PRIMER KUTAN(")Z.ANAPLASTiK BUYUK
HUCRELI LENFOMA

GIRIS

Primer kutandz anaplastik biyitk hiicreli
lenfoma (ABHL), primer kutanéz CD30(+) len-
foproliferatif hastaliklar spektrumunda yer alan
bir antitedir. Bu spektrumda lenfomatoid papii-
lozis ve primer kutan6z ABHL yani sira her iki
lezyon grubunun ozelliklerini tasiyan borderli-
ne lezyonlar yer almaktadir (1). Primer kutanéz
ABHTler anaplastik, pleomorfik ya da immiinob-
lastik sitomorfolojiye sahip iri hiicrelerle karak-
terli lezyonlardir. Lezyonlar: olusturan neoplastik
hiicrelerin biiytik kismi (>%75) CD30(+) im-
miinfenotip sergiler. Tan1 aninda sistemik tutu-
lum olmadan, yalnizca deri lezyonlari ile prezente
olurlar. Klinik olarak indolan seyir gosterirler (2).

EPIDEMIYOLOJI

Primer kutanéz ABHL’nin de aralarinda yer
aldig1 CD30(+) lenfoproliferatif hastaliklar, pri-
mer kutanoz lenfomalarin yaklasik %25-30"Tuk
kismini olusturmaktadir (1,3). Bu grup lezyon-
lar, mikozis fungoides (MF)’in ardindan, derinin
ikinci en sik goriilen klonal T hiicreli neoplazile-
rini olustururlar. Nadir gozlenen antiteler olduk-
lar1 icin net insidanslar1 bilinmemektedir. Siir-
veyans, Epidemiyoloji ve Nihai Sonuglar (SEER)
veritabani baz alinarak yapilmis 2008 tarihli bir
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analiz calismasinda, 30 yili agkin bir siireyi kap-
sayan donemde, primer lokalize CD30(+) len-
foproliferatif hastalik olarak raporlanmis yalnizca
157 adet olgu saptanmistir (4). Primer kutanoz
ABHLler erigkinlerde (50-70 y) goriiliir. Tam
anindaki medyan yas 60’tir (2). Bununla birlikte
pediatrik yas grubundan olgular da bildirilmistir
(5,6,7). Cinsiyetler arasinda goriilme orani, er-
kek:kadin=2-3:1 seklindedir (5).

KLINIK OZELLIKLER

Primer kutan6z ABHL olgulari, asemptoma-
tik, deri bolgelerine sinirli, soliter, gruplasma
gosterebilen ya da multifokal olabilen papiiller ya
da nodiillerle prezente olur (1,2,5). Lezyonlar ge-
nellikle gévdenin iist yarisi yerlesimlidir ve birkag
santimetre boyuttadir. En az 3-4 hafta devamlilik
gosteren, bazen aylar boyunca sebat eden lezyon-
lar seklinde klinik 6ykd bulunur. Nodiiller za-
manla iilsere olabilir (1,2). Spontan olarak parsi-
yel ya da komplet regresyonun goriildiigi olgular
bildirilmistir (1,2,5). Olgularin %20-42 (baz1 kay-
naklara gore %50) kadarinda spontan regresyon
izlenmekle birlikte, bu olgularin yarisinda rekiir-
rens saptanmaktadir. Multifokal lezyonlarla pre-
zentasyon %20 kadar olguda izlenir. %10 kadar
olguda ekstrakutanoz yayillim gozlenir, tutulum
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likte, bu ozellik diger galismalarla desteklenme-

mistir (36). Kas veya derin fasya ya da diger derin

7.
dokularin tutulumunun da daha kotii prognozla
iligkili olabilecegi diistiniilmektedir (37). Multi-
fokal deri lezyonlari ile prezente olan ve bolgesel g

lenf nodu tutulumunun izlendigi olgularin prog-

nozu, yalnizca lokalize deri lezyonlar: bulunan

olgular ile benzerdir (2,5). Izole lenfatik tutulum-

la prezente olan olgularda, bu 6zelligin prognoza ¢

etkisine dair bilgi bulunmamaktadir. Anaplastik

histomorfolojik 6zelliklere sahip ve non-anaplas-

10.

tik (pleomorfik ya da immiinoblastik) histomor-

folojik ozelliklere sahip olgular arasinda klinik

prezentasyon, klinik davranis ya da prognoz agi- 11
sindan farklilik bildirilmemistir (2).

Tedavi sonrasinda goriilen relapslarin deriye

sinirli olmasi beklenmektedir. Ancak relapslarin

12.

%27sinde ekstrakutantz tutulum bildirilmistir,

bu olgularin yarisinda bolgesel nodal tutulum

vardir (11,31). Visseral metastazlar, ilk tanidan

13.

sonraki 2.ay ile 10.yillar arasindaki zaman dili-
minde bildirilmistir (11). Metastatik hastaliga
ilerleme, daha ileri T kategorisine gegis ile her za-

man birliktelik gostermemektedir (11).

14.

KAYNAKLAR

Macon WR. (2018). Primary Cutaneous CD30+ T-Cell
Lymphoproliferative Disorders. In Hsi ED. (Ed.), He- 15.
matopathology: A Volume in the series: Foundations in
Diagnostic Pathology (3 ed., p.331-334), Philadelphia,
PA:Elsevier.

Swerdlow SH., Campo E., Lee Harris N., Jaffe ES., Pileri

SA., Stein H., Thiele J. (Eds) (2017) - WHO Classificati- 16
on of Tumors of Haematopoietic and Lymphoid Tissues
(Revised 4th edit). Lyon: International Agency for Rese-

arch on Cancer (IARC).

Brown RA, Fernandez-Pol S, Kim J. Primary cutaneous 17
anaplastic large cell lypmhoma. J Cutan Pathol. 2017;
44(6):570-577.

Yu JB, Blitzblau RC, Decker RH, et al. Analysis of pri-

mary CD30+ cutaneous lymphoproliferative disease

and survival from the Surveillance, Epidemiology, and 18
End Results database. J Clin Oncol. 2008, 26(9):1483-8.
Bekkenk MW., Geelen FA., van Voorst Vader PC., et

al. Primary and secondary cutaneous CD30 (+) lymp-
hoproliferative disorders: a report from the Dutch Cu- 19
taneous Lymphoma Group on the long term follow up

data of 219 patients and guidelines for diagnosis and
treatment. Blood. 2000, 95(12):3653-61. 20
Kocabas E., Tiirel Ermertcan A., Akinci S., et al. Pri-

mary cutaneous CD30-positive anaplastic large cell

lymphoma in a 16-year-old girl. Int ] Dermatol. 2012,
51(11):1353-8.

Pulitzer M., Ogunrinade O., Lin O., et al. ALK-positive
(2p23 rearranged) anaplastic large cell lymphoma with
localization to the skin in a pediatric patient. ] Cutan
Pathol. 2015, 42(3): 182-7.

Benner ME, Jansen PM., Meijer CJ., et al. Diagnos-
tic and prognostic evaluation of phenotypic markers
TRAF1, MUMI, BCL2 and CD15 in cutaneous CD-30
positive lymphoproliferative disorders. Br ] Dermatol.
2009, 161(1):121-7.

Moodley N., Nombona P., Mosam A. Primary Cutane-
ous Anaplastic Large-Cell Lymphoma. Dermatopatho-
logy (Basel). 2019, 6(2):163-9.

Willemze R., Cerroni L., Werner K., et al. The 2018 up-
date of the WHO-EORTC classification for primary cu-
taneous lymphomas. Blood 2019, 133(16):1703-1714.
Benner ME, Willemze R. Applicability and Prognostic
Value of the new TNM classification system in 135 pa-
tients with primary cutaneous anaplastic large cell lym-
phoma. Arch Dermatol, 2009, 145(12):1399-1404.
Massone C.,El-Shabrawi-Caelen L., Kerl H., et al. The
morphologic spectrum of primary cutaneous anaplastic
large T-cell lymphoma: a histopathologic study on 66
biopsy specimens from 47 patients with report of rare
variants. ] Cutan Pathol. 2008, 35(1):46-53.

Burg G., Kempf W., Kazakov DV, et al. Pyogenic lymp-
homa of the skin: a peculiar variant of primary cutaneo-
us neutrophil-rich CD30+ anaplastic large-cell lympho-
ma. Clinicopathological study of four cases and review
of the literature. Br ] Dermatol. 2003, 148(3):580-6.
Onaindia A., Montes-Moreno S., Rodriguez-Pinilla
SM.,, et al. Primary cutaneous anaplastic large cell lym-
phomas with 6p25.3 rearrangements exhibit particular
histological features. Histopathology. 2015, 66(6):846-
55.

Samols MA., Su A, Ra S,, et al. Intralymphatic cuta-
neous anaplastic large cell lymphoma/lymphomatoid
papulosis: expanding the spectrum of CD30-positive
lymphoproliferative disorders. Am J Surg Pathol. 2014,
38(9):1203-11.

. Tacobelli J., Spagnolo DV., Tesfai Y., et al. Cutaneous int-

ravascular anaplastic large T-cell lymphoma: a case re-
port and review of the literature. Am ] Dermatopathol,
2012, 34(8):e133-8.

. Kempf W, Kazakov DV.,, Paredes BE,, et al. Primary cu-

taneous anaplastic large cell lymphoma with angioinva-
sive features and cytotoxic phenotype: a rare lymphoma
variant within the spectrum of CD30+ lymphoprolife-
rative disorders. Dermatology, 2013, 227(4):346-52.

. Margo CM., Momtahen S., Kiuru M. Primary cutaneo-

us small cell variant of anaplastic large cell lymphoma: a
case series and review of the literature. Am ] Dermato-
pathol. 2017, 39(12):877-889.

. Ronen S., Rothschild M., Ollague J, et al. Clear cell pri-

mary cutaneous anaplastic large cell lymphoma. Am J
Dermatopathol. 2019, 41(10):e111-el15.

. Natsuaki Y, Muto I, Kawamura M, et al. Sarcomatoid

variant of primary cutaneous anaplastic large cell lymp-
homa. Am ] Dermatopathol. 2019, 41(12):e164-e167.



Primer Kutan6z Anaplastik Buytk Hiicreli Lenfoma

223

21.

22.

23.

24.

25.

26.

27.

28.

Massone C., Cerroni L. Phenotypic variability in pri-
mary cutaneous anaplastic large T-cell lymphoma:
a study on 35 patients. Am J Dermatopathol. 2014,
36(2):153-7.

Kadin ME.,, Pinkus JL., Pinkus GS. et al. Primary cu-
taneous ALCL with phosphorylated/activated cytoplas-
mic ALK and novel phenotype: EMA/MUCI+, cuta-
neous lymphocyte antigen negative. Am J Surg Pathol.
2008, 32(9):1421-1426.

Oschlies 1., Lisfeld J., Lamant L., et al. ALK-positi-
ve anaplastic large cell lymphoma limited to the skin:
clinical, histopathological and molecular analysis of 6
pediatric cases. A report from the ALCL99 study. Hae-
matologica. 2013, 98(1):50-56.

van Kester MS., Tensen CP., Vermeer MH.,, et al. Cu-
taneous anaplastic large cell lymphoma and periphe-
ral T-cell lymphoma NOS show distinct chromosomal
alterations and differential expression of chemokine
receptors and apoptosis regulators. ] Invest Dermatol.
2010;130(2):563-75.

Nicolae-Cristea AR., Benner ME, Zoutman WH., et al.
Diagnostic and prognostic significance of CDKN2A/
CDKN2B deletions in patients with transformed my-
cosis fungoides and primary cutaneous CD30-posi-
tive lymphoproliferative disease. Br ] Dermatol. 2015,
172(3):784-788.

Miyagawa F, Tioka H., Asada H. Lymphomatoid papu-
losis (LyP) associated with Diffuse Large B-cell Lymp-
homa and Cutaneous Anaplastic Large Cell Lymphoma:
LyP as a Haematological Malignancy -related dermad-
rome. Acta Derm Venereol. 2018, 98(8):799-800.

Aoki M., Niimi Y., Takezaki S., et al. CD30+ lymphopro-
liferative disorder: primary cutaneous anaplastic large
cell lymphoma followed by lymphomatoid papulosis. Br
] Dermatol, 2001, 145(1):123-126.

Fauconneau A., Pham-Ledard A., Cappellen D, et al.
Assessment of diagnostic criteria between primary cu-
taneous anaplastic large-cell lymphoma and CD30-rich
transformed mycosis fungoides; a study of 66 cases. Bri-
tish ] Dermatol. 2015;172(6):1547-1554.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Hsi AC.,, Lee SJ., Rosman IS., et al. Expression of helper
T cell master regulators in inflammatory dermatoses
and primary cutaneous T-cell lymphomas: diagnostic
implications. ] Am Acad Dermatol. 2015, 72(1):159-
167.

Rieger KE., Polidore T., Warnke R., et al. ALK-negative
systemic intravascular anaplastic large cell lymphoma
presenting in the skin. J Cutan Pathol. 2011, 38(2):216-
20.

Benner MFE, Willemze R. Bone marrow examination
has limited value in staging of patients with an anap-
lastic large cell lymphoma first presenting in the skin.
Retrospective analysis of 107 patients. Br ] Dermatol.
2008, 159(5):1148-51.

Asano H., Imai Y., Ota S., et al. CD30-positive anap-
lastic variant diffuse large B cell lymphoma: a rare case
presented with cutaneous involvement. Int ] Hematol.
2010, 92(3):550-2.

Li ME, Hsiao CH., Chen YL, et al. Human herpesvirus
8-associated lymphoma mimicking cutaneous anaplas-
tic large T-cell lymphoma in a patient with human im-
munodeficiency virus infection. ] Cutan Pathol. 2012,
39(2):274-8.

UPTODATE (2020). Primary cutaneous anaplastic lar-
ge cell lymphoma by Jacobsen E. (11/12/2020 tarihinde
http://www.uptodate.com/contents/primary-cutaneo-
us-anaplastic-large-cell-lymphoma adresinden ulasil-
migtir.)

Woo DK, Jones CR., Vanoli-Storz MN., et al. Prognos-
tic factors in primary cutaneous anaplastic large cell ly-
mphoma: characterization of clinical subset with worse
outcome. Arch Dermatol. 2009, 145(6):667-74.

Lee WJ., Moon IK,, Lee SH., et al. Cutaneous anaplas-
tic large-cell lymphoma (ALCL): A comparative clinical
feature and survival outcome analysis of 52 cases accor-
ding to primary tumor site. ] Am Acad Dermatol. 2016,
74(6):1135-43.

Barete S., Francés C., Charlotte E, et al. Fatal outcome of
deep-penetrating lower limb primary cutaneous anap-
lastic large cell lymphomas in two immunocompromi-
sed patients. Acta Derm Venereol. 2009, 89(6):627-30.




