1517-20

Oncothermia Journal, February 2012 41


http://clifford-hospital.org.cn/Hospital

