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Case Report

Long-term disease free survival [DFS] of stage I1IB
malignant melanoma patient treated post-surgery with
herbal treatment modalities
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Abstract

Objective: Long term survival of high-risk malignant melanoma is difficult to achieve in spite of radical surgery, adjunct chemotherapy, radiotherapy and biological
therapy. The aim of this case presentation is to demonstrate effectiveness of herbal combination in achieving long term DFS of a high-risk melanoma patient.

Case presentation: We reports here a case of a patient with Stage IIIB malignant melanoma with palpable axillary lymph node. After surgical removal of only the
primary lesion he did not opt for radiotherapy or chemotherapy or interferon therapy. Instead, he opted to take combination of herbal medicines at ICTRC, Pune.
After the initial period of Ayurvedic treatment for 5 months, the palpable axillary lymph node enlarged. It was subjected to second surgery. The histopathological
report of partial second surgery revealed residual melanoma with extensive exudate consisting of lymphocytes and histiocytes indicative of intense immune reactivity.
No further recurrence or metastasis is noted for 20 yrs. The patient is continued to take herbal medicines and detoxifying Ayurvedic treatment modality called
Panchakarma and is in Disease Free State with good quality of life and fit physical condition.

Conclusion: In this case improvement in immune status and quality of life is achieved using herbal medicines and Panchakarma treatment in absence of known

anti-cancer treatments. Further clinical studies on large cohort and at the level of basic research are warranted.

Introduction

Malignant melanoma is considered as the most lethal skin cancer if
not detected and treated at its early stage [1]. Irrespective of the size of
primary tumour, very often this growth rapidly metastasizes and spreads
not only in skin but also in draining lymph nodes and in more aggressive
cases in other organs. Despite many surgical, chemotherapeutic and
biological options for the treatment of melanoma, complete response
rate has been poor [2].

Spontaneous regression of primary lesion of melanoma has often
been reported [3-6]. However, the metastasis lesions grew faster in such
cases and long-term disease-free survival has not been reported in high
grade melanomas. It has been reported that the spontaneous regressing
lesions were often associated primarily with intense immune reactivity
which however did not have systemic effect.

We report here a case of a patient with Stage IIIB malignant
melanoma. Although primary lesion was excised a small palpable
axillary lymph node was visible three months post-surgery. He was
advised radiotherapy / chemotherapy and interferon therapy; however,
he opted for Ayurvedic herbal medicines and Panchakarma treatment.
The herbs chosen for treatment were effective on various skin diseases
and known to have immunomodulatory and anti-inflammatory effects
[7-12]. He was also treated with a well-known Ayurvedic detoxifying
treatment modality of Panchakarma [13-19]. The patient continued
this treatment for last 20 years and is in fit physical condition without
further appearance of the disease.
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Case report

In June 1996, a 44 years old male patient [S]]] of German ethnicity,
residing in Germany, having familial association with other discordant
cancers and having of various addictions was detected to have a mole
of size 5 mm x 9 mm in subscapular region. The lesion increased to the
size of 1cm x 1 cm by June 1998. The lesion was associated with itching
and burning sensation. He reported to a clinic in Germany, where he
was advised surgical excision of local tumour and was operated on 5
June 1998.

The histopathology of excised tumour showed presence of
malignant melanoma. It confirmed presence of nodular Superficially
Spreading Melanoma [SSM] type with Breslow thickness of 2.04 mm
and Clark level IV. The outer borders were free of tumour.

In September 1998; within three months after surgery, alymph node
in left axillary region was palpable. SJJ reported to the surgeon from
the Clinic at Giessen. With the history of histopathology of primary
tumour and with palpable lymph node in left axilla, he was advised
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wide excision surgery at the primary site and removal of palpable
left axillary lymph node, followed by radiation and chemotherapy to
prevent further metastasis. SJJ was also cautioned about poor prognosis
of disease but at that point he was reluctant to undergo further surgery
and allied conventional therapy.

SJJ opted to come to India and visited Ayurved Hospital and
Research Centre [AHRC], Wagholi, Pune, Maharashtra, India where he
consulted Dr S. P. Sardeshmukh in September 1998. He decided to take
Ayurvedic treatment for his melanoma in preference to known modern
medicines including biologicals. He was prescribed oral Ayurvedic
herbal products along with Panchakarma treatment and was cautioned
about the growth of metastatic lymph node which might need further
surgical intervention.

The palpable left axillary node of SJJ remained stable for 4-5
months after commencement of Ayurvedic treatment till January
1999 and then increased in size which later turns out to an intense
immune reactivity and inflammatory response as shown by surgical
and histopathology report. In January 1999 he was advised to undergo
surgery which was postponed by him for six months. During this
period he felt acute pain in left chest wall which extended to left
lateral thoracic wall, also radiating into left arm with restricted left
hand movement. Patient had to take pain killers [Tab Tramadol] 3
hourly. CT scan of thorax did not show distant metastasis in lung.
Abdominal sonography also indicated normal structure of liver,
spleen and kidneys. Gall bladder and para-aortic space was without
abnormality. Routine laboratory examinations including total blood
cell count, blood biochemistry, urine analysis as well as serum
levels of lactate dehydrogenase [LDH] showed no abnormality. He
was advised by surgeon for immediate removal of the lymph node
followed by radiotherapy.

SJJ was operated for axillary node in Germany on 21 June 1999.
According to the operative notes the tumour was attached to the upper
skin. The surgeons approached the surgery from ventral side to save
bundle of nerves and blood vessels. As soon as they opened the left
axillary lymph node for surgery, a large flow of exudate consisting of
thick fluid and pieces of tissue drained out. Because of the complexity,
instead of complete excision only tumour reduction was done. The
histopathological report showed necrotic metastasis of low pigmented
differentiated malignant melanoma. The epidermis was intact and
showed lymphohistiocytic infiltrate and chronic inflammation. The
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soft tissue excision portion showed extensive necrosis of gigantic
tumour cells with atypical mitosis. Besides, in the peripheral area, the
accompanying infiltrate consisted of lymphocytes and hystiocytes.

According to AJCC staging of cutaneous melanoma 8% edition,
S]] belongs to stage IIIB, with high risk of recurrence, The patient
was advised to take radiotherapy and interferon therapy. He however
declined the therapy and instead continued Ayurvedic treatment at
AHRC, Pune. He underwent regular Panchakarma sittings for five
times during 1998-2012 along with oral Ayurvedic medicines. He was
under continued yearly surveillance with his physician in Germany,
who found stable disease free condition and was advised to continue
alternative Ayurvedic medicines. In his visit report of August 2016, his
17™ Melanoma treatment year, he was in good health without indication
of residual disease. The physician, in routine physical check-up found
no palpable lymph nodes, liver or spleen. He advised X-Ray thorax and
abdominal sonography, both were without any abnormal findings. All
clinical blood biochemistry including heamogram, liver function tests,
renal function tests and markers like LDH and Protein S 100 were within
normal range. Recent biochemistry parameters like heamogram, CRP
done on 25" September 2018 are also in normal range. His physician
remarked as such extended healthy life for high risk melanoma patient
without conventional treatment as ‘phenomenal results.

The patient is disease free today with no local or distant metastasis
and enjoys absolutely normal quality of life. He continues with his
business. The status of his disease, for the last twenty years, is depicted
in a chart (Figure 1).

Discussion

Malignant melanoma is a serious disease with bad prognosis,
commonly encountered in European countries. Incidence of Malignant
melanoma is less than 5% among all skin cancers, but it is responsible
for around 95% of skin cancer deaths. The annual incidence has
increased dramatically over the past few decades [20]. Additional
risk factor in this patient was history of various addictions including
alcohol, smoking, snuffing.

In present case, a male patient SJJ, having history of cancer in family
had primary malignant melanoma lesion on subscapular region. As
per recent studies association of melanoma with familial discordant
cancers is considered as a risk factor for melanoma [21]. Apparently
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Figure 1. Status of disease for the last twenty years
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trunk malignant melanoma has a significantly higher risk of metastasis
than limb melanoma [22].

In this case the malignant melanoma was of stage IIIB. Stage of
melanoma depends upon how deeply the cancer is invaded into the
skin, on involvement of metastatic lymph nodes and also on distant
metastasis. The Breslow scale and the Clark scale are used to describe
the depth of invasion. The Breslow scale measures vertical infiltration
of tumour deep in dermis and across basal layer giving consideration
to ulceration or inflammation in the skin area. It is advised that if the
thickness of primary lesion is between 1 mm to 2 mm, SLN biopsy is
mandatory. In the present case the Breslow thickness was 2.04mm,
indicative of possibility of draining lymph node involvement. Since
the lymph node involvement was detected, the risk for recurrence and
mortality was considered to be very high [23]. The Clark level refers the
anatomic plane of invasion. Level IV of invasion detected in this patient
indicates invasion into reticular dermis, which is also suggestive of low
five year survival rate [59.35%] in spite of conventional treatment [24].

In the present case, after surgical removal of primary, within three
months, a lymph node in left axillary region was palpable which was
removed after 9 months. The pathological report of excised lymph
node showed its metastatic nature. No distant metastasis was detected.
Therefore, these features indicate that, the TNM classification of the
tumour is T3a N1a MO, suggestive of stage IIIB of malignant melanoma
as per 8% edition of AJCC guidelines [25].

Treatment options for this stage of melanoma are surgery, local
radiotherapy to primary site and or chemotherapy and biological
therapy consisting of interferon therapy and monoclonal antibodies [2].

In case of SJJ, the primary lesion was surgically removed. In spite
of presence of Clark level IV of primary disease status, where in SLN
biopsy is advocated. Such examination has not been reported. After
three months of surgery a palpable lymph node in left axillary region
was noted. The patient was advised wide excision of the primary site
and excision of palpable lymph node for which he was reluctant. At this
stage he took 1 sitting of Panchakarma and immediately started with
oral Ayurvedic medicines. For the next three to four months the status
of axillary lymph node did not change, which then started increasing
rapidly. Upon surgical resection of affected lymph node it was evident
that the lymph node had residual malignant melanocytes with lots
of exudate and infiltrating lymphocytes and histiocytes with intense
inflammation characteristic of immune reactivity. Unfortunately
because the patient was from Germany and the incidence occurred
years ago, we could not lay hands on either tissue or exudate to precisely
identify the nature of infiltrating cells by immunocytochemistry. In
following years local recurrence was not evident neither involvement
of additional lymph nodes nor distant metastasis was seen. These data
suggest that perhaps immune mechanism could have controlled further
growth of malignant cells.

The herbal medicines were carefully chosen from the Ayurveda
literature, which were used to treat the skin diseases as well as diseases
akin to cancer, for treating this patient. These medicines are given in
the dose of 500 mg per day in the form of tablets. The combination
consists of Amalaki [Emblica officinalis], Ananta [Decalepis hamiltonii],
Triphala {powder of fruits of Haritaki [Terminalia chebula], Amalaki
[Emblica officinalis], Bibhitaki [Terminalia belerica]}, Kumari [Aloe
vera), Shatavari [Asparagus racemosus] and Haridra [Curcuma longa]
for oral consumption. All these medicines are known to improve
immune response, reduce inflammation and also exert cytotoxic effect
on cancer cells [7-12].
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Amalaki is described in Ayurvedic texts as Rasayan having
immunomodulatory action. It also detoxifies blood [7]. On the other
hand Ananta is reported to have anti-inflammatory activity in addition
to detoxifying property especially in skin diseases [8]. Triphala is
considered having best activity amongst all Rasayan and has potent
activity in removing toxins especially from skin [9]. Amongst all the
different activities of aloe vera, being Rasayan, it is immunomodulatory
and beneficial in skin related anomalies. In addition it is known to
detoxify spleen and liver [10]. Shatavari, as per Ayurvedic texts has dual
activity being anti-inflammatory and effective in blood purification. It
also possesses Rasayan i.e. immunomodulatory activity [11]. Haridra
[curcumin] is the most popular herbal drug having multifarious
activity used in today’s medicine. According to Ayurvedic texts it has
anti-inflammatory properties, and is effective in skin diseases and
blood purification [12].

It is interesting to note that modern medicine is now geared to
establish use of herbal preparations in medicine as research activity.
The above mentioned drugs have also been subjected to analyse using
modern biotechnology. Amalaki and Haritaki extracts have shown
anti proliferative activity in vitro against cancer cell lines including
mouse melanoma cell line [26,27]. Extracts of Ananta inhibits tumor
progression and metastasis in vivo [28]. Extracts of components of
Triphala together have shown in vitro cytotoxicity on cancer cell lines
and have also shown regression of xenografts of human tumours [29].
Kumari is shown to have anti-cancer and immunomodulatory activity
on melanoma cell lines [30]. Curcumin [Haridra] has been effective
in multiple cellular and molecular events including alteration in cell
cycles, induction of apoptosis, interference with activity of growth
factors; protein kinase; transcription factors and key molecules involved
in invasion; angiogenesis and metastasis in melanoma indicating its
therapeutic effect [31]. Shatavari has also shown to have in vivo and in
vitro cytotoxic activity against cancer cells [32].

The above reports show that herbal extracts of these medicines do
show therapeutic effect in cancer using modern methodology.

Additional Ayurvedic treatment procedure used in this case is
Panchakarma [13]. Panchakarma consists of 5 procedures which,
according to Ayurvedic concept help in detoxifying the toxicities
produced in tissues due to disease conditions. The five procedures are
Vamana [inducing emesis with use of medicines], Virechana [inducing
purgation with the use of medicines], Basti [medicated enema], Nasya
[nasal instillation of medicines] and Raktamokshana [Removal of toxic
blood]. For treatment any of these procedures alone or in combination
are used at the discretion of the expert physician. These procedures are
accompanied by oil-based treatment modalities and sudation. The most
important associated procedures are strict diet and lifestyle practices.

This patient received all 5 Panchakarma modalities in five sittings
during 1998 to 2012. As observed in significant number of cancer
patients treated with Panchakarma treatment in our hospital, in initial
curtail period of their cancer diagnosis, this patient also showed
significant improvement in Quality of life and remarkable increase in
Disease Free Survival (DFS) period. Mode of action and efficacy of
Panchakarma treatment is well documented in scientific literature.

Panchakarma procedures are also receiving attention of modern
medicine in treatment and research in many diseases including cancer.
Panchakarma has been shown to induce modulation of metabotypes on
healthy donors. Panchakarma promoted statistically significant changes
in plasma levels of phosphatidylcholines, sphingomyelins and others in
just 6 days [14]. Improvement in the quality of life has been shown in
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patients with skin disorders undergoing Panchakarma treatment [15].
Encouraging results are reported in patients with depression, anxiety;
sleep disorders, hypertension, Parkinson’s and Alzheimer’s disease
[16]. A detail study on intervention with Panchakarma procedure -
Basti- in obese individuals have documented that this procedure has
modulated the immune response by regulating pro inflammatory
cytokines, immunoglobulins and functional properties of T cells.
These changes are associated with loss of weight, which is maintained
even after 3 months after treatment [17]. Panchakarma treatment has
been used in heart failure reversal in chronic heart failure patients
with low ejection factor. The patients were followed for 90 days after
Panchakarma treatment, and showed significant improvement in
MAC [Maximum Aerobic Capacity] levels. This treatment thus can
be used as a maintenance therapy in CHF patients with low ejection
fraction [18]. In another study effect of Basti has been investigated
on the pharmacokinetics using animal model. The study showed
that phytochemicals of Basti formulations do get absorb in systemic
circulation [19]. In present situation SJJ has so far received 5 sittings
of different combinations of Panchakarma procedures during 1998 to
2012 with clinical improvement in quality of life.

As per the American Cancer Society reports, with all kinds of
combined treatment modalities like intense immunotherapy in terms
of interferon therapy or biological therapy with monoclonal antibodies,
five-year survival rate for stage ITIB melanoma ranges from 40 to 78 %,
The 10-year survival rate ranges from 24 to 68 % [33]. No information
on survival status for further period is available. In the present case
the patient did not opt for any additional adjunct cancer therapy and
preferred to undertake only Ayurvedic modalities of treatment. This
patient belongs to high grade, high risk category with limited survival
possibility. SJ] is however enjoying good quality of life for last 20 years
with no evidence of disease. This favourable outcome may be associated
with regular oral Ayurvedic medicinal treatment and Panchakarma.

Conclusion

From the published literature on malignant melanoma, it is evident,
treatment procedures improving immune reactivity of patients are
important in extending life span along with adjunct chemotherapy
/ radiotherapy. In this case we have tried to achieve improvement
in immune reactivity using herbal medicines and Panchakarma in
absence of above mentioned adjunct treatment. However this is a case
report on a single patient and unless used on several cancer patients
cannot be ascertained as a replacement for accepted anti-cancer
treatment modalities. Such studies are in the pipeline in our hospital
with additional collection of data.
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