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Abstract 

Incidence of multiple synchronous cancers in an individual was perceived to be a rare phenomenon however with 

improved diagnostic and therapeutic modalities more patients are being diagnosed with synchronous primaries. 

However these patients represent a therapeutic challenge as no standard guidelines exist; and it is the physician’s onus to 

correctly identify and prioritize treatment based on the expected prognosis and potential for recovery. We present the 

case of an elderly lady with a complicated clinical scenario where she was diagnosed with SLL/CLL; multiple myeloma 

and malignant mucosal melanoma; all within the space of a few months. The patient was initially started on 

chemotherapy for SLL that was subsequently changed to chemotherapy for multiple myeloma and then palliative therapy 

for melanoma. Patient unfortunately succumbed rapidly to her diseases. This case highlights the fact that that not all 

laboratory parameters and clinical conditions can be explained by one underlying conditions and physicians need to 

maintain a high level of suspicion that a patient may have not one but multiple causative etiologies. 
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Case Summary 

A pleasant elderly 63 year old Indian woman with a 
long-standing history of hypertension on regular 
medication, presented to us with multiple enlarged lymph 
nodes in both sides of her neck that had been 
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progressively increasing in size for the last 6-12 months. 
On physical examination she was found to have 
generalized lymphadenopathy involving bilateral cervical, 
supraclavicular, axillae and inguinal regions. 

 
Routine blood investigations revealed hemoglobin 

9gm/dL, white blood cell count of 8360 cells/mm3 
(neutrophils 60%, lymphocytes 29%) and platelet count 
3,46,000 cell/mm3. Serum creatinine was 1.02mg/dL. 
Liver function test was significant for total protein 8g/dL 
and albumin 2.16g/dL. M-spike on serum protein 
electrophoresis (SPEP) was 4.7g/dL. LDH was within 
normal limits. Incisional biopsy of the left supraclavicular 
lymph node was reported as non hodgkin’s lymphoma. 
Immunohistochemistry evaluation was done and showed 
tumor cells positive for CD20, CD43, BCL-2 with Ki-67 
index less than 10% suggestive of low grade mature B-cell 
neoplasm favoring B cell chronic lymphocytic 
leukemia/small lymphocytic lymphoma (CLL/SLL) 
(Figure 1). Patient underwent positron emission 
tomography–computed tomography (PET- CT) which was 
suggestive of extensive lymphadenopathy with mild FDG 
uptake (maximum SUV 5.63) (Figure 2). Bone marrow 
also had diffuse mild FDG uptake (maximum SUV 3.68) 
suggestive of involvement. Additional myeloma 
evaluation including immune-fixation electrophoresis 
revealed the presence of IgG kappa monoclonality. Serum 

free light chains showed marked elevation of kappa free 
light chains (423mg/L) and elevated IgG (7354mg/dL). 
Bone marrow aspiration and biopsy showed around 10% 
plasma cell and 10% of lymphoid cells. FISH analysis for 
multiple myeloma (MM) was negative for p53 del, 13q 
del, t(4;14), t(11;14) and t (14;16) (Table 1). 
 

Complete Blood  
Count 

Hemoglobin 9gm/dL 

TLC 
8360 cells/mm3 

(Neutrophils 60%, 
Lymphocytes 29%) 

Platelets 3,46,000 cells/mm3 

Liver Function 
Test 

Total 
Protein 

8g/dL 

Albumin 2.16g/dL 
LDH 195 U/L 

Renal Function 
Serum 

Creatinine 
1.02mg/dL 

Immunoglobulin  
Level 

IgG 7354 mg/dL 
IgM 21 mg/dL 
IgA 58 mg/dL 

Serum Free Light  
Chains 

Kappa 423 mg/dL 
Lambda 9.5 mg/dL 

SPEP M-spike 4.7 mg/dL 

Table 1: Initial Lab reports at presentation. 

 

 

Figure 1: a) H and E section shows diffusely effaced lymph node architecture by small sized monomorphic looking 
atypical lymphoid cells. Individual cells have hyperchromatic nuclei and scanty cytoplasm. (H&Ex200) 
b) Section shows strong diffuse membranous staining with CD20. (CD20x200) 
c) Section shows diffuse positivity with BCL2. (BCL2x200) 
d) Section shows diffuse membranous positivity for CD43. (CD43x200) 
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Figure 2: PET-CT images showing extensive lymphadenopathy. 
 

 
She was started on rituximab with bendamustine 

combination chemotherapy for the treatment of CLL/SLL 
but after the first cycle she complained of progressive 
asthenia, with decrease in her hemoglobin level and an 
increase in the M-spike from 4.7gm/dl to 5.53gm/dL. 
Rituximab-bendamustine was discontinued and she was 
started on treatment for MM with weekly bortezomib, 
cyclophosphamide and dexamethasone (CyBorD 
regimen). After the first cycle she was re-evaluated but 
her total protein levels continued to increase, hence the 
MM chemotherapy protocol was modified to bortezomib, 
lenalidomide and dexamethasone combination (RVD-lite 
regimen). During the first cycle with this regimen she 
started complaining of loss of appetite and difficulty in 
swallowing food. She was initially treated conservatively 
but her symptoms continued to worsen. She underwent 

an upper gastrointestinal endoscopy that revealed the 
presence of a growth in the mid esophagus which was 
biopsied (Figure 3). This biopsy was positive for 
malignant mucosal melanoma which was confirmed by 
immunohistochemistry (the tumor cells were positive for 
HMB45, S100, Melan A with Ki-67 proliferation index of 
70%) (Figure 4). Re-imaging was done with a contrast 
enhanced CT scan of thorax that showed a large 
subcarinal mass causing compression and narrowing of 
esophageal lumen (Figure 5). Cervical, supraclavicular, 
mediastinal and axillary lymph nodes had decreased in 
size as compared to previous PET-CT scan. Repeat serum 
protein electrophoresis showed an increase in M-spike to 
6.52g/dL which suggested no response to the current 
myeloma treatment protocol. 

 

 

Figure 3: Upper Gastrointestinal Endoscopic view of Melanotic growth in esophagus. 
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Figure 4: a) H and E section shows a tumor arranged in sheets with individual tumor cells showing moderate 
pleomorphism with vesicular nuclei, prominent nucleoli and moderate cytoplasm with intracytoplasmic melanin 
pigment. (H & Ex200). 
b) Section shows diffuse nuclear positivity for S-100. (S-100x200). 
c) Section shows strong diffuse cytoplasmic positivity. (Melan Ax200). 
d) Section shows strong cytoplasmic positivity in HMB45. (HMB45x200). 

 
 

 

Figure 5: a) Post treatment CT scan images shows reduction in retroperitoneal lymphadenopathy. 
b) While stable esophageal lesion in subcarinal region. 
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Patient at this time refused further intravenous 
chemotherapy and opted for best supportive care. She 
was started on palliative temozolamide, and received two 
cycles of the same. After two cycles the M-spike increased 
to 6.96g/dl. Her swallowing function did not worsen 
further and restaging CT scans showed stable esophageal 
lesion but increase in size of gastrohepatic node. The 
lymph nodes in the axillary, mediastianum and 
reteroperitoneum had decreased in size. She was 
continued on best supportive care thereafter but passed 
away within a month of the last staging scans. 
 

Discussion 

The presence of multiple synchronous primary 
malignancies in an individual is rare. Even rarer is the 
simultaneous presence of both hematological and solid 
tumors. To our knowledge there has only been one 
previous report in literature of a patient with B-cell CLL, 
malignant melanoma and multiple myeloma [1]. However 
with improved diagnostic and therapeutic modalities 
more patients are being diagnosed with synchronous 
primaries.  

 
SLL/CLL is often an incidental diagnosis and most of 

these cases do not require treatment upfront. However 
patients with SLL/CLL have an increased risk of 
secondary cancers [2,3]. The relationship between these 
cancers is poorly understood. Patients with CLL have a 
higher incidence of melanoma and those with melanoma 
who have CLL have a higher mortality as compared to 
those who do not have underlying CLL [4]. The 
association of multiple myeloma and CLL is complex as 
they represent separate driver mutations at the 
hematopoietic stem cell level, resulting in a different set 
of B cell clonal expansion. 

 
Determining a therapeutic strategy that would target 

the co-existing malignancies is a formidable task as the 
pathophysiology leading to development of concurrent 
malignancies is poorly understood. The preference would 
be to select a regimen that would be efficacious for all the 
existing cancers; however there are very few drugs that 
can claim such an efficacy. In our patient it was difficult to 
ascertain whether her progressive anemia, 
hypoalbuminemia and general malaise could be 
attributed to the SLL/CLL or the MM as there is a general 
overlap in the signs and symptoms of both these diseases. 
We opted initially to treat SLL/CLL due to her B-
symptoms, but we had to shift to the treatment of MM as 
there was a rapid increase in the M-protein. Despite the 
use of standard chemotherapy regimens she did not 

respond to therapy. Once we diagnosed her to with 
esophageal malignant mucosal melanoma and started her 
on palliative temozolamide she stabilized temporarily 
before succumbing to the disease. 

 
Several molecular mechanisms and genetic alterations 

resulting in primary resistance to bortezomib and 
lenalidomide have been proposed [5-7]. One common 
association noted in both MM and CLL patients is the 
increased concentration of hepatocyte growth factor 
(HGF) [8,9] and harnessing the HGF/MET pathway by 
using a MET kinase inhibitor may be a potential target to 
overcome bortezomib/lenalidomide resistance [10]. 
Serum HGF levels are also elevated in metastatic 
melanoma and correlate with progression free and overall 
survival, and hence there may also a potential role for 
MET inhibitors in metastatic melanoma. There is also data 
to suggest that MEK inhibitors may co-target the 
HGF/MET pathway in mucosal melanoma [11,12]. 
 

There are several lessons that we learnt from this 
patient. In medicine we are usually taught that one 
unifying diagnosis should be sought to explain all the 
clinical scenarios in an individual patient. However this 
did not apply to our patient and had we been more 
aggressive we may have identified all the cancers upfront 
immediately, instead of diagnosing them sequentially 
over the course of a few months which was demoralizing 
for both the patient and the treating team. It would 
therefore serve us well in the future to maintain a high 
level of suspicion for the possibility of multiple cancers 
especially if the presenting signs and symptoms, 
laboratory findings and diagnostic imaging do not 
correspond to our knowledge of what is the usual pattern 
for that disease.  

 
In retrospect, with a diagnosis of multiple primary 

malignancies where standard of care does not exist we 
could have utilized next generation sequencing to identify 
underlying genetic mutations that may not only have 
elucidated the reason for this rare phenomenon but may 
also have provided us rationale therapeutic targets. 
Precision medicine therefore should be incorporated 
upfront for these challenging and unusual cases as this 
would help us to personalize systemic therapy by 
improving efficacy without increasing toxicity for best 
clinical outcome. 
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