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/Abstract

pathology practice.
-

We describe a clinical common symptom, as the title suggest, growing rapidly neck lumps and multiple enlarged lymph
nodes in a patient. The neck ultrasound and computed tomography revealed thyroid solid nodules with neck multiple enlarged
lymph nodes. By cytopathology, right papillary thyroid cancer and left nodular goiter were diagnosed, lymphatic metastasis
was considered, because some atypical cells were found. Which is your first consideration for it? We report a very rare case:
synchronous papillary thyroid cancer and Hodgkin lymphoma that is a challenging case for clinical diagnosis before surgical
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Introduction

Papillary Thyroid Cancer (PTC) is a common malignant
neck tumor with peak incidence in the female under 40 years of
age. Papillary thyroid cancer grows slowly, but with a high ratio
for lymphatic metastasis. The preoperative examination usually
depends on images and cytopathology. Hodgkin Lymphoma (HL)
usually occur at the male of 15-27 years old, supraclavicular or
neck multiple indolent and progressive enlarged lymph nodes is
the common clinical sign and followed by the typical symptoms
of low-grade fever, night sweat, weight loss sometimes. However,
papillary thyroid cancer with concomitant Hodgkin lymphoma is
very rare. For treatment and prognosis, there is huge difference
between single papillary thyroid cancer with lymphatic metastasis
and papillary thyroid cancer with concomitant Hodgkin lymphoma,
so we should consider the possibility of papillary thyroid cancer
with concomitant lymphoma for the cases of neck lump with

multiple enlarged lymph nodes, especially in the cases of no low-
grade fever, night sweat or weight loss, even though papillary
thyroid cancer with lymphatic metastasis was supported by images
and cytopathology. So, it is necessary to report the challenging
case, neck lumps and neck multiple enlarged lymph nodes: thyroid
cancer with concomitant lymphoma, a snake in grass for clinical
diagnosis.

Case Report

A 50-year-old male was admitted to our hospital, because
of rapidly growing neck lumps for one month. And neck multiple
enlarged lymph nodes could move in pace with swallowing,
no percussion pain. There were no other remarkable abnormal
physical examinations. Whole body Computed Tomography
(CT) revealed low density shadows of bilateral thyroid with neck
multiple enlarged lymph nodes (Figure 1A). Ultrasound hinted right
thyroid solid nodule (TI-RADS 4A classification) and left cystic
nodule (TI-RADS 2 classification), neck hypoechoic nodules were
explored, the size of largest one was 37x21mm (Figure 1B,1C).
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Figure 1: Imaging examinations: Computed tomography revealed (A)
The low density shadows of bilateral thyroid and multiple enlarged lymph
nodes. Neck Ultrasound revealed (B) Right thyroid solid nodule (TI-
RADS 4A classification) and neck hypoechoic nodules, (C) Size of the
largest one was 37x21mm.

The right papillary thyroid cancer (Figure 2A) and left
nodular goiter were diagnosed by the cytopathology, and
lymphatic metastasis was considered due to some atypical cells
(Figure 2B) in lymphatic puncture liquid. Bilateral thyroidectomy
and dissection of IV-VI areas of right neck were carried out
subsequently. Macroscopically, an off-white nodule (0.3cm in
diameter) of right thyroid was found. 6 lymph nodes were taken
out, the biggest one was 4.5cm in diameter, it was surrounded by
complete membrane, light yellow and weakly glistening, pliable
in texture (Figure 2C). Microscopic diagnosis was right papillary
thyroid cancer (Figure 2D), left nodular goiter and concomitant
two sixths right neck lymphatic metastasis (Figure 2E). To our
surprise, in the biggest lymph node, no cancer metastasis, but the
lymphatic structure was destroyed, sporadic R-S cells (Figure 2F)
were discovered in the background of asystematic hyperplastic

lymphocytes, and the mitotic images (Figure 2G) were seized. The
immunohistochemical examinations (Figure 2H,2I) were carried
out for the biggest lymph node subsequently. CD30, PAX-5, Bob-1,
EMA and Ki-67 were positive expression. CK5/6, CK-Pan, P40,
P63, EBER, CD20, CD15, CD3, CD2, ALK, OCT-2 was negative
expression.

Figure 2: Pathological examinations: Cytopathology revealed (A) PTH
of right thyroid, some atypical cells. (B) were found in puncture smear
of the largest lymph node (HE, x400). Macroscopically, (C) the largest
lymph node was 4.5c¢m in diameter, light yellow, weakly glistening, whole
membrane and pliable in texture. Microscopic diagnosis was (D) right
papillary thyroid cancer and (E) lymphatic metastasis (HE, x200). In the
largest lymph node, normal lymphatic structure was destroyed, (F)sporadic
R-S cells were found in the background of asystematic hyperplastic
lymphocytes and (G) pathological mitotic images were seized (HE, x400)
and (H) CD30 and (I) PAX-5 were positive expression (IHC, x400).

So, the final diagnosis was made as classical Hodgkin
lymphoma (lymphocyte rich) and right papillary thyroid cancer
with two sixths right neck lymphatic metastasis and left nodular
goiter. The molecular pathological examination revealed that the
genetic mutation of BRAF V600E was positive in papillary thyroid
cancer tissues (Figure 3A). Subsequently, bone marrow aspiration
revealed that lymphoma invaded bone marrow. The chemotherapy
protocol of ABVD is executed fortnightly. 10 weeks later, PET-CT
showed that the activity of lymphoma was inhibited, in 14 weeks,
the patient is alive and in continuous chemotherapy.
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Figure 3: The ARMS fluorescent quantitation PCR revealed that there
was genetic mutation of BRAF V60OE in PTC tissues (A), but not in CHL
tissues (B) for this case (CT=19.08; green curve, positive QC; red curve,
negative QC; blue curve, sample; QC, quality control).

Discussion

Neck lump with multiple enlarged lymph nodes, no clinical
symptoms of low-grade fever, night sweat and weight loss, it is very
difficult for us to consider the occurrence of synchronous thyroid
cancer and lymphoma firstly, even if preoperative examinations
of CT and ultrasound have been carried out. For cytopathology,
it is not easy to make a precise differential diagnosis between
neck lymphatic cancerometastasis and lymphoma in a patient of
definite papillary thyroid cancer. There are three main reasons:
Firstly, the obtaining of diseased tissue is limited. Secondly, some
clinical manifestations should usually be explained by a kind of
disease, it is also called monism of disease. Thirdly, the condition
of synchronous PTC with lymphatic metastasis and lymphoma is
very rare [1,2]. Neck lump with multiple enlarged lymph nodes
is also a challenging clinical case for surgeons and radiologists
because of the possibility of the neck malignancy with concomitant
hematological malignancy as the case. For treatment and prognosis,
there are huge different between single papillary thyroid cancer
and PTC with concomitant lymphoma. So it is necessary to make
a precise differential diagnosis. In order to prevent the inadequate
diagnosis to occur again like this case, we summarized the
differential diagnosis experience of common examinations (Table
1) to make a more accurate clinical decision for the cases of thyroid
lump with multiple enlarged lymph nodes.

Examinations and Diagnosis Clinical Signs and Symptoms

Neck Ultrasound ‘Whole Body CT

Ipsilateral enlarged lymph
nodes, no typical symptoms of
lymphoma

Consideration for thyroid cancer
with lymphatic metastasis

Unilateral neck hypoechoic
nodes with PBF and the
highest RI, PI

Enlarged lymph nodes in ipsilateral
neck with obvious intensification and
necrosis

Enlarged lymph nodes of many
parts with typical symptoms of
lymphoma

Consideration for thyroid cancer
with concomitant lymphoma

Bilateral neck hypoechoic
nodes and inner reticulum with
mixed type bloodstream and a

higher RI, PI

Enlarged lymph nodes in many
parts of body with a trend of fusion,
uniformity, a few necrosis

RI, Resistance index (normal <<0.7); PI, Pulsatility index (normal <<1.5); PBF, Peripheral blood flow.

Table 1: The differential diagnosis experience of common examinations.

The synchronous PTC and classical Hodgkin lymphoma is
very rare, there is no any authoritative elucidation for the producing
mechanisms. Maybe their occurrences are stimulated by some
identical molecular incident. Genetic mutation of BRAF V600E
usually hint poor prognosis for PTC, and the research of BRAF
V600E is mature in colorectal cancer, thyroid cancer and melanoma,
and BRAF mutation is very significant for proliferation, invasion
and metastasis of these tumors. For hematological malignancy,
Tiacci [3] reported the universal phenomena of mutation of BRAF
in hairy-cell leukemia in 2011. Another study showed that BRAF
play an important role in occurrence and development of peripheral
T-cell lymphoma. We supposed that the genetic mutation of BRAF

V600E is the identical molecular mechanism [4,5] of papillary
thyroid cancer and classical Hodgkin lymphoma. If that is true,
BRAF V600E will probably be a new therapeutic target for
classical Hodgkin lymphoma and have potential applications in
diagnosis and prognosis for classical Hodgkin lymphoma, so we
used the ARMS fluorescent quantitation PCR skill to examine the
genetic mutation of BRAF V600E in classical Hodgkin lymphoma
tissues of the case, but the result was negative (Figure 3B).

Weanalyzed that PTC and CHL ofthe patient may be two kinds
of different primary tumor. Or the mutation point was not V60OE,
but other sites of BRAF. So further study remains to be needed.
Anothertheory is that thyroid disease is associated with an increased
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ailing risk for hematological malignancy, which came from 6,386
subjects cross-sectional research [6]. In this case, lymphoid cells
of neck lymph nodes were activated and proliferated abnormally
due to the excessive immunologic mechanism to PTC, it’s not
impossible. Because we lack experience for synchronous papillary
thyroid cancer and classical Hodgkin lymphoma, which may be
in significant diagnostic and treatment predicament. Up to now,
there was no any standardized approach to deal with this condition
world widely, but most scholars approved of individualized joint
radiotherapy and chemotherapy, and the five-year survival rate is
more than 80 percent according to reports, [7,8] however, surgical
treatment is not the first approach. In this way, not only is surgical
risk reduced, but also oncological benefit is increased. In our case,
not synchronous thyroid cancer and lymphoma, but thyroid cancer
with lymphatic cancerometastasis was considered firstly, therefore,
bilateral thyroidectomy and dissection of [V-VI areas of right neck
were carried out. After operation, bone marrow aspiration revealed
that lymphoma invaded bone marrow.

The chemotherapy protocol of ABVD (Epirubicin 70mg
d1+Bleomycin 15mg d1+Vincristine 2mg d1+Dacarbazine 600mg
dl) is executed fortnightly. 10 weeks later, PET-CT showed that
enlarged neck lymph nodes shrank and the activity of lymphoma
was inhibited, glycometabolism of bone marrow was normal. And
remarkable toxic side effects did not appear. In 14 weeks, the
patient is alive and in continuous chemotherapy.

Conclusion

In this case, the genetic mutation of BRAF V600E is not
the identical molecular incident of PTC and HL. For the case of
neck lump with multiple enlarged lymph nodes, CT and neck
ultrasound reveal thyroid nodules with neck multiple enlarged
lymph nodes, PTC with lymphatic metastasis is in the majority,
but the possibility of synchronous thyroid cancer and lymphoma
should not be ignored, only in this way can the most appropriate
treatment be formulated for patients and get the best benefit. The
cases of PTC with concomitant lymphoma are poorly reported and
yet relevant molecular mechanisms and treatment remain to be
explored.

Financial Disclosure: The authors have no funding or
financial support to disclose.

Conflict of Interest: The authors have no conflicts of
interest to disclose.

References

1. Rizkallah JJ, Jambart SS, Maalouli GD (2014) Synchronous diagnosis
of a Hodgkin lymphoma and a papillary carcinoma of the thyroid. Case
Rep Int Med 1: 235-237.

2. Singh NJ, Tripathy N, Roy P, Manikantan K, Arun P (2016) Simultane-
ous triple primary head and neck malignancies: a rare case report.
Head Neck Pathol 10: 233-236.

3. Tiacci E, Trifonov V, Schiavoni G, Holmes A, Kern W, et al. (2011)
BRAF mutations in hair-cell leukemia. N Engl J Med 24: 2305-2315.

4. Raess PW, Mintzer D, Husson M, Nakashima MO, Morrissette JJD,
et al. (2013) BRAF V600E is also seen in unclassifiable splenic B-cell
lymphoma/leukemia, a potential mimic of hairy cell leukemia. Blood
17: 3084-3085.

5.  Lee JW, Yoo NJ, Soung YH, Kim HS, Park WS, et al. (2003) BRAF
mutations in non-Hodgkin’s lymphoma. Br J Cancer 10: 1958-1960.

6. Prinzi N, Sorrenti S, Baldini E, Vito CD, Tuccilli c, et al. (2015) Asso-
ciation of thyroid disease with primary extra-thyroidal malignancies in
women: results from a cross-sectional study of 6,386 patients. PLos
ONE 10.

7. Miller TP, Dahlbrg S, Cassady JR, Adelstein DJ, Spier CM, et al. (1998)
Chemotherapy alone compared with chemotherapy plus radiotherapy
for localized intermediate and high-grade non-Hodgkin’s lymphoma. N
Engl J Med 1: 21-26.

8. Ha Cs, Shadle KM, Medeiros LJ, Wilder RB, Hess MA, et al. (2001)
Localized non-Hodgkin lymphoma involving the thyroid gland. Cancer
4: 629-635.

4
Ann Case Rep, an open access journal
ISSN: 2574-7754

Volume 2019; Issue 01


http://www.sciedu.ca/journal/index.php/crim/article/view/4897
http://www.sciedu.ca/journal/index.php/crim/article/view/4897
http://www.sciedu.ca/journal/index.php/crim/article/view/4897
https://www.ncbi.nlm.nih.gov/pubmed/26477035
https://www.ncbi.nlm.nih.gov/pubmed/26477035
https://www.ncbi.nlm.nih.gov/pubmed/26477035
https://www.nejm.org/doi/full/10.1056/NEJMoa1014209
https://www.nejm.org/doi/full/10.1056/NEJMoa1014209
http://www.bloodjournal.org/content/122/17/3084?sso-checked=true
http://www.bloodjournal.org/content/122/17/3084?sso-checked=true
http://www.bloodjournal.org/content/122/17/3084?sso-checked=true
http://www.bloodjournal.org/content/122/17/3084?sso-checked=true
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2394455/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2394455/
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0122958
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0122958
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0122958
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0122958
https://www.ncbi.nlm.nih.gov/pubmed/9647875
https://www.ncbi.nlm.nih.gov/pubmed/9647875
https://www.ncbi.nlm.nih.gov/pubmed/9647875
https://www.ncbi.nlm.nih.gov/pubmed/9647875
https://www.ncbi.nlm.nih.gov/pubmed/11241227
https://www.ncbi.nlm.nih.gov/pubmed/11241227
https://www.ncbi.nlm.nih.gov/pubmed/11241227

