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Ancrpakr

CeKyHIapHUTe MaJIMTHY HEOIIa3MI Ce KaHI[epu
IIpeU3BUKAHY Off TPETMAHOT CO pafyoTepanuja
VIV XeMoTepanyja. Tre He ce OBP3aHM CO IIp-
BIYHUOT KaHIep KOj OM/I TpeTHupaH 1 MOXar Aa
ce I0jaBaT MeCely 11a ¥ TOVHY 110 MHUIjaTHUOT
TpeTMaH. Co HaIpeoKOT BO AMjarHO3aTa 1 TpeT-
MaHOT, 6pP0jOT Ha VM3/IeKyBaH! MALeHTI Ha JO/T
POK € 3HaYMTeITHO 3TO/IEMeH, HO TOA HOCY 3ro/ieMe-
Ha IPIKA OKOJTY PUSKKOT 34 I10jaBa Ha CEKYHAAPHO
VIH[LIMpaHM HeollasMu. Bo HammoT mpukas Ha
CIy4Yaj MMaMe TMalJeHTKa Koja Ouia IofjIoKeHa
Ha pafifoTepanyja i XeMoTepalniuja BO HEKOIKY
HaBpaTH MOPAiM PEUMANBU Ha T0oOpo nndepeH-
LIMpaH KapIMHOM Ha J0jKa CO KapaKTePUCTUKM Ha
uyuppoM. Ilo 6 roguHM Off IIOYETOKOT Ha TpeT-
MaHOT OTKpPUEH e CONmujieH OyOpeskeH TyMOp KOj
Tofo1IHa e Kmacuduumpat kako “multilocular renal
cell carcinoma”, a o 11 rogmHmM ce mojaBnia KO>KHa
IIPOMeHa Koja 10 eKCTUPIALMjaTa XMCTONATOIONI-
KU e Kacuduimpana Kako epMatopuopocapKoM.

Knyunu 360poBu: CEKyHIaPHI HEOI/IA3MM, Pa/iio-
Tepanuja, XeMoTepaInuja, KapLyHOM

Abstract

Secondary malignant neoplasms (SMN) are cancers
caused by treatment with radiotherapy and chemo-
therapy. They are unrelated to the first cancer that
was treated and may occur months or even years
after initial treatment. With advances in diagnosis
and treatment there is an increasing number of

long-term cancer survivors, but also there is growing
concern about the risk of radiotherapy and chemo-
therapy induced malignant neoplasm. In our case
report we present a patient that underwent radio-
therapy and chemotherapy several times because of
recurrence from a well differentiated breast carcino-
ma with characteristics of cilindroma. After 6 years
from the initial treatment a solid renal tumor was
found, the histopathological finding from the kidney
tissue was “multilocular renal cell carcinoma”. After
11 years skin changes appeared, histopathologically
classified as dermatofibrosarcomama.

Key words: secondary malignancy, radiotherapy,
chemo therapy, cancer

Background

More than half of all the patients with cancer are
treated with radiotherapy. With the increasing num-
ber of long-term cancer survivors, there is a growing
concern about the risk of radiation induced second
malignant neoplasm [1,2]. Although radiation ex-
posure is a well-established risk factor for devel-
oping SMN, estimation of the true incidence of
radiation-induced SMN is difficult . This is due to
the fact that, in addition to radiation exposure, the
genetic abnormalities (e.g., Li-Fraumeni syndrome)
and risk factors associated with primary tumors
(e.g., smoking) could predispose the individuals
to develop a second cancer [3,4]. Also, changes in
chemotherapy protocols have influenced the risk
and rate of secondary malignancies in high-risk
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Photo 1. a) CT of the abdomen showing the large renal tumor before extirpation of the kidney, b) CT angiography of the lower
extremities, shows pathological vascularization of the soft tissue lesion which turn out to be dermatofibrosarcoma, c) photo of
the skin erosion of the tumor, d) photo of the resected fascia and skin with the tumor - dermatofibrosarcoma.

populations. The alkylating agents, topoisomerase
inhibitors, and anthracycline agents pose the highest
risk of initiating carcinogenesis. Normal cells that
are especially sensitive to chemotherapy and most
likely to begin carcinogenesis include those of the
bone marrow, hair follicles, and the epithelial cells
of the gastrointestinal tract. Thus, the development
of secondary hematologic cancers such as leukemia
and lymphoma pose the greatest risk to adult and

childhood cancer survivors [5].

(Case report

A 46-years-old woman came for check up after no-
ticing 1xlcm nodular change located in the central
lobe on her right breast. From the past medical
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history she gave information that she had been
operated from a benign tumor on her left breast
nine years ago. Puncture biopsy was made and the
result of the microscopic examination was grade I
Low-grade (grade 1) cancers are generally the least
aggressive and high-grade (grade 4) cancers are
generally the most aggressive. The changes on the
breast gradually started to increase so, after four
months of the first checkup, extirpation was made.
The extirpated tissue was histologically examined
and morphological characteristics corresponded to
well differentiated breast carcinoma with character-
istics of cilindroma. The dimensions of the tumor
formation were 1,5 x 0,9 x 0,7 cm. Mastectomia to-
talis sec. Madden was indicated and 17 lymph nodes
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were without metastatic deposits. According to this
the disease was in the first stadium and the definite
histological classification was pINM = pT'1C, Gl,
pNo, pMx, Co, Eo, Po.

The patient was treated with six cycles of adriamycin
and cyclophosphamide (AC) chemotherapy and 50
Gy of local radiotherapy. After four years she had
local recurrence in the right infraclavicular region
and underwent new surgery and again was treated
with radiotherapy. After one year the second recur-
rence occurred under the right clavicle and around
the scar. The whole thoracic wall was exposed to
radiotherapy including infra- and supraclavicular
regions with 32 Gy in fractions of 4 Gy combined
with hypothermia (41 C°). After one year the third
recurrence occurred, followed by resection of the
right front wall of the breast including five ribs and
part of the distal sternum. Extensive scanning for
metastasis was made and solid lesion on the right
kidney was found. The dimensions of the lesion
ware 95,9 x 110,7 mm (Fig.1a). After eleven years the
patient came for checkup after superficial skin inju-
ry on the right tibia region on which she had skin
changes (Fig.1b,c). Biopsy and extirpation was made
and the histology finding was dermatofibrosarkoma.
The same year, total right nephrectomy was made
and the histologic result from the kidney tissue was
“multilocular renal cell carcinoma”, classified as
pI'NM = T2a, Nx Mx, L0, VO, RO.

Discussion

Radiotherapy is a double edged sword. It has a
well-established role in the curative treatment of
various solid tumors. Unfortunately, radiation has
the potential to induce cancer decades after the
treatment. This is concerning as there is an increase
in the number of long-term cancer survivors. There
isan uncertainty in estimating the exact incidence of
radiation induced SMN because of the confounding
factors such as patient lifestyle and genetic suscepti-
bility. In the meantime, every effort should be made
to minimize the influence of factors that could po-
tentially increase the risk of SMN after radiotherapy.
A lower total dose of radiation or non-radiation
approach could be chosen for treatment whenever
evidence supports the benefit without compromis-
ing tumor cure [6]. The goal of radiation treatment
planning should be to keep the normal tissue ex-
posures to a minimum, more so in pediatric and
younger patients. Daily image guidance should be
used judiciously to minimize additional cumulative

dose at the end of the treatment course. Novel treat-
ment techniques such as the scanned beam proton
radiation might decrease normal tissue exposure
to leakage neutrons and it also might reduce SMN
development [7]. After chemotherapy lifelong surveil-
lance is recommended. Some types of chemotherapy
(chemo) drugs have been linked with different kinds
of cancer. The cancers most often linked to chemo
are myelodysplastic syndrome (MDS) and acute my-
elogenous leukemia (AML). Sometimes, MDS occurs
first, and then turns into AML. Acute lymphocytic
leukemia (ALL) has also been linked to chemo. Che-
mo is known to be a greater risk factor than radiation
therapy in causing leukemia. [8] Some solid tumor
cancers have also been linked to chemo treatment for

certain cancers, such as testicular cancer [9].

Conclusion

With recent advances in surgical techniques, che-
motherapy, and radiotherapy, there has been a sig-
nificant increase in the number of long-term cancer
survivors. Unfortunately, radiation has the potential
to induce cancer decades after the treatment, so ev-
ery effort should be made to minimize the influence
of factors that could potentially increase the risk of
secondary malignant neoplasms after radiotherapy
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NHCTPYKL AN 3A ABTOPUTE

OnwTh uHdopmaLuu

MakefoHcKMOT [nacHWK 3a opToneauja 1 Tpaymatonoruja e
3BaHMYHa Nybnukaumja Ha Make[oOHCKOTO APYLUTBOHA Op-
Tonegw n Tpaymatonosu (MALOT). Hajmanky ase n3gaHuja
FOLMLLHO ce NMy6NnMKyBaaT Ha Make[oOHCKN ja3uK, COToa LITO
ancTpaKTMTe MOPaaT fja b1aaT ABOja3vyHM, T.e. Ha MaKeOHCKN
11 Ha aHITIMCKM ja3uK, @ TEKCTOT CamMO Ha AHFIINCKI ja3uK.
[MacHMKOT e creumnjanu3npaHo MeguLHCKO CnmcaHue o
Len fia o6e36ea1 MHPOPMALN 32 HOBUHU, Hay4HY [JOCTUTHY-
Bakba, KNVHWNYKM UCKYCTBA M AUCKYTabUAHN TeMW Ha MONETO
Ha opToneaujaTa 1 TpaymaTonorujata, Kako 1 Ha rpaHnyHuTe
cneymjanHocTy. Pakonmeu Moxar fja ce [OCTaByBaart o cnef-
HUTe 06MaCTW: OPUTMHANHM TEMU, NPVKa3W Ha Cllyyal, Temu 3a
BUCKYCHja, KPUTUKK, BjarHOCTUYKIA, TePaneBTCKI U TEXHUYKI
MHOBALWW, TEPMUHOMOLLKM AUCKYCUW, UMMPECHN OF HayYHN
COCTaHoOLW, MHGOPMALIN 3 Mel'YHaPOAHY COCTaHOLM, KOMEH-
Tapy 3a HOBY KHUMYA, NMCMa A0 U3[ABAYOT i TH.

Pakonucn objaBeH Bo Apyri HayyHU cnicaiuja Bo Make-
[IOHMja NN BO CTPaHCTBO, Hema fia ce npudarat. Co nybnu-
KyBatb€TO Ha TPYAOT aBTOPYUTE ro MPEHECYBaaT aBTOPCKOTO
npaBo Ha MMacHMKOT. KopucTerbe 1 yMHOXYBatbe Ha Tek-
CTOBUTE, CIMKITE M TabenuTe Ny6aMKyBaHK BO [MacHUKOT
He e [J03BONEHO 6e3 MPETXOfHA COMMacHOCT Ha M3gaBauku-
ot oabop. Kora unctute ce ynotpebyBaat unu pedepupaar,
3a[JO/KUTESHO € LIUTUPatbe Ha MaKeLOHCKNOT [MacHWK Ha
opToneau v TpaymaTosnosu.

CeKoj TPYA KOj LWTO r'i 33[J0BONYBa rOPECNOMEHATUTE WH-
CTPYKLWM € NOAJIOKeH Ha peLieH3uja 11 OLieHa off CTpaHa Ha
113[aBauKIOT 0f00p. MPOLIECOT Ha PeLeH3nja 1 KOHEUHO
npudakarbe Unn oadKBatbe Ha OiPEAEH TPy Tpae of 4 Ao
6 Hegenw. [oToa, aBTopuTe Ce MHGOPMIPAAT 3a OfTyKaTa Ha
113AaBaYKIOT 0a6op.

3paBauknoT 0gbop ro 3afpXKyBa MPaBoTO 3a ja3uyHN Kope-
KUK nam ckpatysatbe. Crite nofaTtouy Bo Ny6MKyBaHNOT
TPy Tpeba fa braaT BUCTUHCKM 1 [a NPOW3NeryBaaT Camo
Of HAyYHOTO NCTPAXKYBaHbE 1 MPAKTNYHOTO UCKYCTBO Ha aB-
TOPWTE, KOW LUTO ja MOAHECYBAAT 1 OATOBOPHOCTA 3a HUBHATA
ABTEHTWUYHOCT. BO 0BOj ClyyYaj, 1134aBaUKMOT OOOP HE € BO
MOXHOCT fja 61fe rapaHT. 3a cekoj nocebeH Cnyyaj, unTate-
NINTE CAaMOCTOJHO MOXKAT [ia M OLie HyBaaT 3aK/y4oLuTe Ha
ABTOPWTE 11 [1a FO MOLENAT CBOETO MIC/IEHE 3@ KOHTPOBEP3NTE
npeKy [MacHMKOT CO JOCTaBYBakbE Ha JOMMUC [0 13[aBayoT.
[JlonncoT ke GuAe [OCTaBEH O COOABETHIOT aBTOP, CO LUTO
Ke ce 06e36efy cuMynTaHO Ny6NnKyBatbe Ha HUBHUTE OATO-
Bopy. Ha 0BOj HauMH MOXe [1a Ce pa3Bue KOPUCHA ANCKYCHja,
MHTEPECHA 33 Hay4yHaTa BUCTWHA, @ unTaTennTe Ke fobujat
BpedHa uHpopmaywja. LienocHo komnneTupaHuTe TpyLOBH
Tpeba aa 6upat focTaBeH BO Be konuu fo MNpeTtceaatenot
Ha 13[aBayKuoT ofbop:

Ipop. ip Munar Camapuucku,

MakedoHcKu opmonedcko-mpaymMamonowKu [MAacHuk
Knuruka 3a opmonedcku 6onecmu, Ckonje

Yn. Majka Tepesa 17, 1000 Ckonje

Peny6nuka MakedoHuja

Ten/thakc: +389 2 3147-090

e-mail: milan_samardziski@yahoo.com

prnOBVITe KOW BO LIENOCT HE KOPEeCNnoHAMPaaT CO UHCTPYK-
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