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ABSTRACT

Palliative chemotherapy in patients with thrombophilia is a challenge for clinical oncologists. On one 

hand the optimal treatment should be very safe for patient, on the other hand – as effective as possi-

ble. That therapy is also connected with proper thromboprophylaxis. The incidence of multiple can-

cers is a serious problem of modern oncology. In patients whose medical history includes two or more 

cancers, it is essential to obtain histopathological diagnosis before the administration of treatment of 

disseminated disease. It allows to avoid improper therapy which is often toxic. The article presents the 

case of a patient with antithrombin deficiency and two cancers in medical history: colon cancer and 

endometrial cancer. The treatment of the patient because of the metastatic cancer was started after 

the histopathological diagnosis. In metastatic lymph node the endometrial cancer was recognized. 

The carboplatin and paclitaxel were used in the therapy. The treatment was conducted in four course 

chemotherapy. It revealed considerable polyneuropathy and hematologic toxicity limiting from fur-

ther therapy. Treatment allowed to obtain biochemical response, decrease of metastases and the con-

dition of a patient improved. During the systemic therapy thromboprophylaxis with acenocumarol 

was used. The incidence of venous thromboembolism or bleeding complications were not noticed. 
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INTRODUCTION

Thrombophilia is an abnormality of blood coagulation that in-

creases the risk of thrombosis. That prothrombic state can be 

congenital or acquired condition that tends to cause venous 

thromboembolism (VTe) [1]. Based on risk level we can divide it 

into mild and severe coagulopathy.

One of the severe coagulopathies is antithrombine (aT) deficien-

cy, in which heterozygote’s risk is 20–50 times higher. There are 

two types of antithrombine deficiency:

•	 type	 I  antithrombin	 deficiency	 is	 characterised	 by	 a  de-

crease in both antithrombin activity and antithrombin con-

centration in the blood of affected individuals

•	 type	 II	 antithrombin	deficiency	 is	 characterised	by	normal	

antithrombin levels but reduced antithrombin activity in the 

blood of affected individuals.

The diagnosis of hypercoagulability itself is not the indication for 

a  treatment but prophylaxis should be taken into consideration. 

For example in abdominal surgery or delivery in patients with aT 

deficiency infusion of antithrombin concentrate may be adminis-

tered. In patients with thrombophilia and VTe vitamin K antago-

nists (VKa) are used to treat. In aT deficiency heparins are efficient 

as well. However, in very low aT level, which we can see in Dissem-

inated Intravascular Syndrome (DIc) the role of heparins is limit-

ed. after the first episode of venous thromboembolism patients 

should be treated with anticoagulants for their whole live [1].

CASE STUDY

In 2014 69-year-old women was admitted to the Oncology De-

partment in Rybnik with the history of treatment in nearby hos-

pital. capecitabine in monotherapy had been advised because of 

disseminated cancer – probably disseminated colon cancer.

The history treatment of the patient has been analyzed:

1. In 2007 she underwent the treatment of endometrial can-

cer. Histerectomy has been performed with additional 

brachytherapy. In histopathology study adenocarcinoma 

endometrioides g1 (FIgO2009 II) was recognized. 

2. In august 2012 positron emission tomography (PeT) has 

been performed, where a  lymphadenopathy in retroper-

itoneal space and changes in transversal colon suggesting 

primary neoplasm were diagnosed. 

3. The patient was qualified to an operation. a left side hemi-

colectomy was performed. In histopathology examination 

adenocarcinoma was diagnosed. 

4. In 2014 patient was diagnosed with right side hydrone-

phrosis. an additional image diagnostic including cT 

showed the presence of enlarged lymph nodes (4.5 × 8 cm) 

in periaortical side at the height of kidneys with infiltrating 

right ureter. In clinical examinations enlarged lymph node 

in the neck at the left side was identified, and biopsy was 

performed. Tissue samples were described as a metastatic 

cancer cells.

Because of atypical case of colon cancer, endometrial cancer in 

history, and PeT result suggested stage of dissemination in 2012 

the previous advice to administer a  capecitabine was ques-

tioned. Before implementing the therapy the further diagnostic 

should be performed. comorbidity of patients was coagulopa-

thy-point mutation of (nt 683g.T), correlated with antithrombin 

I  deficiency [2, 3]. Patient was treated with acenocumarol be-

cause of VTe episode in the past. Biopsy of neck lymph node was 

planned. Before that a  switch from acenocumarole to enoxa- 

parin in treatment dose was required [3, 4]. In case of large sur-

gery – such as hemicolectomy – patient received antithrombin 

concentrate [3]. Histopathological test result presented diagno-

sis different to the primary one – metastatic endometrial cancer 

in lymph node.

Treatment

clinical condition of a patient before the treatment scored 1 ac-

cording to ecOg (eastern cooperative Oncology group). There 

was a concern about soft tissue thickening in scar formation af-

ter biopsy of neck lymph nodes. all other lymph nodes were not 

palpable. except mild trophic changes of both shanks after epi-

sode of deep vein thrombosis (DVT) there were no other clinical 

findings.

Patient complained most about lower back pain, caused prob-

ably by lymph nodes mass effect. The pain was rated with 5–6 

points in nRS (numerical Rating Scale), and affected everyday ac-

tivity. Transdermal patches of 25 µg/h fentanyl, and 20 mg mor-

phine pills on demand controlled pain sufficiently.

The main comorbidity of patients was arterial hypertension, co-

agulopathy-aT deficiency. most relevant issues in the past were 

pulmonary embolism in her youth and DVT episode in 2012.

laboratory test revealed II stage anemia according to WHO 

(World Health Organization). The rest of the results were: ca125 

marker (cancer antigen 125) – 115.7 U/ml, creatinine – 98.9 

mmol/l, with relatively good egFR – 60 ml/min.
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cT scan before the treatment showed a  presence of enlarged 

lymph nodes in retroperitoneal space where right ureter was 

compressed with subsequent hydronephrosis.

Patient was qualified for palliative chemotherapy with carbo-

platin and paclitaxel. In 21-day cycles. Because of the increased 

thrombosis risk during chemotherapy dosage of acenocumarole 

was based on international normalized ratio (InR). complica-

tions of treatment such as lack of appetite, nausea, vomits were 

expected and could affect InR and for that reason the test was 

repeated every week. The total number of 4 cycles was adminis-

tered. Polyneuropathy and hematologic toxicity prevented from 

further treatment. after the 4th course of chemotherapy throm-

bocytopenia (31,000/mm3) appeared with level 3 according to 

cTc ae. Polyneuropathy reached level 2 cTc ae. It was decided 

to end the treatment. It was estimated that no further benefits 

can be achieved, the continuation of the treatment would ag-

gravate toxicity and possible hemorrhage related complications. 

Polyneuropathy deteriorates life quality, but hemorrhage com-

plications are life threating.

Performed cT after the treatment showed reduced retroperito-

neal lymph nodes that met the criteria of stabile disease (cD) 

according to RecIST (Response evaluation criteria in Solid Tu-

mours). The treatment resulted in better clinical status, lymph 

nodes reduction, and marker response – total reduction of ca 

125 by 50%. Pain was reduced to 2–3 points in nRS scale. There 

was no thrombotic, no haemorrhagic complications during the 

treatment. 

4 months after the therapy there was an episode of profound 

anemia. Hemoglobin level was 5.6 g/dl, with upper gastrointes-

tinal tract bleeding. Performed endoscopy showed infiltration 

in descending part of duodenum. cT confirmed progression of 

the disease. Palliative surgery by-passing gastro-intestinal junc-

tion was performed. There was an attempt of monotherapy with 

doxorubicin, but after a  considerable toxicity and anemia was 

discontinued after the first course. Best supportive care was rec-

ommended. 

DISCUSSION

In this case, proper treatment and monitoring of accompanying 

diseases in palliative treatment was taken into account. che-

motherapy in patients with aT deficiency should be conducted 

with caution [5, 6]. chemotherapy, as well as disseminated neo-

plasm brings higher thrombosis risk, and should be carefully 

managed in thrombophilia patients [5, 6]. It is suggested that 

VTe inducing factors may be endothelial cells activations, and 

pro coagulative agents released during apoptosis [7]. Knowing 

the reasons of thrombophilia helps proper management, pro-

phylaxis and treatment. close examinations between the cours-

es can prevent potential complications and drugs interactions 

with VKa [8]. malnutrition, diarrhoea, vomits can influence vi-

tamin K1 level [9]. adequate control of comorbid can prolong 

palliative treatment by avoiding serious complications (g3–g4 

according to cTc ae) [10].

CONCLUSION

multiple neoplasms (synchronic and metachronic) are becoming 

more considerable problems of the modern oncology [11]. The 

presented case with two cancers in history shows how histo-

pathological confirmations of relapsed disease lead to optimal 

therapy. every attempt of histopathological test should be un-

dertaken when two cancers are diagnosed before treatment of 

relapsed disease. It helps to avoid unsuccessful therapy without 

any benefits but with range of complications. 

References

1.  Hellman a. choroby układu krwiotwórczego. In: gajewski P. (ed). Interna Szczeklika 2015. medycyna Praktyczna, Kraków 2015: 1842-1845.

2. Szymańska m, alhenc-gelasb m, Undas a. antithrombin Rybnik: a new point mutation (nt 683 g>T) associated with type I antithrombin deficiency 
in a patient with venous thromboembolism and recurrent superficial venus thrombosis. Blood coagul Fibrinolysis 2013; 24: 579-580.

3.  Szymańska m, Wypasek e, Undas a. niedobór antytrombiny – problemy diagnostyki laboratoryjnej. Diagn lab 2013; 49(2): 145-152.

4.  Wojtukiewicz mZ, Sierko e, Tomkowski W et al. guidelines for treatment of venosus thromboembolism in patients with cancers treated conserva-
tively. Oncol clin Pract 2016; 12: 67-91.

5.  Potemski P, Krzakowski m. leczenie wspomagające. In: Krzakowski m, Warzocha K (ed). Zalecenia postępowania diagnostyczno-terapeutycznego 
w nowotworach złośliwych 2013 rok. Via medica, gdańsk 2013: 558-567.

6.  Blann aD, Dunmore S. arterial and Venous Thrombosis in cancer Patients. cardiology Research and Practice 2011; 2011: 394740. doi: 
10.4061/2011/394740.

The role of histopathological examination, therapeutic difficulties and thromboembolism treatment during palliative chemotherapy in patient...
K. Kryszczyszyn-Musialik, L. Dolczak, G. Słomian

OncoReview 2017/Vol. 7/Nr 1/A28-31

© Medical Education. For private and non-commmercial use only. Downloaded from
https://www.journalsmededu.pl/index.php/OncoReview/index: 19.05.2024; 00:58,14

Fo
r n

on
-

co
mmerc

ial
 us

e o
nly



31Awww.oncoreview.pl

7.  Kirwan cc, mccollum cn, mcDowell g et al. Investigation of proposed mechanisms of chemotherapy-induced venous thromboembolism: endo-
thelial cell activation and procoagulant release due to apoptosis. clin appl Thromb Hemost 2015; 21: 420-427.

8.  leBlanc TW, mcneil m., Kamal aH et al. Polypharmacy in patients with advanced cancer and the role of medication discontinuation. lancet Oncol 
2015; 16(7): e333-341.

9.  Saccullo g, malato a, Raso S. et al. cancer patients requiring interruption of long-term warfarin because of surgery or chemotherapy induced 
thrombocytopenia: The use of fixedsub-therapeutic doses of low-molecular weight heparyn. am J Hematol 2012; 87: 388-391.

10.  Domagała-Haduch m, Jasiówka m, nowak Ł et al. complications of palliative antiangiogenic therapy in patients with colorectal cancer. OncoRev-
iew 2016; 6: 199-204.

11.  Świątoniowski g, Brużewicz S, Kłaniewski T. Radykalne leczenie chorej z trzema nowotworami złośliwymi. Onkol Prak Klin 2008; 4: 107-109.

The role of histopathological examination, therapeutic difficulties and thromboembolism treatment during palliative chemotherapy in patient...
K. Kryszczyszyn-Musialik, L. Dolczak, G. Słomian

authors’ contributions:
Katarzyna Kryszczyszyn-Musialik: 70%;  

Ludmiła Dolczak: 15%; Grzegorz Słomian:15%.

conflict of interests:
None.

Financial support:
None.

ethics:
The paper complies with the Helsinki Declaration, EU Directives 

and harmonized requirements for biomedical journals.

OncoReview 2017/Vol. 7/Nr 1/A28-31

© Medical Education. For private and non-commmercial use only. Downloaded from
https://www.journalsmededu.pl/index.php/OncoReview/index: 19.05.2024; 00:58,14

Fo
r n

on
-

co
mmerc

ial
 us

e o
nly

Pow
er

ed
 b

y T
CPDF (w

ww.tc
pd

f.o
rg

)

http://www.tcpdf.org

