
Full Terms & Conditions of access and use can be found at
https://informahealthcare.com/action/journalInformation?journalCode=ionc20

Acta Oncologica

ISSN: 0284-186X (Print) 1651-226X (Online) Journal homepage: informahealthcare.com/journals/ionc20

Triple malignancy: Sequential development of
second and third primary tumors in a patient with
Hodgkin's lymphoma

George A. Giannopoulos, George H. Sakorafas, Aikaterini Parasi, Nikolaos
Tzanakis, George Ralis & George Peros

To cite this article: George A. Giannopoulos, George H. Sakorafas, Aikaterini Parasi, Nikolaos
Tzanakis, George Ralis & George Peros (2007) Triple malignancy: Sequential development of
second and third primary tumors in a patient with Hodgkin's lymphoma, Acta Oncologica, 46:8,
1187-1189, DOI: 10.1080/02841860701367852

To link to this article:  https://doi.org/10.1080/02841860701367852

Published online: 08 Jul 2009.

Submit your article to this journal 

Article views: 396

View related articles 

https://informahealthcare.com/action/journalInformation?journalCode=ionc20
https://informahealthcare.com/journals/ionc20?src=pdf
https://informahealthcare.com/action/showCitFormats?doi=10.1080/02841860701367852
https://doi.org/10.1080/02841860701367852
https://informahealthcare.com/action/authorSubmission?journalCode=ionc20&show=instructions&src=pdf
https://informahealthcare.com/action/authorSubmission?journalCode=ionc20&show=instructions&src=pdf
https://informahealthcare.com/doi/mlt/10.1080/02841860701367852?src=pdf
https://informahealthcare.com/doi/mlt/10.1080/02841860701367852?src=pdf


LETTER TO THE EDITOR

Triple malignancy: Sequential development of second and third
primary tumors in a patient with Hodgkin’s lymphoma

GEORGE A. GIANNOPOULOS1, GEORGE H. SAKORAFAS1, AIKATERINI PARASI1,

NIKOLAOS TZANAKIS1, GEORGE RALIS1 & GEORGE PEROS1

14th Department of Surgery, Athens University, Medical School, Attikon University Hospital, Athens, Greece

To the Editor

A 30-year-old patient was presented to our hospital

complaining of easy fatigue, tiredness, epigastric

pain after the ingestion of food and radiated to the

right hypochodrium. He also reported melena three

days before his admission. When he was 13-years-

old he was diagnosed with Hodgkin’s lymphoma at

the left cervical area (stage IA). He was treated by

radiation therapy (40 Gy in total, one month dura-

tion). As usual at that time, he also underwent

splenectomy as a staging procedure [4]. His family

history was free; he was neither a smoker nor a

regular alcohol or drug user. Clinical examination

showed the manifestations of anemia (on inspection)

and the presence of melena during the digital

examination of the rectum. Laboratory investigation

showed anemia (Hct�20.9%, Hb: 6.9 g/dl, MCV:

87.2 fl) and was otherwise negative. Upper gastro-

intestinal endoscopy revealed an intraluminal ulcer-

ated mass in the area of the cardioesophageal

junction. Endoscopic biopsies were positive for

malignancy (sarcoma). Colonoscopy was without

pathologic findings. Abdominal computed tomogra-

phy showed a solid mass of soft tissue density at the

area of the gastroesophageal junction with morpho-

logical characters of malignant tumor. A slight

enlargement of regional lymph nodes was also

imaged. The patient underwent total gastrectomy.

Postoperative course was uneventful and the patient

was discharged on postoperative day 13. Histology

revealed a large (6�3.5�2 cm) sarcoma, with

extensive ulceration of the mucosa. The tumor

infiltrated the local fatty tissue. Immunohistochem-

istry confirmed the diagnosis of a sarcoma (positive

to vimentin and desmin, and � to a lesser extent � to

smooth muscle actine and to protein NSE and

negative to CD34 as well as to C-kit). Thus, the

final diagnosis was of a Grade 2 (according to Costa)

T3N0 sarcoma of the gastric cardia.

Twenty months later the patient was again ad-

mitted to our department complaining of weight loss

(�10 kg), observed during the last 6 months. He

also noted a palpable lesion behind the nipple of the

right breast. Clinical examination revealed a pain-

less, hard and mobile mass behind the nipple of the

right breast and lymphadenopathy at the right axilla.

As reported in the medical records, clinical exam-

ination of the breasts was negative during the

previous admission of the patient. Laboratory in-

vestigation was without pathologic findings (except

of slight leucocytosis, as expected due to previous

splenectomy). Recurrence of the sarcoma was ex-

cluded at that time by upper gastrointestinal endo-

scopy and abdominal computed tomography which

were negative. Computed tomography of the thorax

showed the palpable breast lesion, but was otherwise

negative. Fine needle aspiration biopsy of the breast

lesion revealed a breast carcinoma. The patient

underwent a modified radical mastectomy of the

right breast. Postoperative course was uneventful

and the patient was discharged on postoperative day

4. Histology revealed a ductal invasive carcinoma of

the breast (maximum diameter of 2.5 cm, Grade 3),
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infiltrating the nipple, with the presence of many

neoplastic emboli within lymph vessels and with

metastases in three of the 14 resected axillary lymph

nodes. The tumor was ER and PR positive (90% and

60%, respectively), Ki 67 (�), c-erbB-2 (�), BCL-2

(�) and p53 (�). The patient received adjuvant

chemotherapy and hormonotherapy.

Twenty seven months following gastrectomy a

recurrence of the sarcoma was diagnosed, and the

patient died from generalized disease, about 38

months after gastric surgery.

Current therapeutic methods can achieve high

(�85%) cure rates in patients with Hodgkin’s

lymphoma [1�3]. However, these therapeutic regi-

mens (which include radiotherapy and chemother-

apy) have been associated with an increased

incidence of a late side effect, the development of

other primary metachronous tumors. These tumors

represent a major cause of mortality in patients with

Hodgkin’s lymphoma after the cure of their disease

[4]. Most commonly, these metachronous neo-

plasms include solid tumors (which can be observed

almost anywhere, i.e. in the lungs, gastrointestinal

tract, blood system, breast, prostate, female repro-

ductive system, thyroid, and skin), as well as blood

malignancy (usually acute leukemia) [5�13]. Typi-

cally, these metachronous tumors are diagnosed after

more than 15 years following treatment of Hodgkin’s

lymphoma [14]. Blood malignancies are less com-

mon in total, but are more frequently observed

during the first decade after treatment of Hodgkin’s

lymphoma [3].

The increased risk for the development of second

or even third primary malignancy in these patients is

probably due to the therapeutic treatment of Hodg-

kin’s lymphoma. Radiation therapy techniques (in

particular the high doses used during the past

decades, as well as the extended field of irradiation)

have been implicated for the development of breast

and thyroid cancer. Alkylating agents-based che-

motherapy may be implicated in the development

of blood malignancies during the first decade follow-

ing treatment and of solid tumors after 15 years [3].

Moreover, splenectomy, which was used in the past

as a staging procedure (as in our patient), may

predispose to the development of other second

primary tumors [15,16]; however, this is a contro-

versial issue [1].

To reduce the risk of metachronous primary

tumor(-s) development in patients treated for Hodg-

kin’s lymphoma a variety of modified therapeutic

manipulations have been proposed, including the

use of lower radiation doses, narrow radiation fields,

combination therapy (radiation therapy and che-

motherapy), prophylactic use of tamoxifen in women

with other risk factors for breast cancer, etc

[1,14,17,18]. Due to the high risk for metachronous

primary tumor development, patients treated for

Hodgkin’s lymphoma should be followed for a long

period (even up to 20 years). In addition to the usual

clinical and laboratory investigation, whole body CT

scan and PET scan have been proposed for the

follow-up of these patients [3]. The identification of

molecular indices that could be used to detect the

increased risk for second primary malignancy has

been proposed to identify patients at the highest risk.

This approach is theoretically very appealing, since it

will allow the determination of the highest risk

group, which should be followed much more closely,

with a more intensive follow-up program.
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