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Abstract: Introduction: Over the last years, the incidence of multiple primary neoplasms has been 

increasing, with cases of primary prostate cancer and primary colorectal cancer being one of the 

most frequent. Case report: In the case of a 67-year-old patient with sigmoid cancer, a prostate 

cancer was found in pre-therapeutic imaging evaluations, later confirmed by histopathological 

examination. After colectomy with lymphadenectomy, he had received adjuvant chemotherapy, which 

was stopped because of persistent thrombocytopenia. A prostatectomy with lymphadenectomy was 

performed. After six months, Pet-PSMA showed bone lesions, so CyberKnife radiotherapy was 

performed on each. After another six month-free interval, the patient presented biochemical 

recurrence, so adjuvant “salvage” radiotherapy was performed with PSA value decreasing 

afterwards. Without hormonal therapy, which was declined for the moment by the patient, after six 

months, Pet-CT evidenced metastatic bone lesions and a secondary liver determination.  Complete 

androgenic blockade type hormone treatment has been initiated, as well as chemotherapy, with 

imagistic complete response and stationary PSA value. Conclusions: In the cases of patients suffering 

from multiple cancers, serial and multimodal treatments are the only one able to ensure their healing, 

respectively their long-term survival. 
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INTRODUCTION 

Colorectal cancer is the second leading cause of death 

in the United States and the fourth most frequently diagnosed 

cancer worldwide.(1,2) Despite that, the incidence decreased 

from 60.5 (in 1976) to 38.7 (in 2016) per 100.000 people. The 

mortality rates are also decreasing because of prevention, 

screening and treatment modalities. Half of diagnosed patients 

develop further metastases, especially liver metastases.(3) After 

local treatment, 50%-60% of the patients develop liver 

metastases, 20%-34% being declared with liver metastases at 

diagnosis.(4) Based on the Sheer Database, survival rates after 5 

years are 91% to localized disease, 72% regional disease and 

17% in a metastatic setting, so a combined 63% of patients were 

alive after 5 years.(5) In more than 50% of patients with 

colorectal cancer, autopsy often reveals liver metastases, which 

is the primary cause of death.(6) Prostate cancer is the fifth 

leading cause of cancer death among men worldwide and the 

second most frequently cancer diagnosed in men.(7,8) The 

incidence had been declining in the past years, based on 

screening attributed to prostate-specific antigen (PSA).(9) 

Prostate cancer frequently metastasis to bones and lymph nodes 

or directly infiltrates the bladder or the ureters.(10) It can 

metastasize to liver and brain.(11) For the patient diagnosed 

with local or loco-regional prostate cancer, 5 years survival rate 

arrives at 98% of the cases, although in metastatic disease 5-

year-survival is only 30% of the cases. 

AIM 

The aim of this study is to present the importance of 

multimodal treatment in a patient who had two different cancers 

at the same time: a sigmoid adenocarcinoma and a prostate 

cancer. 

 

CASE REPORT 

We present the case of a 67-year-old male patient who 

presented to Gastroenterology Department in 2019, with a 3-

month history of bloating, abdominal discomfort and 

unintentional weigh loss (10 kilograms in 5 months), accusing 

rectal bleeding, occasional with mucus and urinary incontinence. 

The patient’s medical and social history was not significant. 

Colonoscopy performed in 2019 revealed a proliferative, friable, 

stenotic tumour, with a suspect appearance of malignancy. 

Tumour was localized at 60 cm from the anal orifice. Biopsies 

taken, confirmed the diagnosis of well-differentiated infiltrative 

adenocarcinoma. CT thoracic, abdomen and pelvic scans 

showed a stenotic tumour of 48/34 mm, at the sigmoidian level, 

with fat infiltration, prostate showed a transverse diameter of 53 

mm, inhomogeneous structure, with calcifications, minimal 

ascites, perisigmoidian lymphadenopathy up to 8 mm, a process 

of osteosclerosis with inhomogeneous character at the level of 

the spongy L3 vertebra, possibly hemangioma. Initial PSA was 

4 times the normal value, 16 ng/dl (normal value <4ng/dl), 

unknown value for Carcinoembryonic antigen (CEA) and 
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Carbohydrate antigen 19-9 (CA199) markers. 

Pelvic MRI revealed a dimensionally enlarged 

prostate of 56/45 mm, with a tumour mass invading half right of 

the prostate almost entirely, with interest of the base, middle 

area and apex, with 30/40 mm diameter, proximal sigmoid 

stenotic tumoral process, 7 cm long, with overcoming of the 

serosa and infiltration of the adjacent adipose tissue, without 

lymphadenopathy, bone contrast at the level of the left iliac 

wing of 23 mm, nonspecific, without diffusion restrictions. 

Prostate biopsy puncture revealed bilateral prostate 

adenocarcinoma, Gleason score 4 + 3 = 7, grade 4, 70%, grade 3 

group (apex, median, right lobe base, left lobe median). 

Sigmoidian segmental resection was performed with 

terminal colon-colic anastomosis, performed manually in double 

layer. Intraoperatively, there was observed a hard palpation 

tumour formation, of 5/5 cm, at the level of the sigmoid loop, 

with serous invasion, without other macroscopic changes. The 

definitive histopathological (HP) exam showed a G2 

adenocarcinoma, which infiltrates all layers of the colonic wall 

to the serosa, without overcoming it, intratumoral necrosis 

present in 5% of the tissue sample, areas of abscess around a 

fistulisation area, intralymphatic invasion present, no venous or 

perineural invasion, free resection margins, 35 lymph nodes 

excised of which 2 with adenocarcinoma metastases, 

(pT3N1bMxL1Vo stage tumour). 

Post-operative CA199 value was normal, ACE slightly 

increased (3,52ng/ml, normal value <3ng/ml). Whole body MRI 

presented hypertrophic prostate, large size, with malignant 

tumour signal abnormalities, affecting the central and peripheral 

area of the right lobe, the capsule appeared irregular and 

discontinuous, possible extracapsular extension, irregular area of 

the left iliac wing nonspecific, right frontal extranevraxial 

tumour with vasogenic edema and mass effect on the cerebral 

parenchyma, possibly meningioma. 

Due to the cerebral MRI result, a right supraorbital 

minicraniotomy was performed with the tumour ablation, guided 

by neuronavigation, total ablation of Simpson II, dura mater 

plasty. The histopathological examination of the specimen 

showed a meningothelial meningioma grade I WHO. The 

immunohistochemistry assay showed CD34, CK AE1 / AE3, 

GFAP, S100, CD34 negative, EMA positive, KI67 <1%. 

Radical prostatectomy with excision of seminal 

vesicles was performed at 3 months after the neurosurgical 

intervention with lymphadenectomy (12 lymph nodes). The 

anatomo-histopathological result showed prostate 

adenocarcinoma, Gleason score 7 (4 + 3), group 3(based on 

WHO 2016 Staging), perineural intraprostatic invasion, which 

infiltrates the fat tissue at the right base and the right seminal 

vesicle, with venous invasion, pT3a+bN1bMxL0V1R0. Post 

operatory PSA was within the normal range (0.11ng/ml). 

Post operatory thoracic, abdomen and pelvis computer 

tomography does not highlight any pathological changes. 

 

Figure no. 1. Postoperative pelvic MRI without any 

pathological changes, other than post-operative scar 

 

Based on the fact that there were negative factors at 

the pathological report from hemicolectomy such as: 

intratumoral necrosis, abscess, invasion of the lymph vessels, 2 

lymph nodes with adenocarcinoma metastases, it was decided to 

administrate adjuvant chemotherapy for 6 cycles, CapeOx 

protocol: Capecitabine 1000mg/m2, twice a day, days 1-14, oral 

administration, tablets of 500 mg and Oxaliplatin 130mg/m2, 

intravenous infusion in 500 ml glucose 5%, over 120 minutes, 

repeated after 21 days. 3 cycles of CapeOx adjuvant 

chemotherapy were administered, subsequently delayed due to 

persistent thrombocytopenia, grade I and II. 

After three months, PSA was 0.41ng/ml (normal value 

<4ng/dl), so it was interpreted as biochemical recurrence. Pet-

PSMA showed 1 cm left iliac bone uptake and L2 transverse 

process, an uncertain D6 level. CyberKnife radiotherapy with 24 

Gy/1 fr. was performed on each of the bone lesions, six months 

after radical prostatectomy. As a result, the PSA blood level was 

0.187ng/dl (normal value <4ng/dl). 

Loco-regional rescue radiotherapy was performed 

with Elekta Infinity Device, type 2020, VMAT-SIB technique, 

(volumetric modulated arc therapy - simultaneous integrated 

boost), total dose of  66 Gy/ 33 fr., 2 Gy/fractions on the 

prostate lodge, 52 Gy/26 fr., 1.8 Gy/fraction on the pelvic lymph 

nodes, tolerated with radio-dermatitis grade I, three month after 

CyberKnife radiotherapy . 

Patient initially refused hormonal treatment, although 

PSA value had begun to increase, to 0,214ng/dl, 4,53ng/dl and 

8,094ng/dl, (normal value <4ng/dl). 

After 6 months, the abdominal pelvic MRI and Pet-CT 

with fluorodeoxyglucose showed secondary bone determination 

to L5, L3 right scapular spine, right iliac, CD D12, L1 and liver 

metastases of maximum 16 mm. versus diffraction of the liver, 

mediastinal lymphadenopathy of 15 mm. 

  

Figure no. 2. Liver metastases on abdominal pelvic MRI 

 
 

Figure no. 3. Secondary bone determination of L5, on PET-

CT 

 
Combined androgen blockade type hormone treatment 

had been initiated, when PSA value became 8.094ng/dl, with 

antiandrogen Bicalutamide 50 mg/day, tablets, oral 

administration for 14 days, then LH-RH agonist Leuprorelin 

22.5 mg, injection, subcutaneous administration, one injection 

for three months. 
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Figure no. 4. Secondary liver determination on PET-CT 

 
Given the disease-free interval of more than 1 year, as 

well as the metastatic stage, chemotherapy and targeted therapy 

were administered Folfox + Panitumumab (K -Ras and N-RAS 

wild type, Braf Wild type), 6 cycles, protocol: Panitumumab 6 

mg/kg intravenous infusion in 100 ml sodium chloride 0.9% 

over 60 minutes, Oxaliplatin 85mg/m2  intravenous infusion in 

500 ml glucose 5% over 120 minutes, Folinic Acid 400 mg/m2  

intravenous infusion in 250 ml glucose 5% over 120 minutes, 5 

Fluorouracil 400 mg/m2 intravenous bolus over 10 minutes and 

5 Fluorouracil 2400 mg/m2  intravenous infusion, over 46 hours, 

by port-a-cath system. In the last 2 cycles, the patient presented 

a thrombocytopenia that required postponing treatment by up to 

one week. It was given sea buckthorn daily. 

Imaging evaluation at the end of chemotherapy 

consisted of CT scan of the chest, MRI of the abdomen and 

pelvis which did not reveal any metastases, the PSA value was 

0,038ng/dl, (normal value <4ng/dl). Hormone therapy with LH-

RH analogue was continued. Due to persistent grade II 

thrombocytopenia, maintenance treatment could not be 

administered. 

Hematological examination and specific blood tests 

for chronic infections found no other cause for 

thrombocytopenia, than chemotherapy. The hematologist 

prescribed corticoids, which improved thrombocytopenia to 

grade I: 80000-90000/ml, (normal value 150000-450000/ul). 

After 6 months, PSA level was 1,564ng/dl, the 

abdominal-pelvic MRI revealed post-radiotherapy changes at 

the lumbosacral level, but with small hyper Stir images in the 

sacrum area, right paramedian, acetabular and pubic areas, 

possibly small secondary determinations or osteoporosis. That is 

why a bone scintigraphy was performed, which revealed 

secondary bone metastases in the right scapular spine, left 

vertebral hemi body of L3 vertebra, right L5 transverse process. 

Pet-PSMA confirmed the lesions highlighted on scintigraphy, 

which is why CyberKnife radiotherapy with 24 Gy/1 fr. was 

performed, on each of the bone lesions. 

 

Figure no. 5. Secondary bone determination on CyberKnife 

imaging 

 

Both CT thoracic scans and abdominal-pelvic MRI 

showed a complete therapeutic response without distant 

metastases, tumour markers being within the normal limits 

(ACE, CA199 and PSA=0.281ng/dl). PET CT performed at 6 

months afterward did not give evidence of a malignant disease. 

So far, the imaging reassessment has been performed at 3 and 6 

months, maintaining the complete imaging response and the 

values of the markers, PSA till now up to 0.32ng/dl. Also, the 

RH-LH analogue hormonotherapy is continued. 

 

DISCUSSIONS 

Two primary neoplasms in different organs represents 

the existence of two cell type tumours and are known as 

Multiple Primary Tumours (MPT).(12) This occurs between 5% 

and 8% of all cancers, the most frequent association being 

prostate-colorectal (26%). But, there are cases cited in literature 

of colorectal cancers associated with gastric cancer, breast 

cancer, or lung cancer.(13) 

Because every cancer type has different symptoms and 

a different therapeutic circuit, every case needs a multimodal 

treatment and personalized approach. There are quite a few 

cases cited in the literature of patients with sigmoid cancer who 

also have cancers located outside the digestive tract. It was 

observed that 2%-5% of colorectal cancers were detected in 

patients with Lynch syndrome. This syndrome is characterized 

by the association of familial colorectal cancers associated with 

extra-colonic neoplasms.(14,15) Lynch syndrome occurs due to 

the existence of mutations in the MMR genes, which causes in 

the case of tumour cells the appearance of microsatellite 

instability as well as a decrease in the cellular expression of 

proteins that are encoded by the MMR gene.(16) Mutations in 

this gene can be detected by immunohistochemical studies. In 

recent years, in the oncologic centres from the United States, all 

patients with colorectal cancer have been screened for the 

existence of the Lynch syndrome.(17) In our case, the existence 

of Lynch syndrome was ruled out. 

In our case, patient had synchronous cancer at colon 

and prostate. Colon cancer gave hepatic metastases and prostate 

cancer gave bone metastases. The main treatment, for hepatic 

metastases in colon carcinoma is the complete hepatic 

metastases resection, with an adequate hepatic function 

remaining.(18-19) There are no recommendations for debulking 

resection. In the other cases, ablative techniques may be 

considered, such as periportal vein embolization, 

radioembolization or staged liver resection.(20-22) 

Hepatic arterial infusion is a procedure where 

chemotherapy injection is practiced directly into the branches of 

the hepatic artery, using a port or implantable device, on the 

hepatic artery. This approach can lead to malignant cell 

destruction.(23) Chemoembolization consists in catheterizing 

the hepatic artery where chemotherapy will be administered, 

later reaching the occlusion of the hepatic artery which irrigates 

the hepatic tumour.(24) Based on the fact that high radiation 

leads to ionic agitation, heat and can produce coagulative 

necrosis, radio embolization is another local therapy used in 

these cases. Based on a meta-analysis of 90 studies, all three 

techniques lead to same results.(25) 

In our patient, because of the mediastinal 

lymphadenopathy, we had considered the disease to be 

unresectable in that moment, so we initiated aggressive 

chemotherapy for conversion to resectability. In the future, if the 

patient will develop only hepatic metastases, we can use ablative 

techniques. In case of extrahepatic disease, dependent on free 

disease interval, we will use the same chemotherapy and 

targeted therapy, or FOLFIRI+Bevacizumab protocol, 

depending of thrombocytopenia.  

Despite the fact that many high-risk patients with 
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prostate cancer develop bone metastases, it is recommended to 

use Bisphosphonates only after the disease is hormone-resistant, 

or the patient is symptomatic.(26) Local radiotherapy in prostate 

cancer is used in local or loco-regional advanced disease. In 

high and intermediate risk patients with an aggressive tumour 

type, we can use prophylactic lymph node irradiation. In our 

case, due to the fact that there was lymph node invasion on 

pathological report, and there was an extension of the tumour 

beyond the prostate, the patient was in high risk category so it 

was necessary to perform lymph node irradiation, despite higher 

toxicity.(27) 

Volumetric modulated arc therapy (VMAT) is an 

improvement from intensity modulated radiotherapy (IMRT) 

and has the great advantage of an equal dose distribution with 

less toxicity.(28) Considering that our patient had over 4 bone 

metastases the second time, with one beyond the pelvis, we can 

say that it was a disease with an increased tumour volume. 

Stereotactic body radiation therapy (SBRT) is a therapeutic 

method which administers high doses of treatment with lower 

toxicity and great precision frequently with CyberKnife.(29) 

This method identifies the location of the prostate during 

treatment and makes active corrections in terms of movements 

of the prostate during treatment delivery.(30) This radiotherapy 

technique is not available in our country that is why, it was 

performed abroad. 

After a discussion with the patient and his family, 

given the one-year free interval between the appearance of bone 

lesions, and the oligometastatic disease, after a discussion in 

tumour board, we recommended Cyberknife ablative 

radiotherapy. 

First literature data which described oligometastatic 

disease were in 1995.(31) It represents the moment when the 

cancer cells leave the primary tumour forming other small 

metastases, without being a clear definition of the maximum 

number of metastases. In prostate cancer, oligometastatic 

disease is considered in generally as maximum of 3 metastases 

in bone or lymph nodes only, but other criteria have used up to 

six.(32) Every patient with oligometastatic disease can be 

treated with SBRT, regardless of location, given the big 

advantage of minimal toxicity and minimal side effects.(33) The 

procedure is well tolerated even by elderly patients.(34) Local 

control and pain reduction is up to 90%.(35) The disadvantages 

of this technique are the selection of patients, as well as the lack 

of treatment centres, altogether being an expensive and complex 

technique.(36) 

CyberKnife radiosurgery provided a feasible approach 

to control the oligometastatic disease of this patient. Local 

control of distant metastasis was achieved while still sparing 

normal tissues as much as possible, while also giving the option 

of a later re-irradiation in the vicinity should new lesions arise. 

CyberKnife treatments are usually performed in 1 to 5 sessions, 

with a total dose between 6-45 Gray ranges, of 6-15 Gray 

each.(37) Both in the literature and in our case, initially an 

attempt was made to delay systemic treatment, given the 

cardiovascular risks associated with ADT therapy.(38) 

Once colon cancer patients have fully responded, they 

need maintenance treatment to prevent the disease from 

progressing. Meta-analyses have shown that in cases where a 

single liver metastasis was resected, overall survival at 5 years 

was 71%.(39) This approach was not feasible in our case, 

because of mediastinal lymph nodes disease. There are limited 

data in the literature which analyse the resection or local 

treatments of extrahepatic metastases, in the metastatic colon 

cancer. The most important factor which can predict the 

survival, is the primary localization of the tumour. Left side 

tumours have better prognostic than right side tumours, overall 

survival vary from 40% to 20% at 5 years.(40,41)  

In prostate cancer, once the patient develops metastases, overall 

survival is on average 4 years, based on anatomopathological 

findings, tumour volume and PSA doubling time. In metastatic 

settings, based on PSA value after seven months of androgen 

deprivation therapy, if PSA is maximum 0,2 ng/dl, the patient is 

in low risk category, median survival of 75 months, intermediate 

risk category with a PSA between 0,2-4ng/dl, median survival of 

44 months, and at high risk with a PSA above 4 ng/ml, with 

median survival of 13 months.(42) 

If the complete response will maintain, our goal is to 

give maintenance treatment for colon cancer. In prostatic cancer, 

the disease will eventually evolve to PSA rise and eventually 

bone metastases, when we can add Bisphosphonates, while in 

case of symptoms, hormonal treatments like Abiraterona, 

Enzlutamida, or chemotherapy Docetaxel. 

Nowadays, treatment of patients with multiple cancers 

of the digestive tract and extra digestive organs is not 

standardized in terms of surgery. There are oncology centres 

that perform this kind of surgeries at the same time as initial 

surgery, but there are also centres that perform serial surgeries. 

The same thing happened in our case. Supporters of the idea of 

practice of a multidisciplinary team surgery are based on the fact 

that reducing the number of the surgical interventions can lead 

to a decrease in morbidity, respectively postoperative mortality, 

as well as reducing the period between surgery and the initiation 

of adjuvant cancer therapy.(43) 

The particularity of the case consists in the fact that 

two types of cancers were diagnosed in the same patient with a 

complete imaging response to treatment, which is maintained 

despite the fact that until now, it has not been possible to resume 

chemotherapy and targeted maintenance therapy, due to 

secondary thrombocytopenia. 

 

CONCLUSIONS 

In the cases of the patients suffering from multiple 

cancers, serial and multimodal treatments are the only one that 

are able to ensure their healing, respectively their long-term 

survival. 
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