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Özet 

KL1" olgun görünümlü eritrositlerin kan, karacl�er, kemik 111�1, lenf 
dları ve dl�er dokularda birikimi ile karakterize hematolojlk bir 

��stahktır. Kronik lenfosltik lösemide birlikte görülen hücresel ve humoral 
mün defektler nedeni ile lklncll mallgnlteler sık görülmekte ve 

:fekslyona e�lllm artmaktadır. Bu mallgnltelerden en sık görülenleri; 
büyük hücrell lenfoma (Rlchter Sendromu), Hodgkln hastalı�,, akcl�er 
ve elit kanserleridir. Burada lnsular trold kar�lnomu ile kronik lenfosltlk 
löseminin nadir blrllktell�l sunulmuştur. 

Anahtar kelimeler: KLL, Insülar karslnoma, İkincil mallgnensller 

Abstract 

chronlc lymphoc.ytlc leukemla (CLL) Is a hematologlcal mallgnancy 
characterlzed wlth prollferatlon and accumulation of lymphocytes of 
mature appearance in blood, llver, bone marrow, lymph nodes and 
other tıssues. Second mallgnancles occur wlth an lncreased frequency 
in CLL. The most frequent of these are large celi lymphoma, known 
as Rlchter's syndrome and Hodgkln's dlsease among hematologlcal 
second malignancles, lung and skin cancers among solld tumors. The 
defect in humoral and cellular functlons may be the underlying 
mechanlsm of lncreased tendency towards lnfectlons and second 
malignancles ın CLL patlents. Here we report a coexlstence of lnsular 
thyroid carclnoma (ITC) and B-CLL in the same patıent. The occurrence 
of both CLL and lnsular thyrold carclnoma descrlbed because of the 
rarity of the coexıstence of these two dlsorders in the same patlent. 
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Introduction

Chron
.
lc ly�phocytlc leukemla (CLL) ı s  a

hematologıcal malıgnancy characterized with proliferation 
?nd accum_ulation of lymphocytes of mature appearance
ın blood, lıver, bone marrow, lymph nodes and other 
tlssu�s .. Sec

.
onda_ry malignancies are frequent

complıcatıons ın patıents with CLL with the standardized 
lncidence ratio 1.59. (95°/o cı 1.50-1.69) (1). 

Chemotherapeutic agents may also contribute to 
subsequent mallgnancies among CLL patients. 
Introduction of new treatment strategies including 
f ludarabin was reported increased risk of lung cancer, 
acute myeloid leukemia and a more aggressive form 
of second malignancy (2). Alkylator-purine analog 
combination therapy may increase the risk of therapy­
related myeloid malignancies (3). The secondary 
lymphoid malignancies complicating CLL includes 
prolymphocytic leukemia, Hodgkin disease, acute 
lymphoblastic leukemia, large B-cell non-Hodgkin 
lymphoma and multiple myeloma (4). Skin cancers, 
solid tumors and myeloproliferative disorders or 
myelodisplastic syndromes have also been documented 
( 4-7). 

The defect in humoral and cellular functions increases 
the tendency towards infections and secondary 
malignancies. Patients with chronic lymphoeyt:ic leukemia 
(CLL) may develop diffuse large B-cell lymphoma (DLBL),
also known as Richter's syndrome. Richter's syndrome
may develop in both mutated and unmutated
immunoglobulin heavy-chain variable region genes of
Clls, but clonal transformation of CLL to DLBL occur
only in the unmutated subgroup of CLL (8). Here we
report a coexistence of an insular thyroid carcinoma
and CLL.
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cytometry analysis were consıst�nt wıth stage II CLL 
according to RAI Clinical Stagıng Sy_stem_. A �hest 
tomography disclosed multiple meta�tatıc lesıons ın the 
ıungs rnediastinal lymphadenopathıes and a mass on 
the 6tt1, 7th
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The histopathological examınatıon of the bıopsıes from 
the mass localized on the thyroid gland showed poorly 
differentiated insular carcinoma (Figure 1). 

Histopathological examinations of the cervical, 
submandibular lymph node sections revealed the 
lnfiltrations of the tumor cells on lymph node capsule 
and extracapsullary field. Immunohistochemical studies
showed the positive stained cells with LCA, CD-20 andlambda chain findings consistent with CLL (Figure 2).Besides, metastases of insular thyroid carcinoma onsubmandibular and cervical lymph nodes were seen.Thus, he underwent an operation of bilaterallythyroidectomy and debulking.

Discussion 

Insular thyroid carcinoma was an interval formbetween well differenti ated (papillary and follicular) andpoorJy differentiated carcinoma (anaplastic). It stemsfrom the epithelium of thyroid follicles (9). Recently, ithas _been classifıed as a distinct entity. Thyroid insular�rcınoma �n dev71?P on the ground of a goiter overın a lo_ng perıod. �ıllıam IK et al (10) described a case?f havıng hug: goıter � year prior to the diagnosis of anınsular thyroıd carcınoma which extends throughsubste:nally. This may be  inferred by proliferation,mut�tıon ,  and transformatlon of  the tumorphysıopathology. 

Y.ılmaz ve ark.

cA Figure 2. Lymphocvtes of uniform shaped h hyperchromatic small cytoplasm in the lymph ���gadjacent to thyroid tissue (x400 H&E). es 

Figure 3. Lymphocytes diffusely infıltrated in bonemarrow (XlO, Giemsa) 
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Figure 4. Lymphocytes rappeara_nce and hyperchrom ın bone marrow aspı, 
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Moreover, ın a 22-patient study, it Is reported that
7 percent of these patlents havlng lnsular thyrold

�rcınorna had a goiter history of 10 years ar more. (ll),

2.Meloni G, Proıa A Gue leukemıa and lu�g 
rrlsl V, Cordone I. Acute myelold 
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5 anc:J bones were detected. Blppsy taken from the 
't"ıt slxth costae revealed the metastasis of an ınsular 
�yrold carcinoma. Konturek et al. alleged to be slmllarities

b tween the chromosomal changes in the thyrolde 
cinornas and those of the changes in breast carcinomas 

c.ad CLL (12). Evarus et al. have determined dysfunction
f 
n 

6 and T ıymphocytes in early stage CLL, regulation

;sorder ın concurrence hypothalamlc-pituitary-adrenal
xls dısturbance in sex hormones and changes in thyrold

�or�ones. According to thls they clalmed that the
disturbance in ımmunohormonal lnteractlons ın early-
tage CLL were responslble for the pathogenesis of in 

:his ıymphoproliferative mallgnancy (13). Immune
dısturbances we�e accompanl�d by hormona! imbalance,
depending on dısease status. lower ACTH, cortisol and
triiodothyronine levels were established to occur in active 

CLL compared to indolent disease (14). But, Paydas et
al (15) showed an association between 7 patients
prevıously havlng been dlagnosed as chronlc
ıyrnphoproliferatlve dlsease and thyrotoxlcosis.

CLL ıs a classlcal form of human mallgnancy that 
arises from the defects of apoptosis. It occurs by the 
aberrations of the genes that regulate this apoptosis
(l6). second �alignancies in �LL occur with an increased 
frequency maınly result of_the �mm�ne d�fects associated 
with this disease. An antıgenıc stımulatıon through the 
B-cell receptor is involved in the selection and possibly
alsa the expansion of the malignant clone. Though all 
evidences sugg�st speci�c Ag r�cognition and possibly 
stimulation at dıfferent tıme-poınts, the nature of the 
Ag(s) is still unknown. It appears likely that CLL cells 
derive from a pool of auto/polyreactive CDS( +) B cells. 
(17,18). 

Although among the patients having been followed 
with a diagnosis of CLL the risk for the development of 
secondary malignancies is high. No case has been 
reported to be diagnosed concurrently as CLL and Insular 
thyroid carcinoma in the literature. Likely Immunologic
defects to CLL may be involved in this presentation of 
disease. 

In conclusion, this occurrence of both CLL and insular
thyroid carcinoma described because of the rarity of the 
coexistence of these two diseases in the same patient. 
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