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Ozet | Introduction

KLI. olgun gbrlinlimlG eritrositierin kan, karaclger, kemlk Ili§l, lenf |

nodlar ve difer dokularda blrlkimi lle karakterize hematolojlk bir
hasteliktir. Kronlk lenfositik |0semide birllkte gtriilen hiicresel ve humoral

imm(in defektler nedeni ile Ikincll mallgniteler sik gbérdimekte ve
enfeksiyona eglilm artmaktadir. Bu mallgnitelerden en sik gbrilienleri;

byik hiicrell lenfoma (Richter Sendromu), Hodgkin hastaligi, akclger
veyglt kanserleridir. Burada Insular trold karsinomu lie kronlk lenfositik

I6seminin nadir birliktell§l sunulmustur.

Chronlc lymphocytic leukemla (CLL) is a
hematological malignancy characterized with proliferation
and accumulation of lymphocytes of mature appearance
in blood, liver, bone marrow, lymph nodes and other
tissues. Secondary malignancies are frequent
complications in patients with CLL with the standardized
Incidence ratio 1.59. (95% CI 1.50-1.69) (1).

Anahtar kelimeler: KLL, Instlar karsinoma, ikincil malignensller

Chemotherapeutic agents may also contribute to
subsequent malignancies among CLL patients.
Introduction of new treatment strategies including

Abstract

Chronic lymphocytic leukemla (CLL) is a hematologlcal mallgnancy
characterized with proliferatilon and accumulation of lymphocytes of

mature appearance In blood, liver, bone marrow, lymph nodes and
other tissues. Second mallgnancles occur with an Increased frequency
In CLL. The most frequent of these are large cell lymphoma, known
as Richter’s syndrome and Hodgkin’s disease among hematological
second malignancies, lung and skin cancers among solld tumors, The

- defect in humoral and cellular functions may be the underlying

fludarabin 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,

mechanism of Increased tendency towards infectlons and second
mallgnancies in CLL patlents. Here we report a coexistence of Insular
thyrold carcinoma (ITC) and B-CLL in the same patient. The occurrence
of both CLL and Insular thyrold carcinoma described because of the
rarlty of the coexistence of these two disorders in the same patlent.

v The defect in humoral and cellular functions increases
~ Key Words: CLL, Thyrold, Insular carcinoma, Secondary mallgnancy the tendency towards infections and secondary
RS | malignancies. Patients with chronic lymphocytic leukemia
| ALES (CLL) may develop diffuse large B-cell lymphoma (DLBL),
| , . also known as Richter's syndrome. Richter's syndrome

R L | may develop in both mutated and unmutated
MR . L 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.

solid tumors and myeloproliferative disorders or

myelodisplastic syndromes have also been documented
(4-7).
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d splenomegaly were
WBC 63.200/uL, Figure 1. Tumor cells composing

Gt solid | :
to thyroid tissue (x40 EgltdEfIEts Adjacen;

seventh costosternal junction an

values were .
detected. LaSbB%%tg/rzL; Hp 11.1 g/dL, and B2 micro

lymphocyte
gyrobﬂlin 13 mgr/L (N: 1-1, 7).

’ tibodies were

.1 function tests and thyroid an
Thymlevere the platelet counts, ESR and LDH. There
ko d basket cells on blood

mphocytes an
:vrsgirmg;ﬁ;e;yarﬁnw Ca);"piration disclosed lymphoczrt.e
cell lin:as of 80-85 percent (Figure 3, 4). Flow cytometric

d
ic showed CD20 (95%), CD23 (72%), an
ggalalg)}sggs together (40%) on Iymphocytes. IgM-ka;:pg
surface immunoglobulins on B-cell l|_nes_ were als
detected. Findings of bone mairow exammahon and flow
cytometry analysis were consistent with stage II CLL

according to RAI Clinical Staging System. A FhehSt 3 o™ o @ !

tomography disclosed mgltg)le met?:tatlc lsséorrgal:stos hFigurre1 2. LyimphocI tes of uniform shaped having
ediastinal lymphadenopathies an yperchromatic small cytoplasm in the

ungs, m Ak adjacent to thyroid tissue (%400 lﬁg%h Ve

the 6%, 7! and 81" costae destructing the bone structure.
The histopathological examination of the biopsles 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
infiltrations of the tumor cells on lymph node capsule
and extracapsullary field. Immunohistochemical studies
showed the positive stained cells with LCA, CD-20 and
lambda chain findings consistent with CLL (Figure 2).
Besides, metastases of insular thyroid carcinoma on
submandibular and cervical lymph nodes were seen.

Thus, he underwent an operation of bilaterally Fi
thyroidectomy and debulking. 'gure 3. Lymngahr?g)xE(sxcligfucgg?'ng;ltrated in bone
Discussion

Insular thyroid carcinoma was an interval form
between well differentiated (papillary and follicular) and
poorly differentiated carcinoma (anaplastic). It stems
from the epithelium of thyroid follicles (9). Recently, it
has .been Classified as a distinct entity. Thyroid insular
tarcinoma can develop on the ground of a goiter over
In a long period. William 1Kk €t al (10) described a case

_of having huge goiter 2 year prior to the diagnosis of 3 n
Insular thyro |

rr;]utf'atlon, and transformation of the tumor Figure 4. Lymphocytes haped, mature
Physiopathology. . appearance and hyperchrom scanty cytoplas
In bone marrow aspi; Giemsag
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| Moreover, in 3 22-patient study, it is reported that
ercent of these patlents having Insular thyrold

| 27°P ma had a goiter history of 10 years or more. (11).
| carcnnocase he had 25-year golter history. There was no
| In ourure to radlation or I-131 intake and metastasls to
expoS -y bones were detected. Blppsy taken from the
‘ungsslxth costae revealed the metastasis of an insular

right d carcinoma. Konturek et al. alleged to be simllarities
er:/een the chromosomal changes in the thyrold
bet omas and those of the changes in breast carcinomas
c:!l'ﬁ'C‘LL (12). Evarus et al. have determined dysfunction
and -nd T lymphocytes in early stage CLL, regulation
in B der In concurrence hypothalamic—pituitary-adrenal
diso disturbance in sex hormones and changes in thyrold
axls, snes. According to this they claimed that the
horm nce in Immunohormonal Interactions in early-
dlstue CLL were responsible for the pathogenesis of in
:}tﬁsg |ymphopr0"fe'ative mallgnancy (13). Immune
disturban ces were accompanled by hormonal imbalance,
s nding on disease status: lower ACTH, cortisol and

2.Meloni G, Proia A Gue
. ; rrisl
leukemia and lung canc

lymphocytic leykemia ;
and autologous st Egitllent treated with fludarabine

2000;11:1493-149¢. transplantation. Ann Oncol.

and chlorambucll: results of an

V, Cordone 1. Acute myelold
€r occurring in a chronlc

3.Morrlsan vA
myelold Ieuken:nRai KR, Peterson BL. Therapy-related

as are gb i :
lymphocytic leuk observed in patients with chronic

emia after treatment with fludarablne

and le intergroup study, cancer
s ukemia group B 9011. J Giin Oncol. 2002;20:3878-

4.Copur MS, Ledakis P, Nov

composite lymphoma involving chronic lymphocytic

leukemla folllcular ‘Y”lphOllla and H
! odgkl
and LYIIIphoma. 2004'45'1071'10769 n disease, Leuk

inskl D. An unusuyal case of

5.Hisada M, Bi

ggar R), Gre . Soli
chronic lymph ene MH. Solid Tumor after

ocytic leukemia. Blood. 2001;96:1979-81.

* onine levels were established to occur in active
gﬂﬁdgrw;;ared to indolent disease (14). But, Paydas et %Slz(irgallio dp, cacchione R, Chena C, Chronic lymphocytic
" (15) showed an association between 7 patients I k:mla. eveloping in a patient with chronic myeloid
3 13) 2 having been dlagnosed as chronic eukeémla: evidence of distinct lineage-associated genomic
f;r:,phoprolifefatlve disease and thyrotoxicosis, ©VeNtS: Cancer Genet Cytogenet. 2005;161:74-77.

CLL Is a classical form of human mallgnancy that 7.Varkonyi J, Zalatnal A, Timar J. Secondary cutaneous

: infiltration in B cell chronic | hocyti ’
. - from the defects of apoptosis. It occurs by the L ymphocytic leukemia. Act
ggzsfations of the genes that regulate this apoptosis Haematol. 2000;103:116-121.

(16). Second m?li?gsauqf ng: tll?ecilr-ner(\)Sf\:rdvélft:cssnalgsggg‘igg 8.Timar B, Fiildp Z, Csernus B. Relationship between the
ﬁ?tqhutet?i?drgzg‘s»;. An antigenic stimulation through the g;;lftatm'nal status of VH gene§ an_d pathogenesis of
\g.cen receptor IS involved Iin the selection and possibly Leui;;igrgzeog;_ci?g_|3Y2rgp3h3oma In Richter's Syndrome.
also the expansion of the malignant clone. Though all - ;18:326-330.

cences suggest peciic A9 1ecogion and 2O Syon w, Cotnp, Cantabord A, Fin neclessratn
Ztimul?; Ics)gliasnling\fnn It app?ears li'kely that CLL cells cytology of insular thyroid carcinoma, A report of four

S ] . ° ) . T
dé’,ﬁvl, £ om a pool Of auto/polyreactive CD5(+) B cells, C25€S- Acta Cytologica. 1992;36:435-39.

(17,18). 10.Kuhel WI, Kutler DI, Santos-Buch CA. Poorly

, . differentiated insular thyroid carcinoma, a case report
atients having been followed : oA _ \ ' por

| Altrzjquggoiriz(:;gcﬁetﬁe E e e%evelopme ntof With dentification of intact insulae with fine needle
S\?gtcgsd;?? malignancies is high. No case has been aspiration biopsy. Acta Cytologica. 1998;42:991-997,
ed to be diagnosed concurrently as CLL and Insular .
;ﬁ;;(r);tid carcinoma in the literature. Likely Immunologic 11.Lam KY, Lo CY, Chan KW. Insular and anaplastic

. L . carcinoma of the thyroid: a 45-year comperative study
defects to CLL may be involved in this presentation of ' single institution and review of the significance of

disease. p53 and p21. Ann Surg. 2000;231:329-38.

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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