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CASE STUDY: UROTHELIAL CARCINOMA MANAGEMENT USING INTEGRATED
HEALTH CLINIC APPROACH

Introduction:

Bladder cancer is the most common malignancy of the urinary system and the ninth
most common malignancy worldwidel. It is a major cause of morbidity, mortality
and health-related costs. Urothelial carcinoma is by far the most common histologic
type in the developed world where it accounts for roughly 90% of all bladder
cancers.. Less commonly, urothelial cancers can arise in the renal pelvis, ureter, or
urethra. Environmental exposures, primarily smoking and occupational exposures
are responsible for most cases of urothelial carcinoma?. There have been no major
advances in the development of new systemic therapies for urothelial carcinoma for
over two decades, which may in part be related to the lack of comprehension of its
pathogenetic mechanisms3. The overall prognosis of urothelial carcinoma is good;
however, nearly half of all cases will recur within 2 years, and up to one-quarter of
cases will progress to muscle-invasive disease, which is associated with a poor
prognosis*. Studies have noted positive tumor response to several integrative
modalities including hyperthermia, and specific targeted nutraceuticals used for
chemoprevention. In this report, we present a case of urothelial carcinoma treated
at the Integrated Health Clinic (IHC) that responded well to advanced naturopathic
protocols including disease-specific dietary, supplementary, and intravenous
therapies, as well as hyperthermia.

Case history:

D.A. is a 58 year-old male who has been diagnosed with urothelial carcinoma. Initial
symptoms occurred roughly 7 years ago, well before any professional consultation,
when DA noted macroscopic hematuria. D.A. sought consultation from his family
physician who as part of his work-up, included a CT scan of the Intravenous
urography (IVU) in March 2008. The scan revealed a polypoid bladder mass
measuring 2.3 cm within the left posterior base of the bladder. There was no
transmural spread noted, nor evidence of pelvic or retroperitoneal lymph node
involvement. A cystoscopy was performed and the bladder tumor was removed via
a transurethral resection of bladder tumour (TURBT). The pathology showed
urothelial carcinoma in situ, flat type, and a high-grade sessile papillary urothelial
carcinoma (Fig 1.).
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Figure 1. CT scan of IVU

He was recommended to undergo follow-up cystoscopies every 3 months. D.A. has
had repeated recurrences of papillary tumors found in his bladder since 2008,
having now undergone a total 20 cystoscopies and 7 resections and/or
cauterizations over that time. In January 2015, a cystoscopy with biopsy was done
and results showed a recurrence of high-grade sessile papillary urothelial
carcinoma. It should also be noted that D.A. started 6 weekly Bacillus Calmette-
Guérin (BCG) instillations in February 2015, which he completed on April 2015.

D.A. initially sought naturopathic consult on April 6, 2015 after completing his 6
weekly BCG installations to discuss integrative approaches to reduce the risk of
recurrence of his bladder lesions and maintenance of BCG treatments, which at the
time was not preventing recurrences. D.A. is a fit-looking gentleman who generally
has a healthy lifestyle with no other physical complaints. He is a current non-smoker
with a brief history of smoking of 4 years during adolescence.

D.A. was recommended the following naturopathic interventions with his ongoing
standard of care (Table 1.)

Table 1. - Recommended Naturopathic Treatment Protocol

Medication Dosage Effect
Alpha-Lipoic Acid 1 capsule p.o. BID Induce apoptosis in cancer
(ALAMax) cells. Stabilize NF-kB

transcription factor>.
Inhibit proliferation of
cancer cells by inhibiting
glycolysis®.

Sulforaphane (Oncoplex) | 2 capsules p.o. BID Anti-proliferative in
bladder carcinoma’.
Induces Phase I and 11
enzymes involved in




detoxification processes of
chemical carcinogens®.

Fish oil (Ascenta) 1 tsp./day Prevent progression of
APPR and cachexia in
weight losing patients
with advanced cancer®.
Induces cell cycle arrest
and apoptosis by
activating protein

phosphatases??.
Curcumin 3,000mg daily in divided | Inhibit tumor initiation,
doses promotion, invasion,
angiogenesis, and
metastasis!l.

Inhibition of the
transcription factor NF-xB
to arrest tumor growth
and its progression!?

IV Ascorbic acid (IVAA) Once every 1-2 weeks Improve quality of life,
decrease tumor size and
prolong relapse intervall3.
Alleviates cancer and
chemotherapy related
symptoms!4

In addition to his targeted treatments, D.A. was instructed to follow a low glycemic,
whole foods diet with minimal refined sugars and flours, along with moderate
exercise in the form of brisk walking. He was recommended loco-regional
hyperthermia (LRHT) to the bladder and pelvis concurrently with IVAA (50 gms)
and moving forward to coordinate with BCG treatments. D.A. received 8 LRHT
treatments 2-3 times weekly to the pelvis without BCG instillations in the month of
April 2015. He continues to receive the aforementioned L.V. infusions and targeted
supplementation.

In May 2015, A CT of the abdomen and pelvis showed an irregular nodular
thickening of the bladder, consistent with the patient’s known bladder malignancy
measuring 1.1 cm but with no enhancing renal mass (Fig 2.). A bladder biopsy
performed on May 13, 2015 showed chronic inflammation with no evidence of
malignancy. In August 2015, DA resumed his BCG instillations this time with LRHT.
When combining LRHT with BCG, DA noted development of pelvic pain and gross
hematuria, which he had not experienced previously with BCG. The symptoms
occurred again after the second treatment. IV infusions and targeted
supplementation was recommended to continue except for LRHT, which was
discontinued upon patient’s request.




D.A. had undergone 3 cystoscopies since and all revealed normal results. As noted
earlier, previous cystoscopies showed a recurrence despite the use of BCG. With the
addition of LRHT, 3 consecutive cystoscopies were all normal. He is currently on
maintenance BCG infusions until June 2017. Judging from the imaging, laboratory
results, and his signs and symptoms, his clinical course from the start of the
treatment at [HC shows that there is no remaining evidence of disease, and that it
has not progressed to any new sites.
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Figure 4. - CT of é abdomen and pelvis - May 2015

Discussion:

A major goal in the treatment of localized bladder cancer is reducing the risk of
recurrences, which often occur repeatedly over many years, with multiple surgeries
significantly reducing quality of life for patients as well as escalating health care
costs. Immunotherapeutic agents such as bacillus Calmette-Guérin (BCG) are given
intravesically and are generally considered first line adjuvant therapy after
transurethral resection of bladder tumor (TURBT) for patients at intermediate or
high risk of recurrence!®. Intravesical chemotherapy is an alternative to BCG and
likewise is effective in reducing tumor recurrences!®. In recent years, bladder
hyperthermia has been investigated as a means to enhance the delivery and
effectiveness of chemotherapeutic agents to tumor cells inside the bladder. Over the
past decade, three European trials have shown that moderate temperature (42-
44°C) local bladder hyperthermia improves efficacy of intravesical
chemotherapy!71819 In an overview of methods for drug delivery to tumors,
research shows that reduction of TIFP (Tumor Interstitial Flow Pressure) was
temperature and time dependent. The reduction of TIFP was associated with an
increase in perfusion and a sustained reduction of hypoxia, which led to an
improvement in antitumoral effects when associated with chemotherapy and
radiotherapy?%. Hyperthermia relies on the unique characteristics of malignant cells,
and acts on these mechanisms to inhibit its growth. Compared to healthy tissue,
malignant cells are more sensitive to high temperatures. Tumor cell architecture
and vasculature is more chaotic compared to healthy tissue, and this leads to an
immature, structurally defective microvascular system that is less resilient to
perfusion shifts. The morphology, membrane fluidity and gene expression of a
cancer cell also differs from normal cells. Heat increases membrane fluidity and
instability of cancer cells, leading to cell death directly or indirectly through
increased delivery of cytostatic chemotherapy agents. Heat induces expression of



p53, a tumor suppressor transcription factor that is mutated or decreased in cancer
cells. Hyperthermia also induces protective anti-tumor immune responses by
presenting the tumour peptides to naive T-cells in the draining lymph nodes. The
lymphocytes will mature and proliferate into cytotoxic T lymphocytes and CD4+
helper cells, mounting an adaptive immune response against tumour -cells?l.
Elevated temperatures influence lymphocyte transformation and mitogenesis, both
of which increase the activity of the immune system. The systemic activation of the
immune system by hyperthermia may help target metastatic tumour cells?2. DA
clinically showed the benefits hyperthermia with improvement of symptoms. This
case report shows the safety and efficacy of integrative oncology treatment for
urothelial carcinoma. The long-term progress of the patient clearly shows the
benefit of hyperthermia when it is used in conjunction with conventional therapy.

Conclusion

We presented a case of urothelial carcinoma. This case report shows that integrative
oncology treatment is safe and may be effective for the management of urinary
bladder cancer. The use of naturopathic treatment played an important role in the
management of the patient’s condition, wellness and quality of life. Urothelial
carcinoma, being a recurrent disease should be managed using all possible
resources. LRHT and IVAA in combination with BCG and targeted supplementation
have been shown to be effective in the management of urothelial carcinoma.
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