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I am a Medical Oncologist specialized 
in sarcoma and lymphoma cancers. 
The focus with this thesis has been to 
evaluate the impact of testosterone 
deficiency and genetics on the 
risk of cardiovascular disease and 
reproduction in young male cancer 
survivors.
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Populärvetenskaplig sammanfattning 

Testikelcancer drabbar årligen ca 300 män i åldern 18-35 år och är den vanligaste 
cancerformen i denna åldersgrupp. Barncancer drabbar ca 300- 350 barn i Sverige 
varje år. Idag är överlevnadssiffrorna för testikelcancer 98% och för barncancer 
överstigande 80%. Förbättringar i behandling och uppföljning av patienterna har 
gjort detta möjligt. I Sverige finns det idag över 10 000 unga canceröverlevare och 
gruppen ökar ständigt i antal. 

Studier har dock visat att de är sjukare än sina jämnåriga, varav 30 % av 
barncanceröverlevarna har mycket allvarliga biverkningar efter sjukdom och 
behandling. Vissa får debut av biverkningar direkt efter behandling, medan andra 
utvecklar dessa senare i livet. De vanligast förekommande är hjärtkärlsjukdomar, 
hormonstörningar, trötthet, nedstämdhet samt oförmåga att skaffa barn. 

För hela gruppen gäller att de dör i förtid. Efter 5 år är det sekundär cancer och 
hjärtkärlsjukdomar som står för den största dödligheten.  

Studier på senare år har visat att många av de manliga canceröverlevarna har brist 
på det manliga könshormonet testosteron. Testosteronet behövs hos mannen för att 
upprätthålla flertalet processer i kroppen innefattande hår- och muskelväxt, 
spermiebildning, samt optimal hjärt- och kärlfunktion. Dessutom motverkar 
testosteron övervikt, nedstämdhet och nedsatt sexuell lust. 

Receptorn dit testosteronet binder för att få önskvärd effekt, androgenreceptorn, 
finns i de flesta vävnader i kroppen. Det indikerar att den har en mångsidig verkan. 
Receptorn är en del av mannens arvsmassa och indivduella skillnader påverkar hur 
väl receptorn fungerar. Dessa benämns polymorfier och dess variation kan få olika 
konsekvenser, till exempel ökad risk för vissa cancerformer och förhöjda blodfetter.  

Med denna studie ville vi undersöka om unga manliga canceröverlevare, jämfört 
med friska kontrollpatienter, har en ökad risk för testosteronbrist och om det 
påverkades av vilken behandling de fått.  

Vi ville också veta om testosteronbristen kan kopplas till tidiga tecken på 
hjärtkärlsjukdom i form av förhöjda insulin och glukosnivåer, samt stegrat 
kolesterol, förhöjt blodtryck och en ökad förekomst av metabolt syndrom (som är 
ett samlingsbegrepp för flera samtidigt förekommande riskfaktorer).  

Testosteronbrist kan behandlas med testosteronersättning vilket kanske kan ge en 
möjlighet att förhindra sjuklighet och för tidig död. Resultaten av dessa studier finns 
beskrivna i artikel II och III och bekräftar vår teori att canceröverlevare med 
testosteronbrist har ökad förekomst av flera riskfaktorer i jämförelse med 
kontrollpatienterna. Vid testosteronbrist ökar också risken för att drabbas av det 
metabola syndromet jämfört med kontrollerna. 
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I studie 1 var målet att undersöka om androgenreceptorns polymorfier påverkar hur 
snabbt man återhämtar sin förmåga att skaffa barn, genom att titta på hur snabbt 
spermiefunktionen återhämtas. Där visar vi att testikelcanceröverlevande män med 
den normalt mest effektiva polymorfin är de som återhämtar sin spermieproduktion 
långsammast.  

I studie 4 undersökte vi om androgenreceptorns polymorfier också påverkade risken 
att drabbas av riskfaktorer för hjärtkärlsjukdomar och metabolt syndrom och hur 
stor betydelse testosteronbrist har i detta sammanhang. Man kunde i denna studie se 
att polymorfierna har betydelse för risken att drabbas av förhöjda kolesterolvärden 
och metabolt syndrom, även när man har testosteronbrist.  

Av detta drar vi slutsatsen att testosteronbrist är en riskfaktor för att drabbas av vissa 
kardiovaskulära riskfaktorer efter cancer och att genetiska varianter av 
androgenreceptorn ytterligare styr detta, samt att de genetiska varianterna av 
androgenreceptorn också påverkar hur snabbt man återhämtar sin spermiefunktion. 

Denna kunskap hoppas jag kunna leda till förbättrad klinisk uppföljning av unga 
manliga canceröverlevare, så att man tidigare upptäcker risk-patienter. Provtagning 
avseende riskfaktorer för hjärtkärlsjukdom och testosteronvärden bör ingå i denna 
uppföljning. Man skall vid behov initiera förebyggande åtgärder såsom 
viktminskning och blodfettsminskande mediciner. I vissa situationer bör insättning 
av testosteronbehandling övervägas. Kunskapen kring de genetiska skillnaderna i 
androgenreceptorn och dess påverkan på spermieåterhämtningen kan tänkas bidra 
till att förutse vilka män som har störst risk att påverkas i sin fertilitet. Detta kan få 
betydelse för pojkar med cancer före puberteten då man inte kan frysa ner spermier 
för senare provrörsbefruktning, och där andra fertilitetsbevarande åtgärder får 
övervägas. 
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Preface 

Cure, but to what price? 

Being a resident in the Oncology department, I met Anders, who was a survivor of 
childhood cancer. As a ten-year old he was diagnosed with a malignant brain 
tumour. The treatment included surgery and radiotherapy and lasted for several 
years. ”I don´t remember much, but if anything I missed my friends and playing 
football. The treatments were nothing compared to the disaster that afterwards 
became my life!” 

The late-term effects with blindness, endocrine dysfunction, seizures, hypertension, 
and later effects on fertility, changed his life completely. 

-I survived, but I am not sure that it was a price worth paying. 

The story of testicular and childhood cancer is from a statistical point of view a 
successful one. Earlier they were highly lethal diseases, from which only few of the 
young patients survived. 

With research and improvements in treatments, the vast majority today become 
long-term survivors. In Sweden today, one in every five hundered is a young cancer 
survivor. 

Among childhood cancer survivors, three out of four have late-term complications 
after disease and treatment. One third suffer from serious complications. The late-
term mortality is increased and premature death due to cardio-vascular disease 
(CVD) is common.  

In previous studies on healthy men, low testosterone has been linked to an increased 
risk of CVD. Furthermore, it is indicated that male cancer survivors more often 
suffer from low testosterone, hypogonadism.  

Testosterone and its receptor, the androgen receptor, are crucial for the maintenance 
of male characteristics and several physiological phenomena. Genetic variants of 
the receptor, polymorphisms, are known to influence the outcome of the receptor. 

With this project the aim was therefore to investigate the associations between low 
testosterone and risk factors of cardiovascular disease, sperm concentration, 
recovery and polymorphisms in the androgen receptor gene in male cancer 
survivors. The completion of this study, including 250 patients and 250 controls 
have been challenging, but above all, I had the blessing to meet all the cancer 
survivors, who, in different ways struggle to proceed with the rest of their lives. 
Their courage and their willing to live a normal life despite suffering from late 
complications is the driving force of this study.  
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Anders is just one of many in this growing subgroup in society, with severe sequelae 
and with a long expected lifetime. More attention should be given the ability to live 
a normal life with a minimum of complications. With this study my aim was to 
contribute to the knowledge of late-term morbidity that could lead to improvements 
in life quality. Hopefully, the future treatment regimens of young cancer patients 
will give “Cure at a reasonable price”, but until then we need to handle the late-term 
complications. 
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Male Survivors of testicular and 
childhood cancer 

Testicular Cancer 

Incidence, prevalence and mortality 
Testicular cancer (TC) is the most frequent malignancy in young men aged 18-40 
years. Yet it is a rare disorder accounting for 1 % of all male cancers (1-3).  

The annual incidence has increased by 2.3 % during the last decade with 300 new 
cases in Sweden every year (4-6). A fivefold rise is detected during the last four 
decades in developed countries, but with large variation in incidence between 
Nordic countries. The highest incidence is found in Denmark and Norway, 10.1 and 
12.9/ 100000, compared to 7.8/ 100 000 in Sweden. For least developed countries 
the incidence is considerably lower. The lifetime risk in African countries is 1/1160 
compared to 1/235 in Sweden(7,8) (9) (10). 

Survival rates have improved remarkably in Western countries (Figure 1). This is 
mainly due to the introduction of a cisplatin-based chemotherapy, but progress in 
radiotherapy, improved diagnostics and specialized collaboration groups have 
contributed. Survival rates have increased from approximately 40 % in the 1960´s 
to exceed 97 % for the whole group, and 99 % for patients with localized disease 
(11). 

Aetiology 
Germ-cell tumours originate from primordial germ cells, the pre-stage of 
spermatozoa and account for 95 % of all testicular cancer. They constitute two 
groups; seminomas and non-seminomas. The remaining 5 % are other malignancies; 
e.g. lymphoma, sarcoma and mesothelioma.  

TC occurs in early adult life and it has been suggested that the carcinogenic process 
starts already in the fetal stage. The primordial germ cell arising during 
embryogenesis will turn into a gonocyte prior entering mitotic arrest and mature into 
pre-spermatogonia. Further development will occur at onset of puberty as 
testosterone levels rise. It is proposed that gonocytes fail to differentiate and instead 
become cancer precursor cells, indicated by the fact that GCNIS (germ cell 
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neoplasia in situ) cells express markers similar with those expressed by embryonic 
stem cells and gonocytes (12), (13).  

 

Figure 1. 
Testis cancer mortality Sweden 1952-2012 (Nordcan). 

Risk factors for TC 
The potential background of TC is fetal intrauterine exposure to abnormal levels of 
sex hormones, initiated by maternal lifestyle (14,15), (maternal smoking, obesity 
and child-bearing), and specific environmental subjects; (organochloride pesticides, 
endocrine disruptors. 

Some studies have indicated a link between TC and cryptorchidism, (non- 
descending testis (16). With cryptorchidsm the risk for seminoma is four times 
enhanced (15,17-19),(20),(21). Also subfertility (22),(23,24), genital 
malformations, hypospadias (25), (26) and hernias, semen quality decline (24) (27) 
are associated risk factors. Based on these observations, Skakkebekk formulated the 
testicular dysgenesis syndrome (TDS) in 2001, where reduced spermatogenesis, 
cryptorchidism and TC possibly share common ethological features with a genetic 
impact, including developmental diorders of the testis (28).  

Further evidence for a genetic involvement may be represented by the increased risk 
for TC if a brother or father has been diagnosed with TC (29). Moreover, first-
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generation immigrants have a similar risk as country of origin, whereas second-
generation immigrants have a risk of TC in accordance with natives of the 
immigrated country (30).  Studies on androgen receptor polymorphism have implied 
an association to TC, further pointing at a genetic susceptibility (31), (32). However, 
repeated studies of whole genome sequencing and TC, have not reached consensus 
supporting an existence of a high-penetrating gene (33). Studies on specific families 
with a minimum of two blood relatives with disease denote that multiple common 
alleles could be involved (34,35). 

Diagnosis of testicular cancer 
Most patients with TC present with a unilateral painless lump and only 20 % have 
scrotal pain (35). One fourth of patients will suffer symptoms from the site of 
metastasis; respiratory symptoms if lung metastasis, back pain in patients with 
retroperitoneal metastasis (the most frequent location of metastasis) (36). The most 
common site of haematogenous dissemination is the lungs, and other locations, e.g. 
CNS and skeleton, are more rarely occurring. 

Clinical examination, ultrasound of testis, CT-scans and blood sampling for tumor 
biomarkers (alpha-fetoprotein (AFP); ß-humanochoriongonadotrohin,ß-HCG, 
lactate dehydrogenase LD are used for proper staging and diagnosis. Among non-
seminoma patients, 70 % have elevated AFP and/ or ß -HCG at diagnosis (37,38). 
LD is a reliable marker of tissue injury and reflects tumour progression and turnover, 
yet it is a less specific biomarker than AFP and ß -HCG. New biomarkers include 
PLAP (placental-like alkaline phosphatase), elevated in 60-70% of seminoma 
patients (39) and circulating micro-RNA (40,41) indicating testicular cancer with 
98 % sensitivity. 

Treatment and prognosis 

A half century ago, testicular cancer was treated primarily by surgery. The survival 
rates were below 40 %. The introduction of combinational chemotherapy of 
metatstatic testicular cancer in 1960 resulted in a 30 % response rate (42). When 
vinblastine and bleomycin were introduced as primary treatment in 1975, 39 % 
reached complete response (43). Cisplatin was introduced in the 1970´s and in 1977 
Einhorn and Donhue reported a 100 % response rate and 74 % complete response 
of cisplatin in combination with vinblastine and bleomycin (CVB) when surgical 
excision was performed of residual disease post-chemotherapy (44-46). 

In 1983 BEP (Bleomycin, Etoposide and Cisplatin) was introduced, exchanging 
vinblastine for etoposide due to less toxicity (47). CVB and BEP were compared in 
a randomized study by (48)where the preeminence of BEP was concluded with 



20 

improved efficacy and decreased toxicity. BEP has ever since been first choice of 
treatment.  

Staging and Treatment according to Swenoteca (Swedish Norweigan testicular 
cancer)  
In Sweden, The Royal Marsden Hospital system (Table 1) is applied for screening, 
(49). After orchiectomy, CT-scans and abnormal tumor-markers are used for 
detection of metastasis. Due to the risk of Germ Cell Neoplasia in situ (GCNIS) in 
the contra-lateral testicle, present in 2-9 % of patients (50,51), a biopsy is often 
accomplished. In case of GCNIS, RT of 16 Gy in 8 fractions is recommended (52). 

Table 1.  
The Royal Marsden Hospital system  

Clinical 
stage 

Criteria 

CSI No evidence of metastases 

CS MK+ Tumour markers AFP/ beta-HCG persistently elevated (not declining according to half-life), no 
macroscopic metastases 

CS II Metastatic disease restricted to abdominal nodes. A diameter < 2 cm, B 2-5 cm, C: >5-10 cm. D >10 
cm 

CS III Supradiafragmatic node involvement. Abdominal lymph-nodes 0 metastases, no metastases; A-D 
according to CS II 

CS IV Lung substage: L1 <3 metastases, no metastases >2 cm, L2>3-<2o metastases, no metastases >2 
cm; L3; < 20 metastases, > 2cm; L4 >20 metastases. For abdominal lymph-nodes: 0 no metastases; 
A-D according to CS 2.H+ Liver metastases, Br+ Brain metastases, Bo+ Bone metastases. 

 

Further treatment is dependent on the histology, risk factors and disease stage (53). 
In Sweden and Norway treatment is given according to Swenoteca 
recommendations. This collaboration group of Swedish and Norwegian testicular 
cancer specialists was founded in 1981, providing mutual cancer care programs for 
testicular cancer (54,55). The IGCCCG (56) is used for staging and patients are 
divided into good, intermediate and poor prognosis groups. 
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Table 2.  
IGCCCG prognostic system 

Prognosis Seminoma Non seminoma 

Good 
prognosis 

Any primary site, normal AFP, any B-HCG 
any LD, no pulmonary- visceral metastasis  

Testicular or retroperitoneal primary site, no non- 
pulmonary visceral metastasis. AFP <1000 Ug/ L 
and B-HCG <5000 IU/ L and LD< 1.5x N 

Intermediate 
prognosis 

Any primary site, normal AFPany B-HCG or 
LD. No pulmonary- visceral metastasis 

Testicular or retroperiteoneal primary site no 
pulmonary visceral metastasis, AFP; 1000 -10000 
ug/ L or B-HCG 5000-50 000IU/L or LD 1.5-10 X 
N 

Poor 
prognosis 

None Mediastinal primary tumour or non- pulmonary 
visceral metastasis, AFP>10000 ug/ L or B-HCG 
>50000 IU/ L or LD>10x N. 

N=upper normal limit of LD 

Treatment  

TC patients constitute to 60 % of Seminoma patients, aged 35-40 years, (median 34 
years) (57).  Non-seminoma appears earlier in life, the peak incidence being 25-35 
years, (median 27 years). For seminoma patients, 80 % are in stage I (no evidence 
of metastases) or IIA (metastases to abdominal lymph nodes <2 cm), while the non-
seminoma patients have metastases in 45-50 % of cases (55). For non-seminoma, 
the histology include several subtypes (Yolk sac tumour, embryonal carcinoma, 
choriocarcinoma and teratoma).  

In clinical stage I (CSI) survival rates are close to 100%. Tumour size > 4cm, and 
invasion of rete testis are the most important risk factors for relapse in seminoma 
patients (58), (59). For non-seminoma patients, the strongest predictive factor for 
relapse is invasion of tumor cells in the blood or lymph nodes (VASC+/ -). Due to 
30 % risk of subclinical metastases in CSI disease, a restaging is performed after 6-
8 weeks. In case of abnormal tumor-biomarkers, the staging is repeated until normal 
or increased levels are reached. 

Treatment is dependent on histology, presence of risk factors and stage of disease. 
A risk-adapted strategy for CSI is applied. For seminoma patients no or one risk 
factor is considered low risk and patients with high risk have more than 2 risk 
factors, invasion of rete testis or >4 cm tumour size (table 3) and non-seminoma 
patients (table 4). Strategies vary between hospitals and some use surveillance for 
all patients and others a risk adapted approach. Studies have however showed that 
treatment after relapse is as good as treatment up front (60).  
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Table 3.  
Seminoma treatment. According to Swenoteca treatment guidelines. 

Stage of disease Treatment   Prognosis 

CSI, low risk Surveillance  No risk or 1 risk factor,  
 100% 

CSI<40 years 1 dose Carboplatinc Two or more risk factors or rete 
testis invasion100% 

CSI>40 years RT 20 Gy, 10 fractionsb para-aortic and 
ipsi- lateral lymphnodes 

Relapse 1-2 % 

CS IIA RT para-aortic and ipsi-lateral 
lymphnodes, 30 Gya 

 100 % 

CS IIB-good prognosis, >40 
years 

RT para-aortic and ipsi-lateral 
lymphnodes, 36 Gya 

100 % 

CS IIB-good prognosis, <40 
years 

3 BEP or 4 EP 100% 

CS IIB- intermediate 
prognosis(0.4%) 

4 BEP or 4 VIP 50-75 % 

a= P Albers, 2015.b= Fosså, 99 Jones 05,c= Oliver- 05) EP= etoposide, 100 mg/m2 days 1-5 and carboplatin, BEP= 
Bleomycine 30 000 IU days 1,5 and 15, etoposide; 100 mg/m2 days 1-5 and cisplatinum 20 mg/m2 days 1-5, 
VIP=etoposide 100mg/m2, cisplatin 20 mg/m2 days 1-5, ifosfamide 1200 mg/m2 , mesna 240/420 mg) given every third 
week. 

Table 4  
Non- seminoma treatments according to Swenoteca. 

Stage of disease Treatment   

CSI VASC- Surveillance/ 1 BEP 
10 % relapse rate if no treatment 

CSI-VASC+ Adjuvant 1 BEP:  
50 % relapse rate if no treatment 

CSI (if other treatments non-
optional) 

RPLND 

CSIIa 3 BEP 

CSII 
Poor prognosis 

Intensified treatment- adding (Paclitaxel, Oxaliplatin, Ifosfamide)b 

a= Olofsson 2011, b= Fiazzi 2002 

Treatment for TC has practically been the same during the last decades reaching 
excellent survival. The survivors of TC are constantly increasing in number and are 
now more than 8000 in Sweden (61). 

Childhood cancer  

Incidence, prevalence and mortality 
Childhood cancer prevalence and incidence have been constant during the last 
decades, with 300-350 new cases every year or 17 children for every 100 000 
inhabitants. Until the introduction of radiotherapy in the 1890, surgery was the only 
treatment option. The survival was first improving when chemotherapy was 
introduced in 1950. 
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The incidence depends on age, sex and ethnicity. The incidence is highest during 
early childhood, decreasing between 5 and nine years of age and then rising again 
in the ages between 15-19 years of age (62). 

The survival rates have improved constantly, now exceeding 80 % for the whole 
group of childhood cancer patients. For some subtypes, exemplified by acute 
lymphoblastic lymphoma (ALL), the survival is close to one hundred percent. For 
other tumour types the progress in survival rates has been less favorable. CNS 
tumours have plateaued at approximately 50 %. New treatment strategies are needed 
to improve survival for these diagnoses. 

The group of childhood cancer survivors is increasing; among young adults in USA 
1/640 is a CCS. 

  

Figure 2. 
Survival in childhood cancer in Sweden 1950-2010. (Childhood Cancer Incidence and Survival in Sweden 1984-2010, 
Report 2013 from the Swedish Childhood Cancer Registry. Editors: G Gustafsson, P Kogner and M Heyman). With 
permisson. 
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Aetiology 

Childhood cancer is not one disease entity, but a fusion of all malignancies in 
children up to 18 years of age with different histology, origin, treatment, outcome 
and side effects.  

Treatment and prognosis 
The most common subdiagnoses of childhood cancers are; lymphoma and leukemia: 
30%, CNS tumors 28% and other solid tumors 42%. 

Acute lymphatic lymphoma (ALL; 35 %) has a peak incidence in ages 2-4 years and 
is more frequently occuring in boys. Primary symptoms constitute fever, fatigue, 
bone and joint pain. The treatments include vincristine, asparaginase, 
antimetabolites, anthracyclines and corticosteroids. For patients with leukaemia 
infiltrating the central nervous system, craniospinal radiation (18–24 Gy) was earlier 
standard part of treatment, but nowadays due to risk of side effects, selected for 
high-risk patients. If case of tumor-infiltration of testis, local radiotherapy (RT) is 
administered. The survival rates have improved from approximately 2% in the 
1950s to exceeding 98% today (Gustafsson et al Report 2013 from the Swedish 
Childhood Cancer Registry. (61) 

Acute myeloma patients (AML) constitue a small part of all CCS, thus with a less 
favorable prognosis. Initially they are treated with less toxic chemotherapy 
regimens, but due to high relapse risk, high dose chemotherapy regimens and bone 
marrow transplantation is often added. (63,64) 

Hodgkin lymphoma (HL) is the most common malignancy among older children 
and adolescents. The stage of disease and clinical manifestations will decide the 
treatment. Chemotherapy, including an alkylating agent e.g. MOPP (mustine, 
oncovin, procarbazine, prednisolone) increases risk of side effects why ABVD 
(adramycin, bleomycin, vinblastine and dacarbazin) will be chosen if possible (65). 
Mantle irradiation was earlier part of treatment regimen, but due to elevated 
pulmonary diseases and secondary cancer incidence post-treatment, it is no longer 
given. The late effects from previous mantle irradiation is however still a present 
challenge. Many protocols include surgery and radiotherapy as supplementary 
treatment post chemotherapy. Occasionally radiotherapy to lymph nodes below the 
diaphragm is added.  

CNS tumours: The survival rates vary from 50-85% depending on the histology of 
the tumor. Craniopharyngeoma and gliomas are the most frequent diagnosis. Most 
of them will be operated, for some RT is added.  

Neuroblastoma and other embryonal tumors (Wilm´s tumour, retinoblastoma) have 
a downward sloping incidence to 5 years of age. Treatment ranges from surgery to 
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chemotherapy, with or without focal irradiation, including platinum chemotherapy, 
in severe cases, with addition of autologous bone marrow transplantation. 

Sarcoma tumors peak in puberty and early adolescence. Ewing sarcoma is treated 
with chemotherapy and sometimes with the addition of RT, of the pelvic, head, spine 
depending on site of tumor. Rhabdomyosarcoma treatment differs according to age 
and stage of disease but involves surgery, chemotherapy with alkylating agents, 
irradiation in high doses to CNS if tumor infiltrates the nasal cavity, or to other 
primary tumor beds. 

For any subtype, in severe cases, bone marrow transplantation (BMT) is added. 
BMT is either autologous (patient´s own cells) or allogeneic (donor cells) 
transplantation of stem cells from the bone marrow or the peripheral blood. The 
included CT agents used for pretreatment of BMT are Busulphan, Melphalan, 
Carmustine and prednisolone. 

Some CCS are associated with an increased risk of late-effects on reproduction are 
listed in table 5.  

Table 5.  
Childhood cancer diagnoses related to risk of late-effects on reproduction. Adapted from Panel 2 by Wallace et al. (66) 

Risk 
 

Diagnose 

Low risk  ALL (no RT to CNS or testis) 
Wilms tumour (RT abdomen) 
GCCT (no RT) 
Retinoblastoma 
CNS tumours- only surgery 

Intermediate 
risk 

AML 
Hepatoblastoma 
Osteosarcoma 
Ewing sarcoma 
CNS tumor  RT > 24 Gy 
Hogdkin and non Hodgkin lymphoma 

High risk CNS RT doses > 30 Gy 
Patients with alkylating therapy 
TBI 
Pelvic or testicular RT  
Metastatic Ewing and soft- tissue sarcoma,  
CT conditiong for BMI 
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Part II 
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The male reproductive system 

Testis 

The testes constitute two compartments with different functions. The semineferous 
tubules with Sertoli and germ cells are responsible for sperm production, and the 
intestinal space with Leydig cells which account for 95 % of testosterone production 
(Nieschlag, Andrology; male reproductive health and dysfunction 2nd edition 2001, 
454p).  

The hypothalamic pituitary gonadal axis HPG  

The synthesis of testosterone and spermatogenesis is regulated by gonadotropins, 
lutheinizing hormone (LH) and follicle- stimulating hormone (FSH) secreted from 
the anterior pituitary gland. (figure 3) The gonadotropins are stimulated by the 
pulsatile secretion of gonadotropin-releasing hormone (GnRH) every 60-90 minutes 
from hypothalamus and further stimulated by kisspeptin by it´s binding to the 
GPR54-receptor on the surface of the GnRH-neurons (67), (68). 

 



30 

Figure 3.  
HPG-axis The regulatory pathways of the hypothalamic pituitary gondal axis. Red dotted lines indicate negative 
feedback. GnRH=gonadotropin releasing hormone; Lh=luteinizing hormone FSH: follicule stimulating hormone; 
E2=oestradiol. Picture of brain by Henry Gray, Wikimedia commons. Illustration by Magdalena Bentar-Holgersson. 

By negative feedback mechanisms, sex steroids (testosterone and oestradiol: E2) 
further affect the stimulation of kisspeptin to regulate HPG. LH stimulate steroid 
genesis in the Leydig cells whereas FSH promotes spermatogenesis. Inhibin B, a 
peptide produced by Sertoli cells, is dependent on the presence of primary 
spermatocytes and is under the control of FSH (69). Inhibin B is also involved by 
negative feedback mechanisms in the regulation of FSH secretion (69). 

Control of spermatogenesis 
The number of Sertoli cells increases the first 4 months of life due to a rise in 
gonadotropins and testosterone two weeks after birth, lasting for 6-8 months 
(70,71). The final number of Sertoli cells is reached at puberty upon start of 
spermatogenesis (72) determining the number of germ cells that can be supported, 
(72,73) and thus the capacity of spermatogenesis.  

Androgen levels remain low until puberty onset. Pulsatile LH secretion has been 
observed prior to puberty (74) and spermatogenic bursts (75). The testosterone rise 
will, along with FSH, stimulate the start of the highly androgen-regulated process 
of spermatogenesis, which is dependent on high intra-testicular levels of 
testosterone (76). The importance of testosterone for spermatogenesis was 
demonstrated in Sertoli-cell specific androgen-receptor deficient mice, leading to 
spermatogenetic arrest. (77). The germ cells are dependent on the Sertoli cells in 
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expressing receptors for FSH and T (78) and supporting the maturation of pre-
spermatogonia. 

Spermatogenesis occurs in the semineferous tubulus, in close relation to the Sertoli 
cells. Spermatogonias are considered the testicular stem cells, formed as gonocytes 
differentiate (79). Spermatogonia typ A dark represent the stem cell pool and 
spermatogonia type A pale differentiates to spermatogonia typ B that initiates DNA 
synthesis resulting in tetraploidic primary spermatocytes. The primary 
spermatocytes undergo a first meiotic division, resulting in two secondary 
spermatocytes entering the second meiotic division, giving rise to four haploid 
spermatids. The following steps leading to a mature sperm last for 64 days, and the 
transport to the epididymis, an additional 14 days. (80) (81), (82). 

The germ cells are among the most rapidly dividing cells, making them susceptible 
for oncological treatment. The spermatogenesis is ongoing from puberty and 
throughout life, with hundreds of millions of sperms produced daily (83).  

Androgens  

Testosterone is produced from cholesterol (figure) in a multiple step enzymatic 
process, and eventually converted to testosterone in the Leydig cells in the testis (95 
%) or in the adrenal cortex (5%). Testosterone will diffuse into the blood stream 
from the intestinal compartment and reach distant target AR or act locally in Sertoli 
cells. 

 

Figure 4  
Steroidogenesis 

Cholesterol

Pregnenolone

Progesterone

17-OH 
Progesterone

Androstenedione

Testosterone

Dihydrotestosterone Oestradiol

5 α reductase Aromatase 



32 

The concentration of testosterone is a hundred times higher in the testicle as 
compared to plasma. In the plasma 98 % is bound; 40 % with high affinity to SHBG 
and therefore not considered bioavailable, and 58 % with lower binding affinity to 
albumin. The albumin bound testosterone is accessible, and together with the 2 % 
unbound plasma testosterone (84) constitutes the total bioavaliable testosterone.  

The circadian variation in testosterone levels is due to diurnal variation in GnRH 
and perhaps initiated by sleep (85,86). The testosterone level decreases with food 
intake, due to effect of GLP-1(86) and a fasting morning sampling of testosterone 
is preferable for determination of testosterone concentrations (87). A normal age 
decline is proposed, by 1.6-2% every year from 50 years of age (88), which in part 
(89,90) is explained by an age related SHBG increase (91), (92). Smoking and 
sexual activity gives transient increased testosterone levels. 

Testosterone is crucial for, besides spermatogenesis, the formation of male internal 
genitalia, muscle growth, elongation of the larynx, normal sexual function including 
erectile function and libido. The androgen action is however not exclusively 
performed by testosterone. The metabolite dihydrotestosterone (DHT), spliced by 
α-reductase, exerts important androgen action by higher androgen receptor affinity 
and more potent response in selective tissues.  DHT is crucial for normal sex 
differentiation in foetal life, and in puberty for developing male phenotype 
compromising hair follicle and skin growth, formation of external male genitalia 
and development and action of the prostate gland (93).  

Moreover, several other non-reproductive functions are dependent on androgen 
action, i.e. bone mineralization (94) and cognitive function (95). Androgen receptor 
genes are present in the cardiac myocytes (96) modulating the cardiac response to 
stress. This explains the immediate increase in cardiac contractility capacity of 
myocytes, and thus the benefit of testosterone for physical performance 
improvement in athletes (97). 

Androgens exert effects through genomic (Described in next chapter) and non- 
genomic pathways. Knowledge of the latter is scarse, but an example of the indirect 
effect of androgens is the testosterone-mediated improvement of coronary flow (98) 
due to vasodilatory effects of testosterone, mediated by calcium channels. Effects 
of androgen deficiency, with focus on cardio-metabolic parameters, are emphazised 
in the next section. 
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Testosterone deficiency / Hypogonadism 

For diagnosis of testosterone deficiency  (hypogonadism) in a clinical setting, 
decreased levels of testosterone in two repeated blood samples is required in 
addition to presence of clinical features (99). According to the Endocrine Society, 
hypogonadism is a clinical syndrome characterized by androgen deficiency and 
impaired sperm production due to disruption in the HPG axis (99). International 
Society for the Study of the Aging Male (ISSAM) on the other hand, describes the 
syndrome with decreased levels of testosterone and presence of characteristic 
symptoms, but does not include the impaired spermatogenesis (100), in line with 
the present criteria in Sweden. 

The prevalence of hypogonadism in the general population is uncertain. However, 
from different observations the estimated variation is 6 to 35 % of male population 
(101). Normal levels of testosterone are considered 10.4-34.7 nm/L, with likelihood 
of symptoms with levels below 10.4 nm/L (99,102,103). 

The symptoms of testosterone deficiency are non-specific and highly individual. 
Loss of muscle mass, increased body fat, fatigue, decreased libido, erectile 
dysfunction and depression are often described, but may be more vague. 

Primary gonadal failure may cause primary hypogonadism, characterized by high 
LH and low testosterone levels in plasma. Possible initiators are genetic variants 
such as Klinefelters (47 XXY), cryptorchidism, chemotherapy, radiotherapy, 
trauma, mump orchitis and orchiectomy (104). 

If the disruption is on the hypothalamic level, secondary hypogonadism (105) with 
low levels of LH/ FSH and decreased testosterone may occur. Pituitary neoplasm, 
hyperprolactinoma, hemocromatoses, infiltrative disorders, anabolic steroids, 
genetic disorders of GnRH–secretion, idiopatic hypogonadotropic hypogonadism 
(Kallmans syndrome) and radio/ chemotherapy are possible explanations (104). In 
addition, an impaired sensitivity to androgens, e.g by androgen receptor 
polymorphism may result in hypogonadism (106,107).  

Androgen insensitivity syndrome (AIS) is due to AR mutations characterized by 
hypogonadal symptoms, ranging from complete AIS without virilisation, to less 
evident symptoms despite testosterone and LH levels in normal to marginally 
elevated range (108,109).  

Previous studies indicate an association of hypogonadism with risk factors of 
cardiovascular disease and the metabolic syndrome (110-113).  Moreover, it was 
argued that cancer survivors have higher prevalence of hypogonadism (114). The 
knowledge of a link between hypogonadism and the development of late-term 
effects in male cancer survivors was scarce at study start. 
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The androgen receptor  

Testosterone and dihydrotestosterone target the same receptor, the androgen 
receptor (AR). The AR is an intra-cellular and nuclear receptor, known to recognize 
small hydrophobic ligands such as endogenous hormones, vitamins and endocrine 
disruptors. It is activated by the binding of DHT or testosterone in the cytoplasm, 
intiating a process in which a heat shock protein is spliced from the AR that 
dimerizes and phosphorylates into an active transcriptional regulatory-complex, that 
binds to the androgen response elements (ARE) in the DNA. By this binding, up- or 
downregulation of androgen dependent genes will occur in the formation of 
androgen response proteins. (Figure 5). 

 

Figure 5 
Androgen activation of androgen receptor.Adjusted  picture:from Magdalena Bentmar.Holgersson. 

The AR gene is located on the X-chromosome. (Figure 6), thus only one copy exist 
in males, inherited from the mother. As for other steroid hormone receptors, it 
constitutes different functional units; the trans-activating domain in exon 1, 
(115,116), a DNA- binding part in exon 2 and 3, and a hormone- binding unit in 
exon 4-8.  
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Figure 6 
AR gene. Adjusted from a picture by Magdalena Bentmar- Holgersson. 

The transactivating domain contains two important polymorphic trinucleotide 
repeats of polyglutamine and polyglycine tracts, encoded by varying numbers (n). 
The (CAG) n stretch, the CAG repeat, is followed by a GAA sequence and the 
GGN-repeat with the genetic code; (GGT)3GGG(GGT)2(GGC)n.  

The number of CAG and GGN repeats varies within populations and is dependent 
on ethnicity (117), (118). CAG-repeats are normally distributed between 10-30, and 
for Caucasians (32,119) a median of 22 repeats is estimated (119). AR CAG repeats 
22-23 are considered the most efficient, confirmed in, in vitro and in vivo studies by 
Nenonen (120,121). African American males present with fewer AR CAG repeats 
and male of Asian origin constitute longer CAG tracts (117).  

GGN alleles are normally distributed from 10-27 (117), but GGN 23-24 is by far 
the most common, covering 80% of Swedish men (122,123). Numerous studies 
have pointed at associations between CAG and GGN repeat length and androgen 
receptor outcome. A strict model explaining this phenomena is not revealed, but it 
is suggested that CAG-repeat length is crucial for the transcriptional activity in the 
AR (124), (12). Moreover, a feasible effect on receptor stability and fine-tuning of 
androgen sensibility is proposed.  

Clinical implications 
A well-known clinical illustration of expanded CAG repeats length is Kennedy’s 
disease, or spino-bulbar muscle atrophy (SBMA). The patients with 40 or more 
CAG repeats will acquire neurotoxic adverse effects causing muscle spasms, 
tremor, increased risk of diabetes mellitus, testosterone deficiency, decreased sperm 
parameters and testis-atrophy (125). Symptoms are positively related to expanding 
CAG numbers. 

Repeated studies implied that long CAG repeat lengths are linked to decreased 
sperm concentration and subfertility (126), 200, (12),(127).  The infertility risk was 
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20 % higher in males with a less active AR, CAG <22 or >23. Another study 
emphasizing the possible influence of AR CAG repeat lengths on fertility, was 
conducted by Wallerand (128). The AR CAG repeat lengths differed between 
infertile and fertile couples, with a median CAG-repeat length of 23.9 in infertile 
men vs. 22.2 in healthy men. Hence, there is an equivocality regarding the impact 
of CAG repeat on fertility. Several European studies have failed to show an 
association between AR CAG-repeat length and fertility,(119),(129),(130) while 
numerous Asian-conducted studies verified such an association (12), (131). The 
ethnical diversity regarding CAG expansion might explain these contradictions. 

Fewer studies have been performed for GGN repeats,. In vitro results indicated that 
the most active receptor, (GGN 23), is less associated with hypospadias and 
cryptorchidism (132). Results by Brokken et al (133) showed increased levels of 
inhibin-B, a marker of spermatogenesis for GGN <23. In a study by Castro-Nallar 
(134) long GGN repeats > 24 was linked to an AR associated to cryptorchidism and 
spermatogenic failure. Earlier studies pointed at a genetic stability for AR GGN 23-
24 and less likelihood for impact on reproduction (123,135).  

Previous studies have demonstrated that different CAG repeat lengths may play an 
important part in the onset of testicular cancer. This is further implied as men of 
African origin have fewer CAG-repeats, and a lower incidence of testicular cancer, 
than do Caucasian men. Therefore it is suggested that long CAG-repeat regions 
could reduce the receptor's transactivation capacity (136). 

Infertility  

The definition by WHO is failure to conceive during 12 months with unprotected 
intercourse. It has been proposed that 50 % of cases of infertility are due to the male 
factor, but in 50 % of cases the main cause of infertility is not determined (137). 
Male infertility is investigated by testicular volume, semen analysis (ejaculate 
volume, sperm concentration, motility and morphology assessed from WHO (138) 
and hormonal evaluation (FSH, LH, SHBG and Inhibin B). Sperm chromatin strand 
breaks is often evaluated, since a high proportion of strand breaks is linked to 
infertility (139). It is suggested that primary hypogonadism and testicular diseases 
are responsible for 30-40 % of male infertility.  

Assisted fertility  
For children, no established methods for fertility preservation exist beyond 
cryopreservation of spermatozoa. The limitations are often extensive. To deliver 
semen samples is demanding for peri- or post pubertal boys, and further intriguing 
while facing a cancer diagnose. In addition, there is often need for an immediate 
start of therapy. 
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Epididymal aspiration and testes harvesting or biopsy during anesthesia might be an 
option, although not yet a standard procedure (73). Semen samples of adequate 
quality from adolescents with an immature spermatogenesis and cancer is 
challenging to achieve (140).  

For assisted reproduction as an adult, IVF (in vitro fertilization) is the most 
frequently used method. In the case of low sperm numbers or increased DNA 
fragmentation index (DFI), intra-cytoplasmic sperm injection (ICSI) is preferable 
(141), (142).   

Late puberty can be treated with oestrogen or testosterone therapy, with careful 
attention to height and growth, as sex steroids prematurely fuse growth plates, not 
compromising adult height. Thus, hormone replacement therapy should aim to 
mimic normal pubertal progression. 
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Late-term effects of Oncological 
treatment 

In male childhood and testicular cancer survivors, morbidity and mortality are 
increased due to secondary cancers and late-term complications. The excess rate of 
deaths from childhood cancers in standard mortality rate (SMR), is 19.4 (143) and 
due to cardiac causes, 8.2 (SMR), but many more suffer chronic health deficiency. 
Among all childhood cancer survivors (CCS), two thirds have at least one side effect 
and for one third of them, the complications are life-threatening (144) in part, due 
to therapeutic exposure of surgery, chemo- or radiotherapy. The developing and 
growing tissues in children and adolescents are particularly sensitive to radiation 
therapy. The damage is dose dependent (145), and influenced by radiation type, 
daily fraction, cumulative radiation dose and age at time for treatment. The target 
organ or tissue constitutes varying resilience to RT and risk of late-term 
complications. The first symptoms may debute as an immediate response to 
treatment, or arise decades later (hormone deficiency and metabolic disorders) 
(146). 

Among the high cumulative incidence of chronic health deficiency, risk factors of 
cardiovascular disease and subfertility are major concerns. Anticipating the 
potential risk is challenging. Many patients receive treatment combinations, and the 
response varies extensively possibly due to inter-individual dissimilarities, however 
not entirely elucidated. 

More attention is given the influence of androgen deficiency, genetic susceptibility 
and polymorphic changes in the androgen receptor (147). There is need for 
prognostifying factors for family planning and for risk-adapted follow up of these 
young men with long expected life- time.  

Oncological effect on reproduction  

The ability to father children is an important quality-of-life (QOL) issue for children 
with cancer and their parents. Despite vast knowledge of treatment effects with 
respect to fertility, we lack explanations for the inter-individual differences.  
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Spermatogenesis is affected in male cancer survivors due to effect on rapidly 
dividing germ cells with elevated risk of oligoo- and azoospermia, transiently or 
permanently (148) (147). In studies on young patients with Hodgkin lymphoma, 70 
% had impaired semen quality (149), before treatment start. Young TC patients had 
increased risk of infertility prior start of treatment (22,150). Orchiectomy per se in 
TC patients, is associated with elevated risk of azoospermia in 10 % of patients 
(151) and RPLND caused retrograde ejaculation in majority of patients when the 
old technique (152),(153) was applied. With the modern, nerve-sparing procedure, 
this risk is diminished (154).  

Effect of treatment on reproduction 

Radiotherapy 
It is well known that chemo- and radiotherapy have possible mutagenic effects on 
the semineferous epithelium or on the HPG axis (155), with effects on 
spermatogenesis. 

Spermatogonias are more sensitive to irradiation than spermatocytes and spermatids 
(156) and will be damaged at low doses (< 0.1 Gy). Spermatocytes and spermatids 
are more robust to RT but are affected when slightly higher doses are given (157). 
Testicular irradiation doses of 1–3 Gy normally cause reversible azoospermia; at 
doses above 5–6 Gy, the effects are usually irreversible. This is based on results 
from a study on healthy prisoners in USA 1974, when RT to the testes in doses of 
0.8 Gy caused transient azoospermia. Doses of 4-6 Gy gave elevated risk of 
permanent azoospermia (158). This was later confirmed by in vitro studies (159), 
comparing acute irradiation effects in juvenile primate testis at low doses, <0,1 Gy 
to 4 Gy. In line with results from Rowley´s in vivo studies, it was concluded that 4 
Gy caused an acute depletion of non-differentiating spermatogonias.  

RT to treat Germ Cell Cancer In Situ (GCNIS) is given in doses of 14-20 Gy causing 
permanent azoospermia (160). This is in line with results of RT to testis (in case of 
relapse of leukemia or as TBI before stem-cell transplantation) causing oligoo- or 
azoospermia (161),(162),(163).  

Secondary hypogonadism due to RT to CNS in craniospinal doses of ≥ 24 Gy will 
cause gonadotrophin deficiency with subsequent spermatogenesis impairment 
(164). 

Adjuvant RT to abdominal lymph nodes below the diaphragm, most often to 
lymphoma patients, might impair sperm production transiently by scattered 
irradiation to the remaining testicle. 
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Chemotherapy:  
The rapidly proliferating cells, spermatogonias, are more sensitive to chemotherapy 
(CT) than the later stages of spermatogenesis (161), (165). It is well known that 
cisplatin and alkylating therapy are highly gonadotoxic, acting by the formation of 
covalent bonds and DNA breaks. The excellent effect of chemotherapy could be due 
to the effect on spermatogonial stem cells (166), (167). The childhood cancer 
chemotherapy regimens with potential risk of azoospermia in adulthood are shown 
in table 6.  

Table 6 
Chemotherapy drugs with cumulative thresholds with increased risk of impaired spermproduction (according to DeVita 
et al, Cancer Principles and Practise of Oncology, 7th edition). 

Chemotherapy Dos Action 

Carmustine (1 g/ m2) Alkylating 

Lomustine (500 mg/ m2). Alkylating 

Chloambucil (1.4g/ m2), Alkylating 

Cyclophosphamide  (19g/ m2), Alkylating 

Cisplatin  (500 mg/ m2), Alkylating 

Melphalan  (140 mg/ m2 Alkylating 

Procarbazine  (4g/m2). Alkylating 

 

Comparing MOPP (mustine, oncovin, procarbazine, prednisolone) and ABVD 
(adriamycin, bleomycin, vinblastine and dacarbazin), both used in treatment of 
Hodgkin lymphoma, gave temporary azoospermia in 97% of MOPP compared to 
33% in ABVD patients (65).   

Repeated studies have demonstrated impaired semen quality in chemotherapy 
treated TC patients compared to only orchiectomised patients (168) and 33% suffer 
from oligoo- and azoospermia (148). In 5% of patients a permanent azoospermia 
will occur, possibly corresponding to patients with disseminated disease given > 4 
platinum based cycles, (169) indicating that sperm regeneration is dose dependent 
(170). Lampe (171) pointed at 80 % recovery of spermatogenesis 5 years after 
treatment. This was confirmed by Eberhard who in addition concluded that 
prolonged azoospermia is dose-dependent, and impaired by testosterone deficiency 
(147). 

A late-onset recovery of spermatogenesis is occasionally seen. In a Danish study in 
2005, 38 % of TC patients previously treated with high cisplatin doses (>860 mg/m2) 

could father children without assisted fertilization after 10 years, and after 15 years 
to an even higher extent (48%) (150). This might be explained by a slow 
differentiation of spermatogonial stem cell pool surviving chemotherapy. Results 
from other studies, however not including patients receiving more than for cycles 
of BEP, confirm that a majority will regain their spermatogenesis after therapy 
(172). In mice this process took 3- 6 months before complete regeneration, which 
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correspond to duration of spermatogenesis. In humans this process is prolonged in 
some patients for unknown reasons.   

It has been discussed whether pre-pubertal testis is less susceptible to oncological 
treatment. It was argued that the lower amounts of proliferating cells protected the 
gondal cells from damage (173). Several studies have, however, showed that 
gondals of pre-pubertal boys will be harmed by oncological treatment (161), (173), 
GnRh agonists or antagonists, was suggested to decrease testosterone levels and 
thereby inhibit possible maturation of spermatogonia. However, the HPG axis is 
quiet during pre-puberty and therefore, the effect of GnRh agonists uncertain (71). 
In a study by Berensztein (174), it was implied that some sperm maturation already 
existed in young boys, 1-6 years of age, with proliferation in 11 % of germ cells. 

In predicting fertility post-treatment in post-pubertal adolescents, testis volume is a 
good marker, well corresponding to Sertoli cell function (162). In addition, repeated 
studies have concluded that FSH and Inhibin B are good predictors of 
spermatogenesis in order to estimate fertility potential in cancer survivors. 
(114,175). Predictors of fertility are however lacking for cancer patients before start 
of treatment. Due to the highly individual risk of subfertility or prolonged recovery 
of spermatogenesis, and considering the narrow window of fertility, genetics of the 
AR polymorphism need to be explored. 

AR polymorphism  
It is argued that 14% of male infertility has genetic causes (176). The importance of 
androgens for spermatogenesis is previously described. AR is an absolute 
requirement for complete spermatogenesis, and further maturation to spermatids is 
dependent on testosterone. Polymorphisms in the AR have impact on receptor 
outcome with influence on sperm generation after cancer treatment showed in 
results from pilot study (147). An inverse relationship between CAG repeat length 
and sperm concentration recovery after TC was detected, with the most prolonged 
receptor function for CAG > 23. The subjects in the study constituted only nine 
patients and conclusions were therefore limited. Results regarding the possible 
impact of GGN polymorphism on reproduction are scarse. A newly published study 
by (177), was the first to claim that a GGN expansion of > 24 was associated to 
impaired sperm concentration, but among young healthy men.  

Due to prolonged or abundant sperm production recovery in young cancer survivors, 
fertility guidance is warranted. In general, young couples tend to postpone 
childbearing and need enhanced awareness of the increased risk of subfertility and 
the narrowed time-window (178). Cryopreservation is recommended to all 
postpubertal males, but additional predictive values for individual risk assessment 
are required. Due to this, the association between AR polymorphism and sperm 
production recovery was investigated in larger population of male cancer survivors..  
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Hypogonadism and late-term effects  

A three to fourfold increased risk of hypogonadism in male cancer survivors is 
implied (179),(114),(101). The prevalence differs between studies, ranging from 6-
54% (180), due to age, follow-up and treatment regimens. Repeated studies have 
detected LH-elevation in a large group of patients over time (168),(181).  The 
severity of testosterone was demonstrated in a study in healthy men, for whom 
decreased testosterone levels were associated with all-cause death in men aged 21-
49 years (182).  

Local effect and hypogonadism 
There is, for some tumor categories an increased risk of hypogonadism per se, due 
to local tumor infiltration. In TC patients there is a risk of persistant Leydig cell 
damage (183),(179). A CNS tumour may yield direct effect on the pituitary causing 
secondary hypogonadism. 

Almost all CNS tumors in children will be operated. If close to hypothalamus, the 
third ventricle or the supra sella area as for craniopharyngeomas, the HPG- axis will 
be affected with subsequent multiple pituitary hormone failure. Hypogonadorophic 
hypogonadism will then further compromise delay of pubertal development (184).  

A unilateral orchiectomy in TC, enhance the risk of Leydig cell insufficiency (179) 
and as a result; primary hypogonadism. Testosterone levels will decrease after 
unilateral orchiectomy but a time-related improvement may occur (185). Therefore, 
initiation of testosterone replacement therapy (TRT) should be postponed in 
awaiting normal recovery (151). A bilateral orchiectomy will subsequently lead to 
complete testosterone insufficiency.  

Surgical removal of neuroblastomas can result in primary adrenal insufficiency 
when adrenal tissue cannot be preserved, but only 5 % of testosterone is produced 
in the adrenal gland and a decrease in testosterone levels is not expected.  

Increased risk of hypogonadism with Radiotherapy  
CNS radiation: If doses up to 18 Gy are given (total body irradation) there is no risk 
of secondary HPG effect. Growth hormone deficiency may occur, but not further 
discussed within this context. In ALL with CNS-involvement, 18-24 Gy is given 
with low risk of HPG effect. The risk increases when 36 Gy is given as for 
medulloblastoma, (186). However, radiation reaching 50 Gy increases the risk of 
permanent damage of hypothalamus and the HPG axis. In 10 % of 
Rhabdomyosarcomas the primary site is the head and neck area and doses between 
40 and 50 Gy in combination with chemotherapy is part of the regimen. With doses 
exceeding 60 Gy (glial tumours and craniofaryngiomas), (187) seconadary 
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hypogonadism will arise. Delayed puberty is a consequence for 11 % of CCS with 
RT to the hypothalamic/ pituitary area (188).  

Irradiation to gonds: Irradiation to gonds may cause primary hypogonadism. 
Leydig cells are more robust than Sertoli and germ cells (161) and may tolerate 
higher doses. Nevertheless, testosterone deficiency is increased in doses above 12 
Gy to testes or TBI (7.5-15 Gy) (189), but with vast individual threshold disparity. 
Age at treatment and the risk of testosterone deficiency is not clearly associated but 
pre-pubertal boys should be under careful surveillance, not to compromise puberty 
(189). 

Irradiation to other targets: (e.g. chest and abdomen) as for Hodgkin lymphoma 
patients when RT is administred to lymph nodes sub-diaphragmally complementary 
to chemotherapy (190). Gonds may be included in target, directly or by scattered 
irradiation with the risk of Leydig cell insufficiency.  

Chemotherapy induced hypogonadism 
Leydig cells are quite robust to CT, but studies are discordant with respect to 
threshold risk of testosterone deficiency after CT (189). Cisplatin-based CT was 
previously associated with testosterone deficiency over time, (181,191,192) but in 
the latest review by Skinner et al (189), a low risk of testosterone deficiency after 
CT is implied, including cyclophosphamide, busulfan or cyclophosphamide and 
fludarabine and melphalan, BMT conditioning, procarbazine and mechlorethamine, 
ifosphamaide and cisplatin. 

Cardiovascular risk factors in cancer survivors 

Male cancer survivors of both CCS and TCS are at elevated risk of cardiovascular 
disease (193,194). In the 1980s the first reports on acute CVD following cisplatin-
based CT was published (195,196). Meinardi et al. (197) confirmed the results and 
argued a 7.1- times increased risk of cardiovascular events in a small group of CT 
treated-patients. The study lacked controls, but results were confirmed in a larger 
study by Huddart et al., (198), in which a two-fold increase was found after RT and  
combination of CT and RT (199). Van den Belt Dusebout et al found a 1.5 times 
increased risk of cardiovascular disease after BEP in TC survivors. Haugnes et al 
(200) found this risk to be 5.7 times increased compared to patients with only 
surgery as treatment.  

Acute cardiovascular and vascular events has been linked to CT treatment, (194) 
and Nuver et al. implied direct effect on blood vessels. This was confirmed in a 
study on long-term survivors of TC previously treated with CT (201) with evidence 
of endothelial injury and dysfunction. Wethal et al., (202) argued that this was due 
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to increased inflammatory markers. Treatment induced adverse effects include 
immediate damage or indirect disruption through other mechanisms. Cisplatin 
remains in the blood in an active form up to 20 years post-treatment causing damage 
throughout (203,204),(205).  

Antracyclins is a common CT agent in CC regimens, associated with increased risk 
of CVD due to effect of free radicals on myocyte cells. The cumulative doses are 
crucial for risk of congestive heart failure, but the threshold is highly individual. It 
is indicated that 60 % of antracyclin-associated effects are multi factorial or when 
doses exceed 600 mg/m2 (206,207). However, a cumulative dose of < 250 mg/m2 
was the previous cut-off value. In children, even lower cumulative doses, 101-150 
mg/ m2 may increase the cardiovascular risk (208). Unmistakably, thresholds are 
difficult to determine which should be taken into account at follow-up. Accordingly, 
following radiation therapy, markers of chronic inflammation and endothelial 
dysfunction increase (202) and contribute to an accelerated risk of atherosclerosis. 
In 5 % of Hodgkin lymphoma patients, symptomatic heart disease, including 
coronary artery disease, valvular disease, arrhythmia and pericardial disease were 
identified (209,210) following chest radiation/ mantle radiation therapy. 

During the last decades, more focus is given cardiovascular risk factors following 
cancer treatment (211). An early detection and initiation of preventive measures 
might inhibit overt CVD.  

Blood-lipids 
Several studies have detected increased blood-lipids in cancer survivors. Elevated 
triglycerides were found among TC survivors (212) and confirmed in other studies 
along with total cholesterol and LDL (213). Meinardi et al. implied increased CVD 
to be associated to cisplatinum-based treatment. Features of dyslipidemia are closely 
related to CVD risk and important to diagnose.  

Hypertension 
Hypertension is a known risk- factor in TC survivors treated with cisplatin-based 
CT(197), Huddart observed a twofold elevated prevalence of hypertensive treatment 
in both RT- and CT-treated patients, but the results were not age adjusted (198).  In 
another observation, a cumulative dose of cisplatin (>400 mg/ m2) resulted in a 24 
% prevalence of hypertension compared to 10 % in patients with doses below 400 
mg/m2 (211). The dose-related risk of hypertension was confirmed by Sagstuen et 
al. (214) but at a higher cut-off value for cisplatin (850 mg/ m2). 

Obesity  
Obesity is a crucial link in a metabolic and cardiovascular cluster and a risk factor 
of other cardiovascular-associated dysfunctions (insulin resistance, hypertension 
and atherosclerosis). The visceral adipose tissue release excessive amounts of free 
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fatty acids contributing to insulin resistance (144). In TC survivors, cisplatin therapy 
is correlated to weight gain, but the mechanism not yet elucidated. The association 
between obesity and cranial CT is however well established (215,216).  The risk 
increases for doses exceeding 24 Gy and for children below 5 years (215,217). Also, 
RT to CNS tumors including hypothalamus in the radiation field and for high doses 
(>51 Gy), a postive link to obesity is observed, but the mechanism needs to be 
elucidated.  

Insulin, insulin resistance 
Hyperinsulinemia has been identified as a single-factor associated to increased CVD 
(218). In a study by Bao et al.(219), a strong relationship between hyperinsulinemia 
and the development of CVD risk factors was observed during a eight year follow-
up. Steinberger et al. (220) concluded that CCS are more insulin-resistant than their 
siblings prior entering adulthood. Previous studies in adults implied greater insulin 
resistance in CCS than in healthy controls, as expressed by HOMA-IR or fasting 
insulin(221). This was confirmed in a subgroup of CS previously given 
hematopoetic stem cell transplantation and pre-treated with high doses of CT. The 
risk was increased also for type-2 diabetes and triglycerides (222). Insulin resistance 
is not considered a disease per se in children but prior studies have indicated that 
low insulin sensitivity is a significant predictor of future increased CV risk (223).  

Diabetes 
The risk of diabetes mellitus type 2 is partly linked to radiotherapy to abdomen or 
pelvis with loss of pancreatic β-cell function. In one study, 11.2% of CCS had 
increased risk if the pancreatic tail was part of the radiation field Accordingly, 
patients with Wilms tumour who recieved radiotherapy to abdomen were at higher 
risk of diabetes mellitus type 2 (224).   

Total Body Irradiation (TBI) increases the risk of diabetes mellitus typ 2 (225) by 
7.2 times, although lower RT doses; 10-18 Gy, are given. However, in TBI, testes 
are exposed and the risk of testosterone deficiency increased, implying that the risk 
of DM is related to hypogonadism rather than loss of B-cells. Results showing an 
elevated prevalence of DM2 by 1.6 times in all CCS compared to the general 
population supports the theory that other mechanism are involved.  

The Metabolic syndrome  
The Metabolic syndrome constitutes a cluster of cardio vascular risk factors related 
to increased mortality, compromising hypertension, dyslipidemia, insulin resistance 
and abdominal adiposity (226). The definition of MetS is formulated by NCEM-
ATP III (227). MetS is a vicious circle where insulin resistance is a cornerstone. 
The prevalence among cancer survivors expands beyond the prevalence of the 
general population, ranging from 13- 39 % (228-230).  The first study to report 
increased risk of MetS in ALL patients was published by (231). Nuver et al. reported 
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later a higher risk of MetS in cisplatin treated patients with 36 % prevalence 
compared to healthy controls. Willemse et al, (230) found the prevalence of MetS 
to be 2.2-fold higher 7.8 years after treatment in TC-survivors treated with CT 
compared with age-matched healthy subjects.  

Observations by De Haas et al. in TCS concluded a prevalence of 25 % with MetS 
and an age-related increase (232). In patients > 40 years, 35% was diagnosed with 
MetS. Hoffman et al. (233) detected increased prevalence of MetS in Ewing 
sarcoma survivors. In contrast, the risk was increased in males < 40 years of age. 
Taskinen et al. (234) reported a 34% prevalence of MetS in BMT patients, probably 
due to extensive CT treatment prior to transplantation. The high prevalence in 
cancer survivors at an earlier age in comparison with normal population and 
independent of CV risk factors per se, might imply that MetS represent the 
connection between cancer treatment and the long-term CVD risk increased in male 
cancer survivors. Nevertheless, more knowledge is needed to clarify the mechanism 
behind. 

Increased risk of cardiovascular disease in hypogonadal men 

Male gender is considered a risk factor for CVD at an earlier age and with higher 
CVD mortality than females. A possible link to sex hormones was further raised as 
women at menopause, approach the similar cardiovascular risk as men (235).  An 
association between testosterone deficiency and increased cardiovascular mortality 
was detected in multiple studies in older men (236). 

Androgen deprived men with prostate cancer, have an increased risk of diabetes 
mellitus (237). In addition, testosterone had beneficial effects on glycemic status, 
due to a decrease in adipose tissue (238). In numerous studies later performed, more 
focus was given androgen deficiency and associations to cardiovascular risk factors. 
In repeated studies, decreased testosterone has been linked to obesity (239), e.g 
Klinefelter men, who display higher fat mass and a more central fat distribution, 
similar with that of the female phenotype. In obese men, excessive adipose tissue 
increases aromatization and exerts effect on the HPG-axis, and oestrogens act 
synergistically and conversely to testosterone and have negative feed back on 
GnRH.  

Other evidence for an association between testosterone deprivation and 
cardiovascular risk factors are the results of testosterone replacement therapy 
(TRT), with beneficial effects in the majority of patients. In a meta-analysis on 
hypogonadal men, TRT induced decrease of total cholesterol, LDL and HDL (240). 
In another report, TRT improved the symptoms of angina pectoris in men with 
coronary heart disease (241). Further, in repeated studies in healthy men, 
replacement of testosterone reduced fat mass and central obesity (242) (238) (243). 
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The effect of TRT was confirmed in vitro of castrated mice, in which insulin 
sensitivity were induced but reversed by TRT (244). 

In 2004, Laaksonen et al. published results on hypogonadal men with increased risk 
of MetS (245), later confirmed in numerous studies (246),(247). Kaplan et al. 
revealed an inverse relationship between testosterone level and components of 
MetS.  

The results were confirmed to some extent in studies on cancer survivors, De Haas 
et al (232) correlated low testosterone levels to a four-fold increased risk of MetS 
at a cut-off level of 15 nmol/ L in comparison with the general population. 
Accordingly, results from Nuver et al (228) showed an association for severe MetS 
and decreased testosterone levels. Haugnes et al. revealed a link between low 
testosterone levels and MetS in TC- survivors, but MetS criteria was not strictly 
based on NCEP-ATPIII, and thus difficult to compare (229). Willemse et al. 
confirmed an increased risk of MetS in TC survivors, but included patients with 
anti-hypertensive, statins and anti-diabetics, possibly influencing the results(230).  

It can be argued that hypogonadism is a central feature of MetS and that testosterone 
treatment is of beneficial impact in slowing the progression to CVD. 

Some studies have, however pointed to testosterone replacement as risk factor for 
CVD. This was based on high mortality associated to testosterone therapy in studies 
of older men (248) with a high burden of CVD and the adverse effects of anabolic 
steroids (249,250). Few studies are performed on younger healthy men in 
randomized trials and within larger settings.  

Cardiovascular risk factors and AR polymorphism and association to 
hypogonadism 
In searching for inter-individual cardiovascular and hypogonadal risk factors, 
genetic variation is explored. The knowledge of the modulating effect of the 
androgen receptor polymorphism on metabolic and cardiovascular effects in male 
cancer survivors is still scarce. The most common CAG repeat lenghts of the 
androgen receptor, 22-23, is associated with the most active receptor. Since 
expanding numbers of CAG repeats are linked to a slower receptor-response, it was 
assumed to be associated with an elevated risk-profile.  

The results from different studies are however diverging regarding most vulnerable 
AR phenotype and the association to testosterone deficiency and cardiovascular risk 
factors. Longer CAG repeat length was associated to risk of obesity and MetS in a 
study by Stanworth (251) and to increased LDL and lower HDL-levels (107). 
Longer AR was associated to MetS, HDL, HbA1c in Korean men, (252) in line with 
assumptions that long CAG repeats are less efficient and more vulnerable. 
Expanded AR CAG tracts were associated with increased hypertension and BMI in 
a study by Haring et al.  
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In a study on aging men, long AR CAG repeat tracts were associated with higher 
testosterone levels. However, level of oestrogen was also elevated, which make 
interpretation difficult. The testosterone increase could be explained by oestrogen 
increase rather than AR polymorphism (253). 

Short AR CAG repeat length responded better to TRT (254) in terms of decreased  
decreased central fat adiposity and increasing HDL. A large study in men aged 20–
79 years, showed that subjects with CAG repeat length lower than 22 had decreased 
levels of BMI, glycaemia, SBP and hypertension (255,256) also in favor for 
beneficial effects of CAG tracts.  

However in some studies, short AR CAG-repeats were associated to increased 
prevalence of cardiovascular risk factors, e.g in adolescent boys where low CAG 
repeat numbers increased the risk for intra-abdominal fat accumulation However, 
after puberty, the effects disappeared, possibly overruled by a strongly developing 
hypothalamic-pituitary-gonadal axis. 

Hence, the reports are diverging although most studies indicate an increased CV risk 
with longer AR CAG repeat lengths, thus being less sensitive to testosterone action. 
The knowledge is scarce and the situation more complex in cancer survivors. The 
need for a profound understanding of the background to the elevated risk of 
cardiovascular morbidity in male cancer survivors should include studies on the 
impact of testosterone deficiency, effect of treatment and AR polymorphism on the 
risk of cardiovascular disease.  
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Aims of thesis: 

The overall aim of this thesis was to investigate the association between biochemical 
and genetic indicators of androgen action and post-cancer recovery of 
spermatogenesis as well as occurrence of cardiovascular risk factors. Specifically, I 
wanted to: - Estimate the impact of AR polymorphism on sperm concentration recovery 

in testicular cancer survivors - Investigate the association between hypogonadism and type of treatment 
and risk factors of cardiovascular disease in testicular and childhood cancer 
survivors compared to controls - To evaluate the effect of interaction between hypogonadism and AR 
polymorphism in relation to cardiovascular risk factors 
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Material and Method 

Subjects:  

Papers I-IV are based on TCS and male CCS. For paper II and III, age-matched 
controls were included.  

Paper I:  
TCS were selected from a larger cohort on reproductive function 2001-2011 (147), 
all of Caucasian origin and treated for testicular cancer at Lund University hospital, 
Lund, Sweden or Karolinska University Hospital, Stockholm, Sweden. Inclusion 
prerequisite was a diagnosis of TGCC and treatment with radiotherapy and/or 
chemotherapy postorchiectomy. In addition, a baseline semen sample, before 
initiation of treatment (T0) for adjustment of sperm number at T0, a minimum of 
one follow- up semen sample and a DNA sample were required. 

151 TCS were eligible for the study and DNA was collected from 130 of them and 
subsequently the number included (Participation rate 86 %). 

Patients were given cancer treatment according to SWENOTECA cancer care 
program (257),(4) 58 patients were diagnosed with non-seminoma and 72 with 
seminoma. According to treatment, patients were divided in groups for estimation 
of treatment effect on sperm concentration recovery: - Adjuvant chemotherapy (ACT): 1-2 cycles of platinum-based CT to 

patients with clinical stadium I (CSI), n= 54 - Adjuvant radiotherapy (ART): to paraaortic- and ipsilateral iliac lymph 
nodes, 25.2 Gy in 16 fractions to seminoma patients CSI, n=39 - High dose chemotherapy (HCT): 3-4 cycles of chemotherapy to patients 
with metastatic disease, n=30 - Very high dose chemotherapy (VHCT): more than 4 cycles of platinum-
based chemotherapy +/- Ifosfamide +/- radiotherapy to patients with 
relapsing disease, n=7 

There was no difference in age or stage of disease between included and excluded 
patients.  
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Table 7. Characteristics of TCS in treatment groups, paper I.  
Sperm count for treatment groups at different time points. Adjuvant chemotherapy (ACT), Standard chemotherapy 
(SCT), High dose chemotherapy (HCT), Very high dose chemotherapy (VHCT).  

Time 
Points 

T0 (x106) 
N=130 

T6 
(x106) 
N=72 

T12 
(x106)  
N=81 

T24 
(x106) 
N=84 

T36 
(x106) 
N=90 

T60 
(X106) 
N=78 

Treatment group 
Mean age (years) 

ACT 31.7 27.7 33.6 28.9 28.8 39.1 30.9 

HCT 30.7 23.4 0.2 4.7 18.5 23.4 34.5 

ART 36.3 30.6 2.6 18.7 27.9 43.3 43.5 

VHCT 29.6 21.4 0/0 0/0 0/0 15.2 18.5 
 

Paper II:  
TCS previously included in the study on reproductive function and study I (paper 
I), treated at Lund university hospital, Lund, between March 1996 and October 
2006, constituted 165 eligible TCS aged 18- 65 years. Three TCS were deceased 
and one had immigrated. 161 were invited and 96 accepted inclusion (60 %), 2 
dropped out of the study and 2 were excluded due to diagnose of prostate cancer 
and prolactinoma, leaving 92 TCS included. One TCS was bilaterally 
orchiectomised and another TCS treated with RT to the remaining testicle due to 
GCNIS. Three TCS had extra gondal disease. 

Table 8:  
Background characteristics Paper II 

Parameter Patients 
N=92 

Controls 
N=92 

Age at inclusion (y) median  40 41 

Age at diagnose (y) median  31 Na 

Follow up time (y) mean (SD) 9.2 Na 

BMI (kg/m2) median (range) 27 26 

Hypogonadism n (%) 17(18) 32 (35) 

Smoking (%) 8.7 23 

Insulin, metformin treatment, n (%) 1 (1) 1 (1) 

Lipid loweringTreatment, n (%) 3 (3) 3 (3) 

HypertensionTreatment, n (%) 2 (2) 4 (4) 

Testosterone Treatment, n (%) 9 (8) 0(0) 

MetS 14 9 
Na= not applicable 
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TCS were divided into the following treatment groups 

1. SO= surgery only, n= 13, 

2. ACT= adjuvant chemotherapy; 1-2 cycles of cisplatin- based CT or 
carboplatin, n= 28 

3. SCT= standard dose chemotherapy in metastatic disease; 3-4 cycles of 
cisplatin- based CT, n= 22 

4. ART= adjuvant radiation therapy to para-aortic and ipsilateral iliac lymph 
nodes, 25.2 Gy, in 14 fractions to all but one patient who had 24 Gy/16 
fractions. n= 23 

5. HCT= high dose CT +/- RT to testis, n= 6, 4 = 8 cycles of CT n= 1 got 9 
cycles of CT. One patient received RT to CNS, 1 TCS had one cycle of 
BEP, another was given RT to GCIS and one TCS received RT to para-
aortic lymph nodes.  

For evaluation of selection bias between included and non-included TCS, the 
distribution of TCS having 0, 1, 2 or 3/ more children were 12, 37, 47 and 4% and 
among non- participants; 14, 36, 33 and 17%.  

Paper III.  
Through the Swedish Cancer Registry we identified male CCS previously 
diagnosed in Southern Sweden, before 18 years of age, with an extra-cranial 
malignant neoplasm or any central nervous system (CNS) neoplasm and being at 
least 18 years of age in December 2009. Further, treatment was completed at least 
three years earlier.  

Among 427 male CCS, 11 men were deceased, 10 could not be located and one 
patient with testicular cancer participated in study II. Of the 405 eligible men invited 
by letter, 146 accepted inclusion (36%). Six men dropped out of the study and the 
following were excluded; one patient with optic glioma (only surveillance), six 
patients because of non-malignant disease (carcinoid of the appendix) and eight 
patients with a second malignancy or relapse within 3 years of inclusion, leaving 
125 included. 
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Table 9   
Background characteristics, paper III 

Parameter PatientsN=125 ControlsN=125 

Age at inclusion (y) median 33.7 34.4 

Age at diagnosis (y) median 9.6 Na 

Follow up time (y) mean (SD) 24.3 (7.1) Na 

BMI (kg/m2) median (range) 25.1 24.7 

Hypogonadismn (%) 31 (26%) 17 (14%) 

Smoking n (%) 10 (9.2%) 15 (12%) 

Insulin Treatment, n (%) 0 (0%) (0.8%) 

Metformin/Antidiabetics, n (%) 0 (0%) 1 (0.8%) 

Lipid lowering Treatment, n (%) 4 (3.2%) 3 (2.4%) 

Hypertension Treatment, n (%) 8 (6.4%) 2 (1.7%) 

Testosterone Treatment, n (%) 13 (10.4%) 0 (0%) 
Na= not applicable 

Cancer treatment categories  
The CCS were categorized into therapy groups as described in table 10. In figure 7 
the pie chart visualize patients in diagnosis groups. 

Table 10  
Patient categorization, Paper III 

Treatment group N Comment 

1. Surgery 20 
2 CCS treated with unilateral orchiectomy as the only 
treatment 

2. Brain surgery 15 Only surgery 

3. CT including alkylating agent, CEDa 
< 4000 mg/m2 Median CED a: 4855 mg/ 
m2 

6 No RT given.  

4. CT including alkylating agents (CEDa 
>4000mg/m2): Median CED was 9229 
mg/m2. 

10 No RT, in 3 CCS surgery other than brain surgery was given 

5. CT without alkylating agents 13 No RT given 

6. Radiotherapy (RT) to CNS:  12 
Included a patient with chondrosarcoma near the sella 
turcica) no CT, excluding 2 hypophysectomised cases. All 
cases received brain surgery. 

7. RT to CNS +CT 16 
Among 2 patients with tumours of the epipharynx, due to 
infiltration of the scull base and target of irradiation that was 
partly intracranial 

8. RT to testes and CNS: 5 No chemotherapy 

9. RT to other organs than item 6-8 5 
In n=4 cases combined with surgery other than brain surgery. 
 

10. RT to other organs than item (6-8) + 
CT  

23 Combination of CT and RT 

a= median Cyclophosphamide Equivalent Dose; CED: (a unit for quantifying alkylating agent exposure independent of 
study population) 
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Figure 7  
Pie chart for distribution of patients according to diagnosis. 

Possible selection bias related to reproductive function was evaluated. Data on 
number of biological children for participants and non-participants was extracted 
from the Swedish Multi-Generation Register. The distribution of CCS having 0, 1, 
2 or ≥3 children was 52%, 14%, 29% and 5.3% among participants, and 65%, 14%, 
17% and 5.1% among non-participants.  

Paper IV 
The fourth paper is based on CCS and TC previously participating in study II or III, 
for whom a DNA sample was collected for analyses of androgen receptor CAG and 
GGN repeat lengths. The inclusion criteria was; for CCS: minimum of 18 years of 
age, diagnosed with extra-cranial malignant neoplasms or any central nervous 
system (CNS) neoplasm before 18 years of age, more than 3 years since termination 
of treatment. For TCS: minimum of 18 years, diagnosed with testicular germ cell 
cancer and at least 3 years since termination of treatment.  

For TCS: unilateral orchiectomy was standard treatment for all but one who had a 
bilateral orchidectomy.  

Of the 125 CCS and 92 TCS included in former studies, 52 CCS and 71 TCS had a 
DNA sample for analysis of GGN and CAG repeats. A flow chart for the inclusion 
of patients in study II-IV.(figure 8). 

To exclude the risk of selection bias, comparisons between CS with and without 
DNA (participants/ non participants), were performed, for age, +/- hypogonadism 
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and for endpoints included in this study. Table 5 for background characteristics and 
included/ non-included CS.  

 

Figure 8.  
Demonstrating a flowchart of patient inclusion paper II-IV: 

165 eligeable testicular 
cancer patients

1 TCS 
emigrated

3 TCS 
deceased

161 TCS were  invited

96 TCS 
accepted

92 TCS included in 
study II

2 TCS 
dropped out

71 TCS with DNA

427 eligeable CCS

11 CCS 
deceased

10 CCS  could 
not be located

1 CCS with TC 
included in study 2 

405 invited CCS

52 CCS  with DNA

146 accepted inclusion

125 CCS included in 
study III

1 CCS with 
optic 

glioma
excluded 

6 
non-

malignant 
disease

6 CCS 
dropped 

out

123 included cancer survivors in study IV
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Table 11.  
Characteristics of included vs non-included cancer survivors 

Parameter 
Mean values 

Included CCS /Non-included CCS Included TCS/ Non-included TCS 

Age at inclusion (y) 34.3/ 35.5 41/ 39.7 

Age at diagnosis (y) 9.6 / 11 31/ 31 

Waist measure (cm) 91.6 / 91.1 96.4 / 92 

HbA1c (mmol/ mol) 34 / 35 36/ 39 

HOMA ir 1.4/ 1.7 1.8/ 2  

Hypogonadal (%) 21/ 26 31/ 36  

Controls 

In paper II and III a control, matched by date of birth, living in the nearby area, 
through the Swedish Population Register for each patient was included. Exclusion 
criteria for controls were; (i) a previous diagnosis of a tumour in the CNS or 
malignant disease other than basal cell carcinoma, (ii) Klinefelters syndrome. Of 
389 controls invited, 295 did not answer. One dropped out, one was excluded 
because of RT of a giant cell tumour. Background characteristics for controls in 
study II and III respectively are visualized in table  8 and 9.. 

Methods 

Study design 

Paper I was a cross-sectional study in which semen analysis for estimation of sperm 
concentration and total sperm number, were performed after orchiectomy (T=0) and 
compared with 6, 12, 24, 36 and 60 months after completion of therapy (T6, T12, 
T24, T36, T60). The samples were obtained after 2-7 days of abstinence. Every 
patient could contribute with one to six samples in addition to T0, due to different 
time from diagnosis and inclusion in the study. A blood sample for DNA extraction 
and androgen receptor GGN and CAG repeat lengths was collected.  

Paper II was a prospective case-control study with cross-sectional design, were 92 
TCS was compared with 92 age-matched controls from the vicinity. A questionnaire 
was filled out with the study investigator as considers medications and smoking. 
Weight, height and waist- measure was performed. Blood pressure in arms and legs 
was measured, the latter for estimation of ankle brachial index (ABI). A fasting 
blood between 8 and 10 am for the assessment of total testosterone (T), LH, SHBG, 
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insulin, glucose, HbA1c, cholesterol, TG, LDL and HDL was drawn. HOMAIr for 
insulin resistance was estimated. 

Paper III was of the same design as paper II, but for 125 CCS and 125 controls. 

In paper IV was not a case-control study, but otherwise the design was similar as 
study II and III. We merged the TCS and CCS from study II and III and included 
them for whom a DNA sample was collected. The total number of patients included 
was 123. The same DNA categorization for GGN and CAG repeats as for paper I 
was performed. 

Semen analysis (Paper I) 

The ejaculates were analysed according to the WHO (2010) (138) manual in which 
sperm motility, morphology, concentrations and volume were determined. 102/130 
semen analyses were either analyzed in the Reproductive Medicine Centre (RMC) 
Skåne University, Malmö, or for patients recruited in Stockholm, in the Andrology 
Unit Karolinska Hospital, Solna. Of the remaining 29 samples, 28 semen samples 
were analysed in the fertility laboratory, Lund University Hospital, Lund, collected 
at cryopreservation before initiation of treatment. Only one sample was analyzed in 
Linköping University Hospital, Linköping. All involved laboratories participated in 
European Society of Human Reproduction and Embryology- Nordic Association for 
Andrology (ESHRE-NAFA) external quality control program (258). 

DNA analysis (Paper I and IV) 
The CAG and GGN repeat lengths were analyzed in DNA extracted from peripheral 
leukocytes. To determine the GGN-repeat length, genomic DNA from peripheral 
leukocytes was extricated and then amplified in a 50 μl PCR containing roughly 10 
ng DNA, 0.5 μmol/l of each of the primers: F-CGGTTCTGGGTCACCCTCA, and 
R-TCACCATGCCGCCAGGGTA (Invitrogen), 1.5 mmol/l MgCl2, 200 μmol/l of 
dATP, dCTP and dTTP each, 100 μmol/l dGTP and 7-deaza-dGTP (Roche) 
respectively, 45 mmol/l KCl, 10 mmol/l Tris–HCl (pH 8.4 at 70 °C), 0.1% Tween 
20 and 0.5 units of Dynazyme DNA polymerase (Finnzymes Oy, Espoo, Finland). 
Amplification was completed for 35 cycles in an Eppendorf Mastercycler 
(Eppendorf; Hamburg, Germany). For all cycles, denaturation at 96 °C for 45 s, 
primer annealing at 61 °C for 45 s and primer extension at 72 °C for 1 min, with an 
initial denaturation step at 96 °C for 3 min and a final extension step at 72 °C for 5 
min. 

The CAG repeat was amplified in a 50 μl PCR containing around 10 ng DNA, 0.3 
μmol/l of the primers: F-TTAGGGCTGGGAAGGGTCTA, and R-
TGGGGCCTCTACGATGGGCT, 1.5 mmol/l MgCl2, 200 μmol/l dNTPs, 45 
mmol/l KCl, 10 mmol/l Tris–HCl (pH 8.4 at 70 °C) and 0.5 units of Dynazyme 
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DNA polymerase. As for GGN, the amplification was carried out for 35 cycles. 
Then followed, denaturation at 96 °C for 1 min, primer annealing at 61 °C for 45 s 
and primer extension at 72 °C for 2 min, with an initial denaturation step at 96 °C 
for 3 min and a final extension step at 72 °C for 5 min. 

PCR-products were purified, directly sequenced with the reverse primers from the 
PCRs, precipitated, resuspended, and run externally on an eight-capillary Beckman 
Coulter CEQ 2000XL (Beckman Coulter; Bromma, Sweden) sequencing gear.  

Definitions 
− Hypogonadism was defined as T≤ 10 nmol/ L and or LH ≥ 10 IU/ L (259), 

or on-going testosterone replacement therapy (TRT). Compensated 
hypogonadism was defined as, no TRT, T ≥10 nmol/ L and LH ≥10 IU/L. 

− ABI; ankle-brakial index; the ratio of systolic BP in arms and divided by 
systolic blood pressure in the legs.  

− Insulin resistance was estimated using the HOMAir (260) calculated as ((If 
x Gf)/22.5), I= insulin, G= glucose, f= fasting.  

− Total sperm number was calculated by multiplying the concentration and 
the semen volume. The latter was determined from weighing the ejaculate.  

The criteria for the metabolic syndrome is visualised in table 12, according to 
NCEP-ATPIII. 

Table 12.  
NCEP criteria for the metabolic syndrome 

Metabolic syndrome (MetS) NCEPx , three or more critera for MetS 

Blood pressure, (mmHg) ≥130 mmHg systolic and/ or diastolic < 85 mmHg  

Waist measure, (cm) ≥102 cm  

High density lipoprotein (HDL)(mmol/ L) ≤ 1.03 mmol/ L 

Fasting glucose, (mmol/mol) ≥ 5.6 mmol/ L 

Triglycerides (mmol/ L) ≥ 1.7 mmol/ L 

x The National Cholesterol Education Program (NCEP) Adult Treatment PanelIII (ATPIII); Huang, 2009 

Antropoemetric parameters (paper II; II and IV) 

Measurements of weight (electronic scale to the nearest 0.1 kg), height (stadiometer 
- to the nearest 1 mm) and waist circumference were performed (anthropometric 
tape- to the nearest 1 mm). In a supine lying position brachial blood pressure 
(Omron Healthcare Ltd Co, Lake Forest, IL, USA), in left and right arm, 
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respectively, and ankle blood- pressure (continuous wave Doppler) measurements 
were undertaken and a median of three assessments was used.  

Questionnaires (paper II, III and IV) 

To obtain best possible accuracy of answers, all study participants filled out a 
questionnaire regarding smoking habits and medication (anti-hypertensive, anti-
diabetic, androgen replacement therapy and/ or lipid modifying treatment) with 
study investigator.  

Biochemical analyses (paper II, III and IV) 

All analyses were performed at the Department of Clinical Chemistry, Skåne 
University Hospital, Malmö, Sweden. A fasting venous blood sample, drawn 
between 8 and 10 a.m. was used for the assessment of serum levels of total 
testosterone (TT), sex hormone-binding globulin (SHBG), luteinizing hormone 
(LH), cholesterol, low density lipoprotein (LDL), high density lipoprotein (HDL), 
triglycerides (TG), glucose, insulin and HbA1c.  

Testosterone were assessed by a competitive immunoassay with a luminometric 
technique (Access: Beckman- Coulter, Chaska, MN, USA; lower detection level: 
o.o87, CV: 7% at 3 nmol/ LCV 4% at 15 nmol/L. 
LH was determined in a two-step immunometric assay with luminometric technique 
(Access: Beckman- Coulter; lower detection level; 0.10 IU/ L, CV 3% at 5 IU/ L, 
CV: 2 % at 37 IU/ L).  

Sex hormone-binding globulin (SHBG): was analysed with solid-phase two-site 
chemiluminescent immunometric assay (Immunolite 2000; Siemens healthcare, 
Camberley, UK; lower detection level: 0.35, CV 3 % at 25 nmol/ L, 3% at 53 nmol/ 
L.  

In May 2012, method of analyses changed to a one- step immunometric sandwich 
assay with ElectroChemiLuminiscenceImmunoassay (ECLI) detection technique 
(Cobas; Roche, Basel, Schwitzerland) for SHBG and LH, and to a two- step 
competition assay with ECLI detection technique for testosterone (Cobas, Roche, 
Basel, Switzerland). Serum values were reanalysed with the new method from 
frozen sera in 124 men, in which we had carried out hormonal analyses with 
previous methods. An internal validation comparing both methods then followed. A 
linear curve of best fit we obtained factors for mathematical conversion of old values 
to approximations of the new (261). 

Blood lipids; were determined from standard enzymatic methods.  
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LDL; lower detection level; 0.1mmol/ L, total CV<1% at 2.6 mmol/ L, 1.5% at 3.9 
mmol/ L).  

Cholesterol; lower detection level 0.1 o.1.2 at 2.6 mmol/ L, 1.0 % at 6.6 mmol/ L 

HDL; lower detection level; 0.08, CV:1.3 % at 0.8, CV1.7% at 1.7 mmol/ L. 

TG; lower detection level; 0.1, CV: 2.1 % at 1.0, CV 3.3 % at 2.1 mmol/ L 

Glucose was assessed with an automated hexokinase method, lower detection level 
0.11, CV; 2.1 % at 1.0 mmol/ L, CV: 3.3 % at 2.1 mmol/ L. 

Insulin levels in serum were measured with immunometric sandwich assay (Access 
Ultrasensitive Insulin, Beckman Coulter, 2005 387+67C, Brea, CA, USA). Lower 
detection level: 0.2, CV 3.2 % at 1.0 mmol/ L, CV: 4.1 at 45.8 mmol/ L).  

HbA1c (IFCC) were assessed with the VARIANT TURBO Hemoglobin A1c Kit 
2.0 program. (VARIANT TURBO; Hercules, CA; USA) using cat ion exchange and 
gradient elution. Lower detection level; 15 CV1.8 % at 35 mmol/ mol, 1.6 % at 80 
mmol/ L).  

Statistical considerations: 

The statistical methods used in different papers are summarized below with more 
details. SPSS (IBM SPSS Statistics Chicago, IL; USA) was used and p-value < 0.05 
was defined as statistically significant. 

Paper I. A unilateral regression model was used for analyses of associations 
between CAG and GGN numbers and sperm concentration at all six time points (T0, 
T6, T12, T 24, T36 an T60). All sperm concentrations and total sperm number were 
adjusted for age, sperm concentrations at T0 and treatment. Nonadjusted analyses 
were performed if statistically significant associations were found.  

The CAG and GGN lengths were primarily trichotomized (<22 CAG, 22-23 CAG 
and >23 CAG; 23 GGN, 23 GGN, >23 GGN) according to results indicating that 
GGN 23 (122) and CAG 22-23 (120) are the most active receptors.  

The CAG and GGN length tracts linked to the less active AR were then merged and 
compared with CAG 22-23 and GGN 23 respectively. (CAG 22-23 as reference vs. 
<22 or >23 CAG), GGN 23 set as reference vs. < 23 GGN and >23 GGN). Sperm 
concentrations and sperm count were transformed using the natural logarithm (Ln) 
for normal distribution of residuals. 1 was added to all sperm concentrations/ sperm 
numbers due to some 0 values (azoospermic cases) before Ln transformation. Group 
characteristics were expressed as means and standard errors (s.e). Furthermore, 
back-transformed (95 % confidence intervals of mean differences) were performed. 
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Paper II and III: 
For the comparison between patients and controls, considering mean values of 
diastolic and systolic blood pressure, ABI, If, Gf, HOMAir, HbA1c, cholesterol, 
LDL, HDL, TG and waist measure, unilateral regression analyses were performed.  

Participants with hypertensive treatment were excluded when calculating means for 
BP and ABI (ABI was only calculated for TCS and controls). In paper II: n= 2 
patients. n= 4 controls, in paper III: n= 8, n= 2 controls.  

Patients and controls with lipid lowering treatment were excluded when analysing 
blood lipids. In paper II; n= 3 patients, n= 3 controls, in paper III: n=4 patients and 
n=2 controls. When excluding patients from the calculations, corresponding 
controls was also excluded. 

To estimate the impact of hypogonadism on metabolic and cardiovascular risk 
factors, the same comparisons as above were made for hypogonadal patients 
compared to eugonadal and controls. 

To evaluate the association of given treatment, the above comparisons were made 
between the five treatment groups; for TCS; (SCT, ACT, ART, HCT and SO) and 
the ten treatment groups for CCS; (see table  for all treatment groups) vs. controls. 
Statistically significant associations were adjusted for +/- hypogonadism, to 
evaluate if androgen deficiency is part of the pathogenetic link between treatment 
type and metabolic and cardiovascular parameters. 

OR for MetS were calculated using logistic regression analysis. All TCS/ CCS and 
hypogonadal patients were compared with controls. Patients were divided in the 
following hypogonadal subgroups: compensated (LH >10 nmol/ L, T>10 nmol/ L), 
uncompensated (T<10 nmol/ L, LH/>10nmol/L) or testosterone replacement 
therapy). 

OR for MetS was calculated for the groups with controls and eugonadal TCS, 
respectively, as reference. All calculations were adjusted for age and smoking. 

Paper IV 
For each of the two repetitive sequences, CAG and GGN, three categories according 
to the number of repeats (CAG: <22; 22-23; >23; GGN: <23; 23; >23) were defined.  

Since similar associations between hypogonadism and the risk of MetS were found 
in both TC and CC patients, the two groups were merged. 

From study II and III, we identified HbA1c, HOMAir, waist measure, glucose, 
insulin, triglycerides, cholesterol, HDL and BMI to be associated with 
hypogonadism in young cancer survivors. For each of those parameters, with and 
without adjustments for smoking and age, using linear regression, analyses with 
either CAG or GGN category * +/- hypogonadism as interaction parameter, were 
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performed. CAG/GGN category and +/- hypogonadism were included as co-
variates.  

For statistically significant interactions, 2 (+/-hypogonadism) x 3 (CAG/GGN 
category) tables were made to visualize interaction type between genotype and +/- 
hypogonadism. Thereafter, for the phenotype (+ or – hypogonadism) for which the 
2 x 3 tables indicated modulating effect of genotype, linear regression analyses, 
comparing the three genotype groups within each type of repeat (CAG or GGN) was 
performed. These calculations were completed without and with adjustment for age 
at inclusion and smoking. At last, an interaction analysis for MetS using logistic 
binary regression was accomplished.  
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Results 

The impact of Androgen Receptor polymorphism on 
male reproduction- (Paper I) 

The AR GGN- and CAG-repeats lengths were normally distributed in the 130 
included testicular cancer survivors. For CAG; 15-28 (figure 9.), median=21, and 
for GGN; 10-29, median GGN= 23 (figure 10). 

 

Figure 9.  
CAG repeat lengths in a graph bar  

 

Figure 10.  
GGN-repeat lengths in a graph bar 
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At baseline (T0) before initiation of treatment, there were no statistically significant 
differences in sperm concentration or total sperm number between the CAG groups 
(<22 CAG, 22-23 CAG and >23 CAG), (p =0.16 and p =0.14).  

After one and 2,5 years, respectively, men with 22-23 CAG exhibited lower sperm 
concentrations than the other CAG groups, but it was statistically significant only 
after one year. (95 % CI for ratio; 1.01; 2.65, p= 0.045). The association was robust 
when we adjusted for age, treatment type and sperm concentration at baseline (95% 
CI 1.13; 4.9, p= 0.02). (Table 13). 

Table 13  
The effect of CAG repeat number on total sperm number in relation to follow up. 

Time point (month)  

CAG repeats (x106) 0 6 12 24 36 60 

CAG 22-23 mean (s.e.) 65(17) 210(64) 41 (21) 67 (22) 76 (29) 130 (44) 
CAG <22 mean (s.e.) 76 

(13)
48 (42) 64 (16) 80 (15) 89 (20) 120 (32) 

CAG >23 mean (s.e) 88 
(18)

50 (62) 60 (22) 65 (20) 120(27) 120 (32) 
95 % CI of CAG <22 or 
CAG >23b/ CAG 22-23 

0.9-
2.9 

0.5-6.4 1.2-6.6 1.0-5.8 0.6-3.6 0.4-2.7 

P 0.1 0.4 0.02 0.1 0.4 1.0 
aValues adjusted for age, treatment and sperm concentration at time point 6-60 months,bDue to back transformation 
from logarithm, the figures represent 95% CI for the ratio between total sperm number in the CAG groups ”<22 and 
>23” and that in the reference group . 

CAG <22 and CAG >23 had higher sperm concentrations than CAG 22-23 and 
statistically significantly higher in comparison with CAG <22 (p=0.04) but not for 
CAG>23 (p = 0.18). (Table 13). 

 

Figure. 11. 
Error bar for the androgen receptor CAG repeat number in the trichotomized groups at T12 after logarithm- 
transformation after adding 1 to all concentrations. Ln= logarithm. Adapted from Bogefors et al, Andrology 2017. 
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Results from this study indicate that CAG repeat number could influence the sperm 
concentration recovery after testicular cancer. Significant differences were seen for 
patients treated with 3-4 cycles of chemotherapy and only 12 months after treatment 
in line with previous studies (147). The AR receptor with CAG 22-23, considered 
the most active, had slower recovery than CAG<22 and CAG >23. CAG >23 and 
CAG repeat<22 had higher sperm concentrations than CAG 22-23, but only 
CAG<22 differed significantly.  

Increased prevalence of cardiovascular risk factors in 
male cancer survivors (Paper II, III and IV) 

- Impact of hypogonadism, treatment type and AR polymorphism 

Metabolic parameters and lipids 

Insulin and HOMAir 
Insulin levels were borderline significantly increased in both TCS and CCS, as 
compared to controls. In addition, for childhood cancer survivors vs. controls, 
insulin resistance (HOMAir) was significantly increased (Table 14). 

Impact of hypogonadism: In hypogonadal vs. eugonadal TCS, a statistically 
significantly higher insulin and HOMAir was detected. This was also the case for 
uncompensated hypogonadal (U-HG) CCS and for those with testosterone 
replacement therapy (TRT), in comparison with controls. (Table 14.)  

With impact of treatment: In TCS, adjuvant chemotherapy (CT) and 3-4 cycles of 
chemotherapy was associated with statistically significant increased insulin levels, 
and the latter was robust for adjustments to hypogonadism. Adjuvant radiotherapy 
in testicular cancer survivors was also linked to significantly elevated HOMAir. 
Among CCS, radiotherapy to CNS was the single treatment associated to increased 
insulin and HOMAir. Neither this comparison nor adjuvant radiotherapy in TCS vs. 
controls, remained statistically significant after adjustment for hypogonadism 
(Table 15). 

  



72 

Impact of AR polymorphism: 

HOMAir was borderline statistically significantly increased in interaction analysis 
for GGN >23, however linear regression analysis showed no statistically significant 
differences between GGN categories. (Table17). 

Glucose and HbA1c  
HbA1c was statistically significantly higher in the whole childhood cancer group 
compared to controls. (Table.14) 

Impact of hypogonadism: Uncompensated hypogonadal CCS and those treated 
with TRT had increased levels of HbA1c. No significant associations were seen for 
hypogonadal testicular cancer survivors. (Table 14). 

Impact of treatment: In both TCS- and CCS, radiation therapy was the treatment 
type most prone to be associated to increased HbA1c, and above all, radiotherapy 
to CNS. However, radiotherapy to testes and CNS and adjuvant radiotherapy in 
testicular cancer survivors was also significantly increased and robust for 
adjustment to hypogonadism. RT to other organs (than CNS and testes) and to CNS 
in combination with chemotherapy, increased the levels of glucose and was robust 
when adjusting for hypogonadism. (Table 15 and 16). 

Impact of AR polymorphism: 

Interaction analyses for the association between GGN categories +/- hypogonadism 
found statistically significant associations for glucose being robust when adjusted 
for smoking and age at inclusion. The highest value was seen in the hypogonadal 
group with GGN=23. Comparisons between GGN>23 and GGN 23 showed a mean 
difference of 0. 43 mmol/L (95% CI: 0.023 mmol/L; 0.81 mmol/L) and the mean 
difference in hypogonadal GGN=23 vs. GGN<23 not being statistically significant. 
(Table 17) 
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Table 16. Significant interactions for childhood cancer patients in treatment groups vs. controls. 
Mean difference (95% CI) 

Treatment Metabolic or antropoemetric values 

RT CNS  HbA1c; 2.5mmol/ L (0.05; 4.6), HOMAir; 1.1(0.035; 1.8), Insulin 4.1 mmol/ L (0.6; 7.0) 

RT other Distolic BP; 4.8 mmHg(0.55, 9.0), ABI; 15.4 (0.47; 30.2), Glucose: 0.66 mmol/ L (0.13; 
1.19) 

RT CNS and 
testes 

HbA1c: 4.7 mmol/ mol(1.5; 7.9)c 

CT >4000 CED HbA1c: 2.4 mmol/ mol (0.007; 4.7) 

RT CNS and CT Glucose: 0.37 mmol/ L (0.1, 0.6) 

RT other and CT HbA1c: 1.8 mmol/ mol (0.01; 3.6), TG: 0.5 mmol/ L(0.20; 0.83) 

Lipids 
Impact hypogonadism: Hypogonadal childhood cancer survivors with TRT had 
increased levels of HDL and triglycerides. (Table 14). 

Impact of treatment: CCS with RT to other organs and chemotherapy, and 
testicular cancer survivors with both adjuvant and high- dose chemotherapy, had 
increased triglycerides compared to controls and were robust for adjustment to 
hypogonadism. (Table 15 and 16). 

Impact of AR polymorphism: 

Interaction analyses for the association between GGN categories +/- hypogonadism 
and metabolic parameters were performed and a statistically significant association 
for cholesterol was found, being robust when adjusted for smoking and age at 
inclusion. (Table 17). The most elevated values were detected in the hypogonadal 
groups with GGN>23. Linear regression analysis showed that CS in hypogonadal 
GGN>23 had statistically significant increased values compared to GGN <23; mean 
difference (md): 1.4 mmol/L (95% CI 0.3 mmol/L; 2.3 mmol/L) and GGN 23 (md: 
0.8 mmol/L, (95% CI; 0.06mmol/L; 1.6 mmol/L). (Table 18). 

Table 17.  
Interaction analysis for GGN categories x+/- hypogonadism i relation to different metabolic and antropometric end points 

Parameter GGN x hypogonadism 
Non-adjusted 

GGN x hypogonadism 
Non-adjusted 

HbA1c (mmol/ mol) P= 0.63 P=0.72 

HOMAir  P=0.05 P=0.06 

TG, (mmol/ L) P= 0.76 P=0.80 

Glucose (mmol/ L) P= 0.014 P=0.009 

Insulin, (mmol/ L) P= 0.51 P= 0.23 

BMI, (kg/ m2) P=0.23 P=0.23 

Waist, (cm) P=0.43 P=0.51 

Cholesterol mmol/ L P=0.002 P=0.003 

MetS P=0.93 P=0.99 
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Table 18.  
Parameter GGN<23 

Mean (sd) 
GGN 23 
Mean (sd) 

GGN >23 
Mean (sd) 

HOMAir 
+/ - hypogonadism 

1.6 (0.5)/ 2.0 (1.1) 
n=6/5 

1.5 (0.9)/ 1.9 (1.4) 
n=40/16 

1.2(0.7)/ 2.7 (1.9) 
n=32/ 8 

Glucose(mmol/ L) 
+/- hypogonadism 

5.6(0.5)/ 9.9 (3.2) 
n=7/5 

5.3(0.4)/ 12.0 (4.9) 
n=40/19 

5.1(0.5)/ 9.9 (3.8) 
n=35/10 

Cholesterol mmol/ L 
-/+ hypogonadism 

5.7 (0.9)/ 4.5 (0.6) 
n=7/ 6 

5.0 (0.8)/ 5.0 (0.9) 
n=39/17 

5.0(1.0)/ 5.9 (1.0) 
n=36/ 10 

Anthropometric parameters and blood pressure 

In comparisons between all testicular cancer patients and controls, a higher waist 
measure was identified. (Table 19) 

Impact of hypogonadism: Waist measure was increased in both hypogonadal 
testicular- and childhood cancer survivors (uncompensated and TRT) compared to 
controls. In addition, for childhoodcancer survivors with TRT, an increased diastolic 
BP was detected. (Table 19) 

Impact of treatment: CCS with radiotherapy to other organs (not CNS/ testes); had 
a statistically significantly higher systolic and diastolic BP. None of the associations 
were however robust when adjusted for hypogonadism. Testicular cancer patients 
with adjuvant radiation therapy had increased waist measure, but did not remain 
significant when adjusted for hypogonadism. (Table 20 and 16). 

No significant mean differences were found for patients treated with surgery only. 
(CCS treated with surgery other than brain surgery and brain surgery). 

Table 19  
Anthropometric values in comparison between TCS and CCS vs. controls and hypogonadal TCS vs. eugonadal TCS 
and hypogonadal CCS vs. controls. Mean difference (95% CI). Na= not applicable. 

Treatment 
group 

Waist 
(cm) 

DBP 
(mmHg) 

SBP 
(mmHg) 

ABI 

TCS 4.06 (1.08; 7.03) 0.48 (-3.1; 2.2) 0.97 ( -2.8; -4.7) 0.046 (0.011 0.082) 

CCS 2.60 (5.42; 214) 0.03 (-2.3; 2.4) -4.6 (-8.5; 0.65) Na 

TCS-HG 5.8 (0.57; 11) 2.6 ( -6.7; 1.4) 4.93 (-11.3; 1.47) 0.026 (-0.4; 0.09) 

CCS-U-HG 8.5 (2.8; 14.2) 1.3 (-6.12; 3.5) 3.1 (-11; 8.9) Na 

CCS 
TRT-HG 

12.1 (5.9; 18.3) 5.8(-10.9; 0.08) 8.5 (-0.63; 17.6) Na 
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Table 20.  
Anthropometric values in comparison between TCS in treatment groups vs. controls. Mean difference (95% CI). 

Treatment 
group 

Waist 
(cm) 

DBP 
(mmHg) 

SBP 
(mmHg) 

ABI 

SO 3.37 
(-9.3; 2.59) 

0.53 
(-5.8; 4.7) 

4.42 
(-3.1; 11.9) 

0.09 
(0.015; 0.16) 

ACT 6.06  
(1.58; 10.5) 

1.09 
(-5.01; 2.83) 

0.22 
(-5.39; 5.83) 

-0.07 
(0.12; 0.13)a 

ART 5.7 
(0.88; 10.5) 

3.46 
(-7.7; 0.8)  

2.38 
(-8.5; 3.7) 

0.006;  
(-0.06; 0.05) 

SCT 
 

0.52 
(-5.27; 4.24) 

2.08 
(-2.08; 6.24) 

2.64 
(-3.31; 8.59) 

0.03 
(-0.09; 0.05) 

HCT 5.4 
(-13.7; 2.93) 

0.63 
(-6.67; 7.93) 

1.37 
(-9.07; 11.8) 

-0.035 
(-0.14; 0.07) 

The Metabolic syndrome in testicular cancer survivors 

MetS was diagnosed in 9.8 % of controls and in 15.2 % of TCS. However, OR for 
MetS compared to controls, was not statistically significantly increased (p=0.6).  

The amount of hypogonadal TCS with MetS was further increased to 36 % and in 
comparison with controls, the OR was 4.4 (95 % CI; 1.4; 14 p= 0.01). In 
comparisons with eugonadal TCS, the difference was even higher; OR 15 (95 % CI; 
2.8; 84, p=0.02). For the subgroup of uncompensated hypogonadal TCS, a 
statistically significant increased OR of MetS vs. controls was found; OR 6.4, 95 % 
CI 1.7; 25 p= 0. 007). When comparing with eugonadal TCS, the OR was 20 (95 % 
CI 3.2; 120). In another hypogonadal subgroup, constituting hypogonadal patients 
with TRT, compared with controls; OR was 13 (95 % CI; 1.3; 120 p=0.03). (Figure 
12). 

 

Figure 12.  
OR for Metabolic syndrome i testicular cancer survivors compared to controls and eugonadal patients 
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The Metabolic syndrome in Childhood cancer survivors 

Thirteen per cent of childhood cancer survicors and 10% of controls fulfilled criteria 
for MetS and in comparison, no statistically significantly increased OR for 
metabolic syndrome was found, OR=1.5 (95 % CI; 0.65; 3.2). 

In comparisons between all hypogonadal CCS and controls, 19 % of the 
hypogonadal patients fulfilled the criteria for MetS and the risk was statistically 
significantly increased; OR =3.4 (95% CI; 1.2; 9.7). When comparing eugonadal 
and hypogonadal CCS subgroups and controls, MetS was diagnosed in 17.6 % of 
uncompensated hypogonadal patients but the risk-increase did not reach level of 
statistical significance; OR=2.3(95% CI: 0.8; 16.4). Among hypogonadal CCS 
given TRT, 39 % were diagnosed with MetS compared to controls; OR=5.9 (95% 
CI: 1.6; 21.8). None of the CCS with compensated hypogonadism fulfilled the MetS 
criteria. MetS was found in 9.9 % of the eugonadal patients, compared to controls; 
OR=0.95, (95% CI: 0.39; 2.4). 

In the CCS RT CNS group, 33.3% of the patients were diagnosed with MetS. The 
OR, as compared to controls, was 6.7 (95% CI: 1.6; 28.9). After adjustment for 
hypogonadism the OR was 4.4 (95% CI: 0.99; 20.5) thus, borderline statistically 
significant. No other treatment group had increased OR for MetS. (Figure 13).  

 

Figure 13  
OR for Metabolic syndrome in childhood cancer survivors compared to controls 
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Effect of AR polymorphism 
Logistic regression analyses revealed statistically significant interactions between 
CAG categories and +/- hypogonadism in relation to MetS (p= 0.018) in interaction 
analyses. The interaction was robust for adjustment to age at inclusion and smoking 
(p=0.041). The prevalence of MetS was highest in the hypogondal CS in the CAG 
22-23. (Table 21). There was no statistically significant difference in OR for MetS 
when comparing CAG categories among hypogonadal patients.  

Table 21 
Cancer survivors with Metabolic syndrome(%) in different CAG categories +/ hypogonadism 

 CAG <22 CAG 22-23 CAG >23 

MetS+ hypogonadism 36% 
n=11 

40% 
n=10 

25% 
n=12 

MetS- 
Hypogonadism 

4% 
n=50 

18% 
n=17 

5% 
n=20 

 

Interaction analyses for CAG  
Interaction analyses for CAG categories and +/- hypogonadism did not give any 
statistically significant associations for waist measure, HbA1c, HOMAir, TG, BMI, 
cholesterol, glucose or insulin. Table 22. 

Table 22 
Interaction analysis CAG 

Parameter CAG x hypogonadism 
Non-adjusted 

CAG x hypogonadism 
Adjusted (for age and smoking) 

HbA1c (mmol/ mol) P= 0.35 P=0.67 

HOMAir  P=0.31 P=0.3 

TG, (mmol/ L) P= 0.43 P=0.53 

Glucose (mmol/ L) P= 0.63 P=0.81 

Insulin, (mmol/ L) P= 0.33 P= 0.26 

BMI, (kg/ m2) P=0.71 P=0.53 

Waist, (cm) P=0.47 P=0.24 

Cholesterol mmol/ L P=0.91 P=0.88 

MetS P=0.018 P=0.041 

 

We analyzed the distribution of CAG (mean = 22, median= 21) and GGN repeat 
lengths for all 123 included male cancer survivors whereas GGN repeats lengths 
(mean= 23, median = 23). 
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Discussion  

The results from the studies this thesis is based on, provide a possible understanding 
for the increased cardiovascular morbidity in male cancer survivors. From three of 
the studies it can be concluded that testosterone deficiency has great impact on CVD 
risk factors. It is therefore suggested that testosterone measurements should be part 
of follow up in cancer survivors for preventive actions as considers CVD. Along 
with testosterone, insulin resistance, waist measure and levels of insulin and HbA1c 
should be kept under surveillance, being early signs of the metabolic syndrome and 
CVD.  

In childhood cancer survivors, patients with testosterone replacement therapy had a 
higher risk than other hypogonadal groups for increased metabolic disturbances. 
This was unexpected and further challenging to evaluate due to lack of information 
regarding the dose and interval of the testosterone treatment. In addition, we had no 
information on pretreatment levels of testosterone. Thus, the interpretation was that 
these patients suffered the most severe hypogonadism, yet not treated to the full 
extent. However, previous studies are lacking to prove CVD benefits from 
exogenous testosterone treatment (262). Also, endpoints frequently focused on overt 
and more severe CVD further difficult to revoke. Nevertheless, more studies are 
needed to investigate potential benefits of testosterone replacement therapy on 
cardiovascular risk factors in large prospective studies for young cancer survivors.  

We confirmed an association between AR polymorphism and sperm production 
recovery from a previous pilot study (147), AR CAG 22-23, considered the most 
optimal AR phenotype, had significantly lower sperm concentration than short tracts 
(<22) for both studies. Although the curve for sperm concentration was u-shaped 
and not negatively linear as for the pilot study, this difference could be explained 
by the fact that, in the piloted study, only two patients constituted the group >23 
CAG repeats. 

Statistical significance was obtained for one treatment group (3-4 CT) at one time 
point in both studies, which is an indication of a genetic association and not a chance 
finding. However, to be able to use AR CAG- and GGN-repeat lengths as predictive 
values, larger studies are warranted. Giving that an interaction with hypogonadism 
could account for the inter-individual disparities, seen in paper IV, hypogonadism 
is suggested to be included in the model when looking at the effect of AR 
polymorphism in future studies.  
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The risk of the metabolic syndrome was higher among hypogonadal CS in the CAG 
22-23 group, compared to those with long (<23) and short (<22) CAG repeat lengths 
although non significant. Interaction analysis for CAG repeat lengths and 
hypogonadism was significant for MetS, pointing at an important interaction 
between hypogonadism and genetics. This is in line with the results reported by 
Skjarpe et al (263) where low CAG repeat lengths in a hypogondal context was 
associated with the risk of MetS. In contrast, an association for long repeats and risk 
of MetS in hypogonadal patients was seen in studies by Haring et al (256) and 
Zitzman et al (107), but studies were performed in healthy men and not in cancer 
survivors. Thus, the results are not showing a clear pattern as considers the inter-
subgroup difference in prevalence of MetS. Nevertheless, it can be argued that low 
testosterone levels have impact on androgen receptor CAG repeat length for the risk 
of MetS. In that case one can agree with Hammond postulating that genetic 
polymorphism influence the symptomatic threshold of testosterone (191,264), Also 
when testosterone is administered the response can be individual, due to CAG repeat 
length, showed in a study by Tirabassi et al. (265) for which testosterone 
administration yield enhanced metabolic improvement in male with hypogonadism 
and shorter AR CAG repeat length. 

The results are not convincingly pointing in one direction regarding the CAG and 
GGN categories. We anticipated the combination of a less active AR variant and 
hypogonadism associated with the most pronounced metabolic and cardiovascular 
risk profile. This assumption was partly established for the GGN lengths in relation 
to HOMAir and cholesterol levels whereas for glucose the highest values were seen 
for GGN=23 assumed to be associated with the most active AR (122). Previous 
studies are partly in agreement with our results, pointing at the increased risk of 
androgen deficiency related pathologies, associated with an expansion of GGN 
repeat (132) Being the highest cholesterol and HOMAir values among hypogonadal 
CS GGN>23 whereas for glucose, the concentration was highest in the GGN=23 
group.  

Although the results are not conclusive and the study population needs to be 
expanded in order to increase the statistical power of the study, we found some 
indications of modulating effect of AR CAG and GGN repeat lengths in relation to 
adverse effects of hypogonadism. Further exploration of this phenomenon may be 
an important link in understanding of the increased morbidity and mortality among 
cancer survivors as well as an identification of high-risk groups. CAG repeat length 
could allow us to individually tailor testosterone replacement therapy. 

Hypogonadism seems to be a significant risk factor for MetS among cancer 
survivors. For the individual components of MetS the pattern is not as clear. 
Hypertension was increased for patients in RT other group but no other associations 
were found, indicating that it could be a chance finding. In line with our results, 
there is often a later appearance of hypertension secondary to other factors and long-



81 

term effect of endothelial damage of CT or RT (194)or hypogonadism. ABI is a 
marker to the risk of atherosclerosis, and no significant differences were identified 
in comparisons with controls. This might reflect the prolonged process of 
atherosclerosis. Again with low levels of testosterone this process will be 
accelerated. This is in part explained by favorable influence of testosterone on the 
uptake of cholesterol and foam cell formation the earliest step in atherosclerosis 
(266). This is mediated through androgen receptors represented in high numbers in 
macrophages. From paper IV results indicate that GGN >23 had increased risk of 
elevated cholesterol and it is therefore plausible that AR polymorphism could 
modulate this effect. Low testosterone is also associated with increased intima 
media thickness (267) further empazising this association.  The importance of 
adequate levels of testosterone points at the importance of testosterone surveillance 
after cancer. This suggests that the pivotal role of polymorphism in modulating 
androgen effects on cardiovascular risk factors is of a complex nature and implies 
that its clinical impact, similar to that of androgens, is dependent on exogenous 
factors. 

To which degree inflammation is involved in the pathogenic link between 
hypogonadism and CVD is not fully explored. It is known that cancer and treatment 
induces rise in inflammatory agents, increasing risk of insulin resistance. 
Hyperinsulinemia and increased HOMAir were seen in the cancer survivors and 
most evident in hypogonadal patients. Insulin per se stimulates the smooth muscle 
growth and endothelial by increasing growth factors, (268) explaining the strong 
correlation to MetS and CVD. Increased levels of low-grade inflammation are found 
in subfertile men with hypogonadism (269). This is confirmed in several other 
studies, where testosterone deficiency was linked to increased inflammatory 
markers.  Further, it is suggested that immune-regulatory effects of testosterone is a 
link to CVD and diabetes type II. Other studies indicated an association between 
increased obesity, (270) visceral adiposity and increased body-fat and leptin 
(271,272) by CAG polymorphism. This might be explained by the high 
representation of androgen receptors in adipose tissue, secreting inflammatory 
mediators. Further, testosterone replacement therapy on the other hand, reduces 
leptin and adiponectin (273) , again pointing at a crucial interaction in the AR-
mediated androgen effect (274). 

In former studies increased LH-levels have been identified as risk factors for 
increased mortality (275). In contrast, in this thesis, patients with isolated LH- 
increase and normal testosterone levels, i.e. compensated hypogonadal patients 
were few and no significant associations to cardiovascular disease were found. 
Therefore we cannot recommend LH as predictor for CVD in cancer surveillance. 
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Summary and conclusions 

The overall aims with this thesis was to assess the impact of hypogonadism on 
cardiovascular risk factors in male cancer survivors and the genetic influence in 
those patients by androgen receptor polymorphism. Further, it aimed at 
investigating the association between AR polymorphism and reproduction post 
treatment in a larger study, previously indicated in a pilot study (147). 

Based on the results, the following was concluded:  

• Hypogonadism is associated with increased prevalence of several 
cardiovascular associated risk factors in male cancer survivors.  

• Insulin resistance (HOMAir), insulin, HbA1c and waist measure are the risk 
factors most significantly associated with hypogonadism. 

• The metabolic syndrome occurred in 33% of hypogonadal TCS and in 19% 
of hypogondal CCS and the risk was statistically significantly enhanced 
compared to controls  

• Radiation to CNS in CCS was the treatment most clearly associated with 
increased risk of MetS. 

• The androgen receptor polymorphism had significant impact on glucose, 
cholesterol and MetS in hypogonadal cancer survivors 

• The most efficient androgen receptor, CAG 22-23, had higher prevalence 
of MetS than <22 and >23. 

• AR CAG repeat length of 22-23 had lower sperm concentrations than other 
CAG groups, indicating a genetic influence on reproduction after cancer 
treatment 

This provides evidence for increased incidence of cardiovascular risk factors in both 
male TCS and CCS and a strong link to hypogonadism, displaying a big risk factor 
in these young patients. Insulin, waist measure, HbA1c and HOMAir are the most 
strongly associated risk factors and further pronounced in hypogonadal patients and 
in patients with radiation therapy to CNS. The metabolic syndrome is significantly 
increased in hypogonadal patients of both patient cohorts, approaching 40 % of 
hypogonadal patients. The results from paper IV provide novel insight on the effect 
of interaction between hypogonadism and AR polymorphism on cardiovascular risk 
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factors. We suggest that low testosterone can be used as predictive value for CVD 
in male cancer survivors and in the future, hopefully AR polymorphism can further 
predict cardiovascular risk and sperm production recovery, but more studies are 
needed. 
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Strenght and limitations of thesis 

This thesis has some important strength due to the prospective design of all included 
studies and due to inclusion of age-matched controls in study II-IV, randomly 
selected from the normal population. The patient groups were fairly large, giving 
some power to the statistical analyses.  

All blood samples, including a wide range of hormone measurements, were drawn 
in the morning, fasting, before 10 am, thus eliminating risk of low concentrations 
caused by diurnal variation of testosterone. All comparisons were performed 
adjusting for age and smoking, known to have an impact on testosterone levels as 
well as the risk of cardiovascular disease.  

The study investigators met all patients and controls at RMC Malmö and the 
examination, blood sampling and questionnaries were all done at the same time.  

The participation rate was rather high for TC patients, but lower for CCS, probably 
due to longer follow up (9.2 vs 24 years). There was however no difference in 
number of children between participants and non-participants, reducing the risk of 
selection bias. For controls the participation rate was low but when comparing 
participants and non-participants, no difference was detected for number of 
children, also decreasing the risk of selection bias.  For patients with and without 
DNA, included in study IV, mean values for age and metabolic endpoints were 
compared and no differences were detected.  

The CCS presented with a wide spectrum of oncological diagnoses and although 
they were divided in ten treatment groups, these subgroups remained heterogenic.  

The number of patients with compensated hypogonadism was too low to draw any 
conclusions for this category of patients.  

Age at diagnose might influence the outcome of late effects, but only age at 
inclusion was taken into account. However, Skinner concluded that age at diagnose 
was of less impact on the risk of hypogonadism than previously reported. 

The hypogonadism diagnose in study II-IV was based on biochemical analyses only, 
whereas in the clinical setting, repeated analyses are recommended for making 
decision regarding androgen replacement therapy. However, earlier studies have 
shown that single measurements are applicable for identifying high-risk patients 
(276).  
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As earlier mentioned, the lack of detailed information on testosterone treatment 
limits the possibility to draw conclusions on treatment impact. Some of the patient 
groups are fairly small and there is a risk of statistical type two errors. The 
abstinence time was not included as a cofactor in paper I due to missing values for 
40% of patients. 
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Future perspectives 

The future perspectives are enlightend under discussion and therefore only briefly 
discussed here. 

The results from this thesis indicate the prerequisite for an individualized treatment 
and follow up due to inter-individual risk of adverse effect of treatment. More 
predictors are needed to identify high-risk patients in order to offer preventive 
measures and for individual tailored treatments. Therefore, future studies that could 
contribute with such information are; 

− Studies with longer follow-up of insulin, MetS, HbA1c, HOMAir, waist 
measure and testosterone after treatment and over time. Patients should be 
randomized in large multi-centre studies to line out the risk of metabolic 
disturbances and the association to hypogonadism.  

− Testosterone treatment should be given and evaluated in randomized 
placebo controlled studies as considers risk-benefit regarding 
cardiovascular risk factors in cancer survivors. Early onset-hypogonadism 
should be given special attention in follow up surveillance. Previous studies 
indicate that some individuals are more sensitive to testosterone 
replacement therapy whereas others require higher doses of testosterone for 
equal outcome, which should be further analysed.  

− Additional studies are required to understand the impact of androgen 
receptor polymorphism on cardiovascular risk factors and reproduction also 
when hypogonadism is taken into account. Overall, in a larger study the AR 
CAG and GGN groups will more accurately reflect the normal population. 
Subsequently, genetic alteration would therefore be plausible and applied 
as predictive values.  

− With the intention to avoid future late-term side effects of treatment, and 
with the knowledge that radiotherapy is associated with the highest risk of 
adverse effects, studies investigating treatment regimens with low doses of 
radiotherapy or without radiotherapy are warrented.  

We could not prove any effect of compensated hypogonadism on the risk of late 
effects, perhaps due to low number of patients, and too short observation follow-up 
period for this group. More information regarding long-term risk of compensated 
hypogonadism in male cancer survivors is needed.   



88 

Acknowledgements 

I would like to express my gratitude to all involved in this thesis and I would 
especially like to thank; 

My main supervisor, professor Aleksander Giwercman for your excellent 
scientific guidance, continuos support and supervision any hour of the day or night, 
from any corner of the world, in between marathons, during my PhD-period.   

My co-supervisor Katarina Link, for your generous guidance within the field of 
endocrinology and andrology, for support during the inclusion of patients and in 
paper writing. 

My co-supervisor Mariusz Kitlinski, for the clinical support and guidance in 
internal medicine and cardiology during patient inclusion and in writing papers. 

My co-supervisor Ingrid Öra for sharing profound wisdom of life and knowledge 
in the field of child hood cancer.  

Irene Leijonhufvud, the world`s number one reasearch coordinator, for your 
impressive efficacy, humanity, warmth, support and encouragement during this 
entire period. Your importance for this thesis is extensive, and for me on a personal 
level, unmeasurable.  

Sigrid Isaksson, my sister-in-crime in this study. I am happy and thankful to have 
shared this project with you being able to discuss and support eachother. The day is 
finally here!  

Yvonne Lundberg Giwercman, for sharing great scientific knowledge and for 
creating an excellent research group. 

All co-authors who helped improving my manuscripts. 

Magdalena Bentmar-Holgersson for all your help with everything and anything 
in research. You are a tremendous source of knowledge with unlimited 
compentence. For you- the sky is the limit!  

To all the staff at the Reproductive Medicine Centre, Skåne University Hospital, 
Malmö. Specially, I would like to thank Matilda Engquist, Gunilla H Lundberg 
and Barbro Tedin who participated in different parts of patient inclusion as 
research nurses. 

To all previous clinical employers, with special thank to Lennart Hallsten and 
Kristina Arnljots and present clinical employers Silke Engelholm and Thomas 
Relander for all your support and for providing time to accomplish this project. 

To all wonderful staff and collegues at the Department of Oncology, Lund and 
Malmö, Skåne University Hospital. My friends and collegeues in the Lymphoma-



89 

Sarcoma group; Marie, Mikael, Thomas, Jacob, Mats, Ola, Johan, Kristina, 
Kristina, Elisabeth and Karin; you make going to work something to long for.  

Karin and Thomas Leandersson for sharing your scientific expertise. 

All the friends, past and present, in the Reproductive medicine research group, 
Jakob, Olof, Yasir, Christel, Leon, Linus, Hannah, Hamideh, Jonathan, Patrik, 
Johannes, Alexandra, Louise, Carl, Maria, Ida, Amelie, Gunilla, Matilda, 
Anna, Dorota and Yahia for the welcoming, supporting athmosphere, for the 
scientific exchange and technical support. I will miss you! 

Marie, my sharp, always supportive, queen-of sarcoma friend-(hallojaa), Anna, 
Helga and Karin J- I can´t wait for our future adventures. Karolina- (I couln´t 
have expressed it in a better way than did my children, -what would you do without 
her?)   

All the Västra-hamnen-friends and families, an endless source of human power 
and love behind every door. Thanks to you there is no better place to live! 

All wonderful friends from all parts of my life in Malmö, Lund and Stockholm  

you are all part of this journey. 

My family in law, I am deeply greatful that it became you! I could have no better! 
Thank you for all the fun, for bringing music into my life and for your love and 
support! 

Christian, my cousinbrother, the creator of the graphic design of this thesis. My co-
partner in Västra hamnen Ski club. 

Lina and Ulrika for sending every day love and support- this would not have been 
possible without you! 

My loving sister Sanna with family Niklas, Alfred and Lilly, always by my side  

My parents, the best one can have. Thank you for your endless love, continuous 
support and for teaching me that anything is possible! You gave me wings so I can 
fly! I love you forever! 

Jesper, Ebba, Isak and Thea  

You are my universe. With you I have everything,  

I love you like there is no tomorrow!  

  



90 

  



91 

References 

1. Znaor A, Bray F. Thirty year trends in testicular cancer mortality in Europe: gaps 
persist between the East and West. Acta Oncol 2012; 51:956-958 

2. Huyghe E, Matsuda T, Thonneau P. Increasing incidence of testicular cancer 
worldwide: a review. J Urol 2003; 170:5-11 

3. Chia VM, Quraishi SM, Devesa SS, Purdue MP, Cook MB, McGlynn KA. 
International trends in the incidence of testicular cancer, 1973-2002. Cancer 
Epidemiol Biomarkers Prev 2010; 19:1151-1159 

4. Olofsson SE, Tandstad T, Jerkeman M, Dahl O, Stahl O, Klepp O, Bremnes RM, 
Cohn-Cedermark G, Langberg CW, Laurell A, Solberg A, Stierner U, Wahlqvist 
R, Wijkstrom H, Anderson H, Cavallin-Stahl E. Population-based study of 
treatment guided by tumor marker decline in patients with metastatic 
nonseminomatous germ cell tumor: a report from the Swedish-Norwegian 
Testicular Cancer Group. J Clin Oncol 2011; 29:2032-2039 

5. Tandstad T, Cohn-Cedermark G, Dahl O, Stierner U, Cavallin-Stahl E, Bremnes 
RM, Klepp O. Long-term follow-up after risk-adapted treatment in clinical stage 
1 (CS1) nonseminomatous germ-cell testicular cancer (NSGCT) implementing 
adjuvant CVB chemotherapy. A SWENOTECA study. Ann Oncol 2010; 
21:1858-1863 

6. Engholm G, Gislum M, Bray F, Hakulinen T. Trends in the survival of patients 
diagnosed with cancer in the Nordic countries 1964-2003 followed up to the end 
of 2006. Material and methods. Acta Oncol 2010; 49:545-560 

7. Adami HO, Bergstrom R, Mohner M, Zatonski W, Storm H, Ekbom A, Tretli S, 
Teppo L, Ziegler H, Rahu M, et al. Testicular cancer in nine northern European 
countries. Int J Cancer 1994; 59:33-38 

8. Moller H. Trends in sex-ratio, testicular cancer and male reproductive hazards: 
are they connected? APMIS 1998; 106:232-238; discussion 238-239 

9. Ferlay J, Parkin DM, Steliarova-Foucher E. Estimates of cancer incidence and 
mortality in Europe in 2008. Eur J Cancer 2010; 46:765-781 

10. McGlynn KA, Devesa SS. Re: Nguyen MM, Ellison LM: Testicular cancer 
patterns in Asian-American males: an opportunity for public health education to 
impact outcomes (Urology 66: 606-609, 2005) and Gajendran VK, Nguyen M, 
Ellison LM: Testicular cancer patterns in African-American men (Urology 66: 
602-605, 2005). Urology 2008; 71:356-357 

11. Bray F, Richiardi L, Ekbom A, Pukkala E, Cuninkova M, Moller H. Trends in 
testicular cancer incidence and mortality in 22 European countries: continuing 
increases in incidence and declines in mortality. Int J Cancer 2006; 118:3099-
3111 



92 

12. Tut TG, Ghadessy FJ, Trifiro MA, Pinsky L, Yong EL. Long polyglutamine tracts 
in the androgen receptor are associated with reduced trans-activation, impaired 
sperm production, and male infertility. J Clin Endocrinol Metab 1997; 82:3777-
3782 

13. Honecker F, Stoop H, de Krijger RR, Chris Lau YF, Bokemeyer C, Looijenga 
LH. Pathobiological implications of the expression of markers of testicular 
carcinoma in situ by fetal germ cells. J Pathol 2004; 203:849-857 

14. Zhang Y, Graubard BI, Longnecker MP, Stanczyk FZ, Klebanoff MA, McGlynn 
KA. Maternal hormone levels and perinatal characteristics: implications for 
testicular cancer. Ann Epidemiol 2007; 17:85-92 

15. Depue RH, Pike MC, Henderson BE. Estrogen exposure during gestation and risk 
of testicular cancer. J Natl Cancer Inst 1983; 71:1151-1155 

16. McGlynn KA, Graubard BI, Klebanoff MA, Longnecker MP. Risk factors for 
cryptorchism among populations at differing risks of testicular cancer. Int J 
Epidemiol 2006; 35:787-795 

17. Reuter VE. Origins and molecular biology of testicular germ cell tumors. Mod 
Pathol 2005; 18 Suppl 2:S51-60 

18. Boisen KA, Kaleva M, Main KM, Virtanen HE, Haavisto AM, Schmidt IM, 
Chellakooty M, Damgaard IN, Mau C, Reunanen M, Skakkebaek NE, Toppari J. 
Difference in prevalence of congenital cryptorchidism in infants between two 
Nordic countries. Lancet 2004; 363:1264-1269 

19. Boisen KA, Kaleva M, Main KM, Virtanen H, Haavisto AM, Schmidt IM, 
Chellakooty M, Damgaard IN, Mau C, Reunanen M, Skakkebaek NE, Toppari J. 
[High and increasing prevalence of cryptorchidism in Denmark]. Ugeskr Laeger 
2004; 166:4372-4375 

20. McGlynn KA, Trabert B. Adolescent and adult risk factors for testicular cancer. 
Nat Rev Urol 2012; 9:339-349 

21. Dieckmann KP, Pichlmeier U. Clinical epidemiology of testicular germ cell 
tumors. World J Urol 2004; 22:2-14 

22. Moller H, Skakkebaek NE. [Occurrence of testicular cancer in subfertile men. A 
case-control study]. Ugeskr Laeger 1999; 161:6490-6492 

23. Moller H, Skakkebaek NE. Testicular cancer and cryptorchidism in relation to 
prenatal factors: case-control studies in Denmark. Cancer Causes Control 1997; 
8:904-912 

24. Moller H, Skakkebaek NE. Risk of testicular cancer in subfertile men: case-
control study. BMJ 1999; 318:559-562 

25. Paulozzi LJ, Erickson JD, Jackson RJ. Hypospadias trends in two US surveillance 
systems. Pediatrics 1997; 100:831-834 

26. Richiardi L, Pettersson A, Akre O. Genetic and environmental risk factors for 
testicular cancer. Int J Androl 2007; 30:230-240; discussion 240-231 

27. Fenster L, Katz DF, Wyrobek AJ, Pieper C, Rempel DM, Oman D, Swan SH. 
Effects of psychological stress on human semen quality. J Androl 1997; 18:194-
202 

28. Skakkebaek NE, Rajpert-De Meyts E, Main KM. Testicular dysgenesis 
syndrome: an increasingly common developmental disorder with environmental 
aspects. Hum Reprod 2001; 16:972-978 



93 

29. Dong C, Lonnstedt I, Hemminki K. Familial testicular cancer and second primary 
cancers in testicular cancer patients by histological type. Eur J Cancer 2001; 
37:1878-1885 

30. Beiki O, Granath F, Allebeck P, Akre O, Moradi T. Subtype-specific risk of 
testicular tumors among immigrants and their descendants in Sweden, 1960 to 
2007. Cancer Epidemiol Biomarkers Prev 2010; 19:1053-1065 

31. Grassetti D, Giannandrea F, Paoli D, Masciandaro P, Figura V, Carlini T, Rizzo 
F, Lombardo F, Lenzi A, Gandini L. Androgen receptor polymorphisms and 
testicular cancer risk. Andrology 2015; 3:27-33 

32. Giwercman A, Lundin KB, Eberhard J, Stahl O, Cwikiel M, Cavallin-Stahl E, 
Giwercman YL. Linkage between androgen receptor gene CAG trinucleotide 
repeat length and testicular germ cell cancer histological type and clinical stage. 
Eur J Cancer 2004; 40:2152-2158 

33. Litchfield K, Loveday C, Levy M, Dudakia D, Rapley E, Nsengimana J, Bishop 
DT, Reid A, Huddart R, Broderick P, Houlston RS, Turnbull C. Large-scale 
Sequencing of Testicular Germ Cell Tumour (TGCT) Cases Excludes Major 
TGCT Predisposition Gene. Eur Urol 2018;  

34. Kratz CP, Mai PL, Greene MH. Familial testicular germ cell tumours. Best Pract 
Res Clin Endocrinol Metab 2010; 24:503-513 

35. Greene MH, Kratz CP, Mai PL, Mueller C, Peters JA, Bratslavsky G, Ling A, 
Choyke PM, Premkumar A, Bracci J, Watkins RJ, McMaster ML, Korde LA. 
Familial testicular germ cell tumors in adults: 2010 summary of genetic risk 
factors and clinical phenotype. Endocr Relat Cancer 2010; 17:R109-121 

36. Nichols CR. Testicular cancer. Curr Probl Cancer 1998; 22:187-274 
37. Albers P, Albrecht W, Algaba F, Bokemeyer C, Cohn-Cedermark G, Fizazi K, 

Horwich A, Laguna MP, Nicolai N, Oldenburg J. Guidelines on Testicular 
Cancer: 2015 Update. Eur Urol 2015; 68:1054-1068 

38. Sturgeon CM, Hoffman BR, Chan DW, Ch'ng SL, Hammond E, Hayes DF, Liotta 
LA, Petricoin EF, Schmitt M, Semmes OJ, Soletormos G, van der Merwe E, 
Diamandis EP. National Academy of Clinical Biochemistry Laboratory Medicine 
Practice Guidelines for use of tumor markers in clinical practice: quality 
requirements. Clin Chem 2008; 54:e1-e10 

39. Masterson TA, Rice KR, Beck SD. Current and future biologic markers for 
disease progression and relapse in testicular germ cell tumors: a review. Urol 
Oncol 2014; 32:261-271 

40. Olofsson SE, Nodin B, Gaber A, Eberhard J, Uhlen M, Jirstrom K, Jerkeman M. 
Low RBM3 protein expression correlates with clinical stage, prognostic 
classification and increased risk of treatment failure in testicular non-
seminomatous germ cell cancer. PLoS One 2015; 10:e0121300 

41. Gillis AJ, Rijlaarsdam MA, Eini R, Dorssers LC, Biermann K, Murray MJ, 
Nicholson JC, Coleman N, Dieckmann KP, Belge G, Bullerdiek J, Xu T, Bernard 
N, Looijenga LH. Targeted serum miRNA (TSmiR) test for diagnosis and follow-
up of (testicular) germ cell cancer patients: a proof of principle. Mol Oncol 2013; 
7:1083-1092 

42. Li MC, Whitmore WF, Jr., Golbey R, Grabstald H. Effects of combined drug 
therapy on metastatic cancer of the testis. JAMA 1960; 174:1291-1299 



94 

43. Samuels ML, Johnson DE, Holoye PY. Continuous intravenous bleomycin (NSC-
125066) therapy with vinblastine (NSC-49842) in stage III testicular neoplasia. 
Cancer Chemother Rep 1975; 59:563-570 

44. Einhorn LH, Donohue JP. Chemotherapy for disseminated testicular cancer. Urol 
Clin North Am 1977; 4:407-426 

45. Einhorn LH, Donohue J. Cis-diamminedichloroplatinum, vinblastine, and 
bleomycin combination chemotherapy in disseminated testicular cancer. Ann 
Intern Med 1977; 87:293-298 

46. Einhorn LH, Donohue JP. Improved chemotherapy in disseminated testicular 
cancer. J Urol 1977; 117:65-69 

47. Peckham MJ, Barrett A, Liew KH, Horwich A, Robinson B, Dobbs HJ, 
McElwain TJ, Hendry WF. The treatment of metastatic germ-cell testicular 
tumours with bleomycin, etoposide and cis-platin (BEP). Br J Cancer 1983; 
47:613-619 

48. Williams SD, Birch R, Einhorn LH, Irwin L, Greco FA, Loehrer PJ. Treatment of 
disseminated germ-cell tumors with cisplatin, bleomycin, and either vinblastine or 
etoposide. N Engl J Med 1987; 316:1435-1440 

49. Peckham MJ, McElwain TJ, Barrett A, Hendry WF. Combined management of 
malignant teratoma of the testis. Lancet 1979; 2:267-270 

50. Skakkebaek NE, Berthelsen JG, von der Maase H, Rorth M, Osterlind A. 
Prevention of bilateral testicular cancer: significance of detection and treatment of 
carcinoma in situ. Prog Clin Biol Res 1989; 303:779-789 

51. Osterlind A, Berthelsen JG, Abildgaard N, Hansen SO, Hjalgrim H, Johansen B, 
Munck-Hansen J, Rasmussen LH. Risk of bilateral testicular germ cell cancer in 
Denmark: 1960-1984. J Natl Cancer Inst 1991; 83:1391-1395 

52. Mortensen MS, Gundgaard MG, Daugaard G. Treatment options for carcinoma in 
situ testis. Int J Androl 2011; 34:e32-36 

53. Krege S, Beyer J, Souchon R, Albers P, Albrecht W, Algaba F, Bamberg M, 
Bodrogi I, Bokemeyer C, Cavallin-Stahl E, Classen J, Clemm C, Cohn-
Cedermark G, Culine S, Daugaard G, De Mulder PH, De Santis M, de Wit M, de 
Wit R, Derigs HG, Dieckmann KP, Dieing A, Droz JP, Fenner M, Fizazi K, 
Flechon A, Fossa SD, del Muro XG, Gauler T, Geczi L, Gerl A, Germa-Lluch JR, 
Gillessen S, Hartmann JT, Hartmann M, Heidenreich A, Hoeltl W, Horwich A, 
Huddart R, Jewett M, Joffe J, Jones WG, Kisbenedek L, Klepp O, Kliesch S, 
Koehrmann KU, Kollmannsberger C, Kuczyk M, Laguna P, Galvis OL, Loy V, 
Mason MD, Mead GM, Mueller R, Nichols C, Nicolai N, Oliver T, Ondrus D, 
Oosterhof GO, Paz-Ares L, Pizzocaro G, Pont J, Pottek T, Powles T, Rick O, 
Rosti G, Salvioni R, Scheiderbauer J, Schmelz HU, Schmidberger H, Schmoll HJ, 
Schrader M, Sedlmayer F, Skakkebaek NE, Sohaib A, Tjulandin S, Warde P, 
Weinknecht S, Weissbach L, Wittekind C, Winter E, Wood L, von der Maase H. 
European consensus conference on diagnosis and treatment of germ cell cancer: a 
report of the second meeting of the European Germ Cell Cancer Consensus Group 
(EGCCCG): part II. Eur Urol 2008; 53:497-513 

54. Klepp O, Olsson AM, Ous S, Nilsson S, Hoisaether PA, Tveter K. Early clinical 
stages of nonseminomatous testis cancer. Evaluation of the primary treatment and 
follow-up procedures of the SWENOTECA project. Scand J Urol Nephrol 1991; 
25:179-190 



95 

55. Klepp O, Flodgren P, Maartman-Moe H, Lindholm CE, Unsgaard B, Teigum H, 
Fossa SD, Paus E. Early clinical stages (CS1, CS1Mk+ and CS2A) of non-
seminomatous testis cancer. Value of pre- and post-orchiectomy serum tumor 
marker information in prediction of retroperitoneal lymph node metastases. 
Swedish-Norwegian Testicular Cancer Project (SWENOTECA). Ann Oncol 
1990; 1:281-288 

56. International Germ Cell Consensus Classification: a prognostic factor-based 
staging system for metastatic germ cell cancers. International Germ Cell Cancer 
Collaborative Group. J Clin Oncol 1997; 15:594-603 

57. Cooper DE, L'Esperance J O, Christman MS, Auge BK. Testis cancer: a 20-year 
epidemiological review of the experience at a regional military medical facility. J 
Urol 2008; 180:577-581; discussion 581-572 

58. Tandstad T, Stahl O, Hakansson U, Dahl O, Haugnes HS, Klepp OH, Langberg 
CW, Laurell A, Oldenburg J, Solberg A, Soderstrom K, Cavallin-Stahl E, Stierner 
U, Wahlquist R, Wall N, Cohn-Cedermark G. One course of adjuvant BEP in 
clinical stage I nonseminoma mature and expanded results from the 
SWENOTECA group. Ann Oncol 2014; 25:2167-2172 

59. von der Maase H, Specht L, Jacobsen GK, Jakobsen A, Madsen EL, Pedersen M, 
Rorth M, Schultz H. Surveillance following orchidectomy for stage I seminoma 
of the testis. Eur J Cancer 1993; 29A:1931-1934 

60. Kollmannsberger C, Tandstad T, Bedard PL, Cohn-Cedermark G, Chung PW, 
Jewett MA, Powles T, Warde PR, Daneshmand S, Protheroe A, Tyldesley S, 
Black PC, Chi K, So AI, Moore MJ, Nichols CR. Patterns of relapse in patients 
with clinical stage I testicular cancer managed with active surveillance. J Clin 
Oncol 2015; 33:51-57 

61. Engholm G, Ferlay J, Christensen N, Bray F, Gjerstorff ML, Klint A, Kotlum JE, 
Olafsdottir E, Pukkala E, Storm HH. NORDCAN--a Nordic tool for cancer 
information, planning, quality control and research. Acta Oncol 2010; 49:725-736 

62. Howlader N, Mariotto AB, Woloshin S, Schwartz LM. Providing clinicians and 
patients with actual prognosis: cancer in the context of competing causes of death. 
J Natl Cancer Inst Monogr 2014; 2014:255-264 

63. Steliarova-Foucher E, Stiller C, Kaatsch P, Berrino F, Coebergh JW. Trends in 
childhood cancer incidence in Europe, 1970-99. Lancet 2005; 365:2088 

64. Coebergh JW, Reedijk AM, de Vries E, Martos C, Jakab Z, Steliarova-Foucher E, 
Kamps WA. Leukaemia incidence and survival in children and adolescents in 
Europe during 1978-1997. Report from the Automated Childhood Cancer 
Information System project. Eur J Cancer 2006; 42:2019-2036 

65. Viviani S, Santoro A, Ragni G, Bonfante V, Bestetti O, Bonadonna G. Gonadal 
toxicity after combination chemotherapy for Hodgkin's disease. Comparative 
results of MOPP vs ABVD. Eur J Cancer Clin Oncol 1985; 21:601-605 

66. Wallace WH, Anderson RA, Irvine DS. Fertility preservation for young patients 
with cancer: who is at risk and what can be offered? Lancet Oncol 2005; 6:209-
218 

67. Skorupskaite K, George JT, Anderson RA. The kisspeptin-GnRH pathway in 
human reproductive health and disease. Hum Reprod Update 2014; 20:485-500 



96 

68. Pinilla L, Aguilar E, Dieguez C, Millar RP, Tena-Sempere M. Kisspeptins and 
reproduction: physiological roles and regulatory mechanisms. Physiol Rev 2012; 
92:1235-1316 

69. McLachlan RI, Matsumoto AM, Burger HG, de Kretser DM, Bremner WJ. 
Follicle-stimulating hormone is required for quantitatively normal inhibin 
secretion in men. J Clin Endocrinol Metab 1988; 67:1305-1308 

70. Hadziselimovic F, Herzog B. The importance of both an early orchidopexy and 
germ cell maturation for fertility. Lancet 2001; 358:1156-1157 

71. Sharpe RM, Fraser HM, Brougham MF, McKinnell C, Morris KD, Kelnar CJ, 
Wallace WH, Walker M. Role of the neonatal period of pituitary-testicular 
activity in germ cell proliferation and differentiation in the primate testis. Hum 
Reprod 2003; 18:2110-2117 

72. Sharpe RM, McKinnell C, Kivlin C, Fisher JS. Proliferation and functional 
maturation of Sertoli cells, and their relevance to disorders of testis function in 
adulthood. Reproduction 2003; 125:769-784 

73. Stukenborg JB, Jahnukainen K, Hutka M, Mitchell RT. Cancer treatment in 
childhood and testicular function: the importance of the somatic environment. 
Endocr Connect 2018; 7:R69-R87 

74. Wu FC, Butler GE, Kelnar CJ, Sellar RE. Patterns of pulsatile luteinizing 
hormone secretion before and during the onset of puberty in boys: a study using 
an immunoradiometric assay. J Clin Endocrinol Metab 1990; 70:629-637 

75. Chemes HE. Infancy is not a quiescent period of testicular development. Int J 
Androl 2001; 24:2-7 

76. Maddocks S, Hargreave TB, Reddie K, Fraser HM, Kerr JB, Sharpe RM. 
Intratesticular hormone levels and the route of secretion of hormones from the 
testis of the rat, guinea pig, monkey and human. Int J Androl 1993; 16:272-278 

77. De Gendt K, Swinnen JV, Saunders PT, Schoonjans L, Dewerchin M, Devos A, 
Tan K, Atanassova N, Claessens F, Lecureuil C, Heyns W, Carmeliet P, Guillou 
F, Sharpe RM, Verhoeven G. A Sertoli cell-selective knockout of the androgen 
receptor causes spermatogenic arrest in meiosis. Proc Natl Acad Sci U S A 2004; 
101:1327-1332 

78. de Kretser DM, Burger HG. The Y chromosome and spermatogenesis. N Engl J 
Med 1997; 336:576-578 

79. Ehmcke J, Wistuba J, Schlatt S. Spermatogonial stem cells: questions, models and 
perspectives. Hum Reprod Update 2006; 12:275-282 

80. Heller CG, Clermont Y. Spermatogenesis in man: an estimate of its duration. 
Science 1963; 140:184-186 

81. de Kretser DM, Loveland KL, Meinhardt A, Simorangkir D, Wreford N. 
Spermatogenesis. Hum Reprod 1998; 13 Suppl 1:1-8 

82. Hess RA, Renato de Franca L. Spermatogenesis and cycle of the seminiferous 
epithelium. Adv Exp Med Biol 2008; 636:1-15 

83. O'Donnell L, Stanton P, de Kretser DM. Endocrinology of the Male Reproductive 
System and Spermatogenesis. In: De Groot LJ, Chrousos G, Dungan K, Feingold 
KR, Grossman A, Hershman JM, Koch C, Korbonits M, McLachlan R, New M, 
Purnell J, Rebar R, Singer F, Vinik A, eds. Endotext. South Dartmouth 
(MA)2000. 



97 

84. Dunn JF, Nisula BC, Rodbard D. Transport of steroid hormones: binding of 21 
endogenous steroids to both testosterone-binding globulin and corticosteroid-
binding globulin in human plasma. J Clin Endocrinol Metab 1981; 53:58-68 

85. Axelsson J, Ingre M, Akerstedt T, Holmback U. Effects of acutely displaced sleep 
on testosterone. J Clin Endocrinol Metab 2005; 90:4530-4535 

86. Jeibmann A, Zahedi S, Simoni M, Nieschlag E, Byrne MM. Glucagon-like 
peptide-1 reduces the pulsatile component of testosterone secretion in healthy 
males. Eur J Clin Invest 2005; 35:565-572 

87. Caronia LM, Dwyer AA, Hayden D, Amati F, Pitteloud N, Hayes FJ. Abrupt 
decrease in serum testosterone levels after an oral glucose load in men: 
implications for screening for hypogonadism. Clin Endocrinol (Oxf) 2013; 
78:291-296 

88. Voss MH, Feldman DR, Motzer RJ. High-dose chemotherapy and stem cell 
transplantation for advanced testicular cancer. Expert Rev Anticancer Ther 2011; 
11:1091-1103 

89. Harman SM, Metter EJ, Tobin JD, Pearson J, Blackman MR. Longitudinal effects 
of aging on serum total and free testosterone levels in healthy men. Baltimore 
Longitudinal Study of Aging. J Clin Endocrinol Metab 2001; 86:724-731 

90. Van Uytfanghe K, Stockl D, Kaufman JM, Fiers T, De Leenheer A, Thienpont 
LM. Validation of 5 routine assays for serum free testosterone with a candidate 
reference measurement procedure based on ultrafiltration and isotope dilution-gas 
chromatography-mass spectrometry. Clin Biochem 2005; 38:253-261 

91. Selby C. Sex hormone binding globulin: origin, function and clinical significance. 
Ann Clin Biochem 1990; 27 ( Pt 6):532-541 

92. Feldman HA, Longcope C, Derby CA, Johannes CB, Araujo AB, Coviello AD, 
Bremner WJ, McKinlay JB. Age trends in the level of serum testosterone and 
other hormones in middle-aged men: longitudinal results from the Massachusetts 
male aging study. J Clin Endocrinol Metab 2002; 87:589-598 

93. Thomas LN, Douglas RC, Lazier CB, Too CK, Rittmaster RS, Tindall DJ. Type 1 
and type 2 5alpha-reductase expression in the development and progression of 
prostate cancer. Eur Urol 2008; 53:244-252 

94. Murphy S, Khaw KT, Cassidy A, Compston JE. Sex hormones and bone mineral 
density in elderly men. Bone Miner 1993; 20:133-140 

95. Janowsky JS, Oviatt SK, Orwoll ES. Testosterone influences spatial cognition in 
older men. Behav Neurosci 1994; 108:325-332 

96. Marsh JD, Lehmann MH, Ritchie RH, Gwathmey JK, Green GE, Schiebinger RJ. 
Androgen receptors mediate hypertrophy in cardiac myocytes. Circulation 1998; 
98:256-261 

97. Golden KL, Marsh JD, Jiang Y, Moulden J. Acute actions of testosterone on 
contractile function of isolated rat ventricular myocytes. Eur J Endocrinol 2005; 
152:479-483 

98. Hall SK, Armstrong DL. Conditional and unconditional inhibition of calcium-
activated potassium channels by reversible protein phosphorylation. J Biol Chem 
2000; 275:3749-3754 

99. Bhasin S, Cunningham GR, Hayes FJ, Matsumoto AM, Snyder PJ, Swerdloff RS, 
Montori VM. Testosterone therapy in men with androgen deficiency syndromes: 



98 

an Endocrine Society clinical practice guideline. J Clin Endocrinol Metab 2010; 
95:2536-2559 

100. Lunenfeld B, Mskhalaya G, Zitzmann M, Arver S, Kalinchenko S, Tishova Y, 
Morgentaler A. Recommendations on the diagnosis, treatment and monitoring of 
hypogonadism in men. Aging Male 2015; 18:5-15 

101. Isaksson S, Bogefors K, Stahl O, Eberhard J, Giwercman YL, Leijonhufvud I, 
Link K, Ora I, Romerius P, Bobjer J, Giwercman A. High risk of hypogonadism 
in young male cancer survivors. Clin Endocrinol (Oxf) 2017;  

102. Rosner W, Auchus RJ, Azziz R, Sluss PM, Raff H. Position statement: Utility, 
limitations, and pitfalls in measuring testosterone: an Endocrine Society position 
statement. J Clin Endocrinol Metab 2007; 92:405-413 

103. Rosner W, Vesper H. Toward excellence in testosterone testing: a consensus 
statement. J Clin Endocrinol Metab 2010; 95:4542-4548 

104. Basaria S. Male hypogonadism. Lancet 2014; 383:1250-1263 
105. Bhasin S, Basaria S. Diagnosis and treatment of hypogonadism in men. Best Pract 

Res Clin Endocrinol Metab 2011; 25:251-270 
106. Canale D, Caglieresi C, Moschini C, Liberati CD, Macchia E, Pinchera A, 

Martino E. Androgen receptor polymorphism (CAG repeats) and androgenicity. 
Clin Endocrinol (Oxf) 2005; 63:356-361 

107. Zitzmann M, Nieschlag E. Androgen receptor gene CAG repeat length and body 
mass index modulate the safety of long-term intramuscular testosterone 
undecanoate therapy in hypogonadal men. J Clin Endocrinol Metab 2007; 
92:3844-3853 

108. Gottlieb B, Trifiro MA. Androgen Insensitivity Syndrome. In: Adam MP, 
Ardinger HH, Pagon RA, Wallace SE, Bean LJH, Stephens K, Amemiya A, eds. 
GeneReviews((R)). Seattle (WA)1993. 

109. Gottlieb B, Pinsky L, Beitel LK, Trifiro M. Androgen insensitivity. Am J Med 
Genet 1999; 89:210-217 

110. Zitzmann M, Faber S, Nieschlag E. Association of specific symptoms and 
metabolic risks with serum testosterone in older men. J Clin Endocrinol Metab 
2006; 91:4335-4343 

111. Hajer GR, van Haeften TW, Visseren FL. Adipose tissue dysfunction in obesity, 
diabetes, and vascular diseases. Eur Heart J 2008; 29:2959-2971 

112. Svartberg J, von Muhlen D, Sundsfjord J, Jorde R. Waist circumference and 
testosterone levels in community dwelling men. The Tromso study. Eur J 
Epidemiol 2004; 19:657-663 

113. Corona G, Rastrelli G, Vignozzi L, Mannucci E, Maggi M. Testosterone, 
cardiovascular disease and the metabolic syndrome. Best Pract Res Clin 
Endocrinol Metab 2011; 25:337-353 

114. Romerius P, Stahl O, Moell C, Relander T, Cavallin-Stahl E, Wiebe T, 
Giwercman YL, Giwercman A. Hypogonadism risk in men treated for childhood 
cancer. J Clin Endocrinol Metab 2009; 94:4180-4186 

115. Brinkmann AO, Klaasen P, Kuiper GG, van der Korput JA, Bolt J, de Boer W, 
Smit A, Faber PW, van Rooij HC, Geurts van Kessel A, et al. Structure and 
function of the androgen receptor. Urol Res 1989; 17:87-93 

116. Brinkmann AO, Faber PW, van Rooij HC, Kuiper GG, Ris C, Klaassen P, van der 
Korput JA, Voorhorst MM, van Laar JH, Mulder E, et al. The human androgen 



99 

receptor: domain structure, genomic organization and regulation of expression. J 
Steroid Biochem 1989; 34:307-310 

117. Kittles RA, Young D, Weinrich S, Hudson J, Argyropoulos G, Ukoli F, Adams-
Campbell L, Dunston GM. Extent of linkage disequilibrium between the 
androgen receptor gene CAG and GGC repeats in human populations: 
implications for prostate cancer risk. Hum Genet 2001; 109:253-261 

118. Sasaki M, Sakuragi N, Dahiya R. The CAG repeats in exon 1 of the androgen 
receptor gene are significantly longer in endometrial cancer patients. Biochem 
Biophys Res Commun 2003; 305:1105-1108 

119. Giwercman YL, Xu C, Arver S, Pousette A, Reneland R. No association between 
the androgen receptor gene CAG repeat and impaired sperm production in 
Swedish men. Clin Genet 1998; 54:435-436 

120. Nenonen H, Bjork C, Skjaerpe PA, Giwercman A, Rylander L, Svartberg J, 
Giwercman YL. CAG repeat number is not inversely associated with androgen 
receptor activity in vitro. Mol Hum Reprod 2010; 16:153-157 

121. Nenonen HA, Giwercman A, Hallengren E, Giwercman YL. Non-linear 
association between androgen receptor CAG repeat length and risk of male 
subfertility--a meta-analysis. Int J Androl 2011; 34:327-332 

122. Lundin KB, Giwercman YL, Rylander L, Hagmar L, Giwercman A. Androgen 
receptor gene GGN repeat length and reproductive characteristics in young 
Swedish men. Eur J Endocrinol 2006; 155:347-354 

123. Lundin KB, Giwercman A, Dizeyi N, Giwercman YL. Functional in vitro 
characterisation of the androgen receptor GGN polymorphism. Mol Cell 
Endocrinol 2007; 264:184-187 

124. Davis-Dao CA, Tuazon ED, Sokol RZ, Cortessis VK. Male infertility and 
variation in CAG repeat length in the androgen receptor gene: a meta-analysis. J 
Clin Endocrinol Metab 2007; 92:4319-4326 

125. La Spada AR, Wilson EM, Lubahn DB, Harding AE, Fischbeck KH. Androgen 
receptor gene mutations in X-linked spinal and bulbar muscular atrophy. Nature 
1991; 352:77-79 

126. Mifsud A, Sim CK, Boettger-Tong H, Moreira S, Lamb DJ, Lipshultz LI, Yong 
EL. Trinucleotide (CAG) repeat polymorphisms in the androgen receptor gene: 
molecular markers of risk for male infertility. Fertil Steril 2001; 75:275-281 

127. von Eckardstein S, Syska A, Gromoll J, Kamischke A, Simoni M, Nieschlag E. 
Inverse correlation between sperm concentration and number of androgen 
receptor CAG repeats in normal men. J Clin Endocrinol Metab 2001; 86:2585-
2590 

128. Wallerand H, Remy-Martin A, Chabannes E, Bermont L, Adessi GL, Bittard H. 
Relationship between expansion of the CAG repeat in exon 1 of the androgen 
receptor gene and idiopathic male infertility. Fertil Steril 2001; 76:769-774 

129. Hiort O, Horter T, Schulze W, Kremke B, Sinnecker GH. Male infertility and 
increased risk of diseases in future generations. Lancet 1999; 354:1907-1908 

130. Dadze S, Wieland C, Jakubiczka S, Funke K, Schroder E, Royer-Pokora B, 
Willers R, Wieacker PF. The size of the CAG repeat in exon 1 of the androgen 
receptor gene shows no significant relationship to impaired spermatogenesis in an 
infertile Caucasoid sample of German origin. Mol Hum Reprod 2000; 6:207-214 



100 

131. Yong EL, Loy CJ, Sim KS. Androgen receptor gene and male infertility. Hum 
Reprod Update 2003; 9:1-7 

132. Aschim EL, Nordenskjold A, Giwercman A, Lundin KB, Ruhayel Y, Haugen TB, 
Grotmol T, Giwercman YL. Linkage between cryptorchidism, hypospadias, and 
GGN repeat length in the androgen receptor gene. J Clin Endocrinol Metab 2004; 
89:5105-5109 

133. Brokken LJ, Rylander L, Jonsson BA, Spano M, Pedersen HS, Ludwicki JK, 
Zviezdai V, Bizzaro D, Manicardi GC, Toft G, Bonde JP, Giwercman A, 
Lundberg Giwercman Y. Non-linear association between androgen receptor CAG 
and GGN repeat lengths and reproductive parameters in fertile European and Inuit 
men. Mol Cell Endocrinol 2013; 370:163-171 

134. Castro-Nallar E, Bacallao K, Parada-Bustamante A, Lardone MC, Lopez PV, 
Madariaga M, Valdevenito R, Piottante A, Ebensperger M, Castro A. Androgen 
receptor gene CAG and GGN repeat polymorphisms in Chilean men with primary 
severe spermatogenic failure. J Androl 2010; 31:552-559 

135. Lundin KB, Giwercman A, Richthoff J, Abrahamsson PA, Giwercman YL. No 
association between mutations in the human androgen receptor GGN repeat and 
inter-sex conditions. Mol Hum Reprod 2003; 9:375-379 

136. Irvine RA, Yu MC, Ross RK, Coetzee GA. The CAG and GGC microsatellites of 
the androgen receptor gene are in linkage disequilibrium in men with prostate 
cancer. Cancer Res 1995; 55:1937-1940 

137. de Kretser DM. Male infertility. Lancet 1997; 349:787-790 
138. [Laboratory manual of the WHO for the examination of human semen and sperm-

cervical mucus interaction]. Ann Ist Super Sanita 2001; 37:I-XII, 1-123 
139. Spano M, Kolstad AH, Larsen SB, Cordelli E, Leter G, Giwercman A, Bonde JP. 

The applicability of the flow cytometric sperm chromatin structure assay in 
epidemiological studies. Asclepios. Hum Reprod 1998; 13:2495-2505 

140. Postovsky S, Lightman A, Aminpour D, Elhasid R, Peretz M, Arush MW. Sperm 
cryopreservation in adolescents with newly diagnosed cancer. Med Pediatr Oncol 
2003; 40:355-359 

141. Chen C, Kattera S. Rescue ICSI of oocytes that failed to extrude the second polar 
body 6 h post-insemination in conventional IVF. Hum Reprod 2003; 18:2118-
2121 

142. Rosenlund B, Sjoblom P, Tornblom M, Hultling C, Hillensjo T. In-vitro 
fertilization and intracytoplasmic sperm injection in the treatment of infertility 
after testicular cancer. Hum Reprod 1998; 13:414-418 

143. Mertens AC. Survival rates and race--clues to curing childhood cancer. Pediatr 
Blood Cancer 2011; 56:333-334 

144. Oeffinger KC. Longitudinal risk-based health care for adult survivors of 
childhood cancer. Curr Probl Cancer 2003; 27:143-167 

145. Nord C, Bjoro T, Ellingsen D, Mykletun A, Dahl O, Klepp O, Bremnes RM, Wist 
E, Fossa SD. Gonadal hormones in long-term survivors 10 years after treatment 
for unilateral testicular cancer. Eur Urol 2003; 44:322-328 

146. Huddart RA, Norman A, Moynihan C, Horwich A, Parker C, Nicholls E, 
Dearnaley DP. Fertility, gonadal and sexual function in survivors of testicular 
cancer. Br J Cancer 2005; 93:200-207 



101 

147. Eberhard J, Stahl O, Giwercman Y, Cwikiel M, Cavallin-Stahl E, Lundin KB, 
Flodgren P, Giwercman A. Impact of therapy and androgen receptor 
polymorphism on sperm concentration in men treated for testicular germ cell 
cancer: a longitudinal study. Hum Reprod 2004; 19:1418-1425 

148. Stephenson WT, Poirier SM, Rubin L, Einhorn LH. Evaluation of reproductive 
capacity in germ cell tumor patients following treatment with cisplatin, etoposide, 
and bleomycin. J Clin Oncol 1995; 13:2278-2280 

149. Kreuser ED, Xiros N, Hetzel WD, Heimpel H. Reproductive and endocrine 
gonadal capacity in patients treated with COPP chemotherapy for Hodgkin's 
disease. J Cancer Res Clin Oncol 1987; 113:260-266 

150. Brydoy M, Fossa SD, Klepp O, Bremnes RM, Wist EA, Wentzel-Larsen T, Dahl 
O. Paternity following treatment for testicular cancer. J Natl Cancer Inst 2005; 
97:1580-1588 

151. Petersen PM, Skakkebaek NE, Vistisen K, Rorth M, Giwercman A. Semen 
quality and reproductive hormones before orchiectomy in men with testicular 
cancer. J Clin Oncol 1999; 17:941-947 

152. Jacobsen KD, Ous S, Waehre H, Trasti H, Stenwig AE, Lien HH, Aass N, Fossa 
SD. Ejaculation in testicular cancer patients after post-chemotherapy 
retroperitoneal lymph node dissection. Br J Cancer 1999; 80:249-255 

153. Krege S, Beyer J, Souchon R, Albers P, Albrecht W, Algaba F, Bamberg M, 
Bodrogi I, Bokemeyer C, Cavallin-Stahl E, Classen J, Clemm C, Cohn-
Cedermark G, Culine S, Daugaard G, De Mulder PH, De Santis M, de Wit M, de 
Wit R, Derigs HG, Dieckmann KP, Dieing A, Droz JP, Fenner M, Fizazi K, 
Flechon A, Fossa SD, del Muro XG, Gauler T, Geczi L, Gerl A, Germa-Lluch JR, 
Gillessen S, Hartmann JT, Hartmann M, Heidenreich A, Hoeltl W, Horwich A, 
Huddart R, Jewett M, Joffe J, Jones WG, Kisbenedek L, Klepp O, Kliesch S, 
Koehrmann KU, Kollmannsberger C, Kuczyk M, Laguna P, Galvis OL, Loy V, 
Mason MD, Mead GM, Mueller R, Nichols C, Nicolai N, Oliver T, Ondrus D, 
Oosterhof GO, Ares LP, Pizzocaro G, Pont J, Pottek T, Powles T, Rick O, Rosti 
G, Salvioni R, Scheiderbauer J, Schmelz HU, Schmidberger H, Schmoll HJ, 
Schrader M, Sedlmayer F, Skakkebaek NE, Sohaib A, Tjulandin S, Warde P, 
Weinknecht S, Weissbach L, Wittekind C, Winter E, Wood L, von der Maase H. 
European consensus conference on diagnosis and treatment of germ cell cancer: a 
report of the second meeting of the European Germ Cell Cancer Consensus group 
(EGCCCG): part I. Eur Urol 2008; 53:478-496 

154. Fossa SD, Ous S, Abyholm T, Loeb M. Post-treatment fertility in patients with 
testicular cancer. I. Influence of retroperitoneal lymph node dissection on 
ejaculatory potency. Br J Urol 1985; 57:204-209 

155. Codrington AM, Hales BF, Robaire B. Spermiogenic germ cell phase-specific 
DNA damage following cyclophosphamide exposure. J Androl 2004; 25:354-362 

156. van der Meer Y, Huiskamp R, Davids JA, van der Tweel I, de Rooij DG. The 
sensitivity to X rays of mouse spermatogonia that are committed to differentiate 
and of differentiating spermatogonia. Radiat Res 1992; 130:296-302 

157. Howell SJ, Shalet SM. Spermatogenesis after cancer treatment: damage and 
recovery. J Natl Cancer Inst Monogr 2005:12-17 

158. Rowley MJ, Leach DR, Warner GA, Heller CG. Effect of graded doses of 
ionizing radiation on the human testis. Radiat Res 1974; 59:665-678 



102 

159. Jahnukainen K, Ehmcke J, Nurmio M, Schlatt S. Irradiation causes acute and 
long-term spermatogonial depletion in cultured and xenotransplanted testicular 
tissue from juvenile nonhuman primates. Endocrinology 2007; 148:5541-5548 

160. Giwercman A, von der Maase H, Berthelsen JG, Rorth M, Bertelsen A, 
Skakkebaek NE. Localized irradiation of testes with carcinoma in situ: effects on 
Leydig cell function and eradication of malignant germ cells in 20 patients. J Clin 
Endocrinol Metab 1991; 73:596-603 

161. Papadakis V, Vlachopapadopoulou E, Van Syckle K, Ganshaw L, Kalmanti M, 
Tan C, Sklar C. Gonadal function in young patients successfully treated for 
Hodgkin disease. Med Pediatr Oncol 1999; 32:366-372 

162. Siimes MA, Rautonen J, Makipernaa A, Sipila I. Testicular function in adult 
males surviving childhood malignancy. Pediatr Hematol Oncol 1995; 12:231-241 

163. Wallace WH, Thomson AB. Preservation of fertility in children treated for 
cancer. Arch Dis Child 2003; 88:493-496 

164. Darzy KH, Shalet SM. Hypopituitarism after cranial irradiation. J Endocrinol 
Invest 2005; 28:78-87 

165. Lahteenmaki PM, Arola M, Suominen J, Salmi TT, Andersson AM, Toppari J. 
Male reproductive health after childhood cancer. Acta Paediatr 2008; 97:935-942 

166. Meistrich ML, Finch M, da Cunha MF, Hacker U, Au WW. Damaging effects of 
fourteen chemotherapeutic drugs on mouse testis cells. Cancer Res 1982; 42:122-
131 

167. Bucci LR, Meistrich ML. Effects of busulfan on murine spermatogenesis: 
cytotoxicity, sterility, sperm abnormalities, and dominant lethal mutations. Mutat 
Res 1987; 176:259-268 

168. Hansen SW, Berthelsen JG, von der Maase H. Long-term fertility and Leydig cell 
function in patients treated for germ cell cancer with cisplatin, vinblastine, and 
bleomycin versus surveillance. J Clin Oncol 1990; 8:1695-1698 

169. Hansen PV, Trykker H, Helkjoer PE, Andersen J. Testicular function in patients 
with testicular cancer treated with orchiectomy alone or orchiectomy plus 
cisplatin-based chemotherapy. J Natl Cancer Inst 1989; 81:1246-1250 

170. Pont J, Albrecht W. Fertility after chemotherapy for testicular germ cell cancer. 
Fertil Steril 1997; 68:1-5 

171. Lampe H, Horwich A, Norman A, Nicholls J, Dearnaley DP. Fertility after 
chemotherapy for testicular germ cell cancers. J Clin Oncol 1997; 15:239-245 

172. Gandini L, Sgro P, Lombardo F, Paoli D, Culasso F, Toselli L, Tsamatropoulos P, 
Lenzi A. Effect of chemo- or radiotherapy on sperm parameters of testicular 
cancer patients. Hum Reprod 2006; 21:2882-2889 

173. Relander T, Cavallin-Stahl E, Garwicz S, Olsson AM, Willen M. Gonadal and 
sexual function in men treated for childhood cancer. Med Pediatr Oncol 2000; 
35:52-63 

174. Berensztein EB, Sciara MI, Rivarola MA, Belgorosky A. Apoptosis and 
proliferation of human testicular somatic and germ cells during prepuberty: high 
rate of testicular growth in newborns mediated by decreased apoptosis. J Clin 
Endocrinol Metab 2002; 87:5113-5118 

175. Romerius P, Stahl O, Moell C, Relander T, Cavallin-Stahl E, Wiebe T, 
Giwercman YL, Giwercman A. High risk of azoospermia in men treated for 
childhood cancer. Int J Androl 2011; 34:69-76 



103 

176. Shamsi MB, Kumar K, Dada R. Genetic and epigenetic factors: Role in male 
infertility. Indian J Urol 2011; 27:110-120 

177. Grigorova M, Punab M, Kahre T, Ivandi M, Tonisson N, Poolamets O, Vihljajev 
V, Zilaitiene B, Erenpreiss J, Matulevicius V, Laan M. The number of CAG and 
GGN triplet repeats in the Androgen Receptor gene exert combinatorial effect on 
hormonal and sperm parameters in young men. Andrology 2017; 5:495-504 

178. Schmidt L, Sejbaek CS. [The psychosocial consequences of infertility and fertility 
treatment]. Ugeskr Laeger 2012; 174:2459-2462 

179. Willemse PH, Sleijfer DT, Schraffordt Koops H, Pratt JJ, Sluiter WJ, Doorenbos 
H. Leydig cell function in patients with testicular cancer during and after 
chemotherapy. Int J Androl 1983; 6:497-508 

180. Haugnes HS, Bosl GJ, Boer H, Gietema JA, Brydoy M, Oldenburg J, Dahl AA, 
Bremnes RM, Fossa SD. Long-term and late effects of germ cell testicular cancer 
treatment and implications for follow-up. J Clin Oncol 2012; 30:3752-3763 

181. Fossa SD, Lehne G, Heimdal K, Theodorsen L. Clinical and biochemical long-
term toxicity after postoperative cisplatin-based chemotherapy in patients with 
low-stage testicular cancer. Oncology 1995; 52:300-305 

182. Bentmar Holgersson M, Landgren F, Rylander L, Lundberg Giwercman Y. 
Mortality Is Linked to Low Serum Testosterone Levels in Younger and Middle-
aged Men. Eur Urol 2017; 71:991-992 

183. Nijman JM, Schraffordt Koops H, Kremer J, Sleijfer DT. Gonadal function after 
surgery and chemotherapy in men with stage II and III nonseminomatous 
testicular tumors. J Clin Oncol 1987; 5:651-656 

184. DeVile CJ, Grant DB, Hayward RD, Stanhope R. Growth and endocrine sequelae 
of craniopharyngioma. Arch Dis Child 1996; 75:108-114 

185. Fossa SD, Abyholm T, Aakvaag A. Spermatogenesis and hormonal status after 
orchiectomy for cancer and before supplementary treatment. Eur Urol 1984; 
10:173-177 

186. Littley MD, Shalet SM, Beardwell CG, Ahmed SR, Applegate G, Sutton ML. 
Hypopituitarism following external radiotherapy for pituitary tumours in adults. Q 
J Med 1989; 70:145-160 

187. Joosen P, Abrams P, Verhelst J, Parizel PM, Salgado R, Abs R. 
Panhypopituitarism apparently caused by hypophysitis masking a rapid 
development of a craniopharyngioma. A case report. Acta Clin Belg 2010; 
65:133-135 

188. Rappaport R, Brauner R, Czernichow P, Thibaud E, Renier D, Zucker JM, 
Lemerle J. Effect of hypothalamic and pituitary irradiation on pubertal 
development in children with cranial tumors. J Clin Endocrinol Metab 1982; 
54:1164-1168 

189. Skinner R, Mulder RL, Kremer LC, Hudson MM, Constine LS, Bardi E, 
Boekhout A, Borgmann-Staudt A, Brown MC, Cohn R, Dirksen U, Giwercman 
A, Ishiguro H, Jahnukainen K, Kenney LB, Loonen JJ, Meacham L, Neggers S, 
Nussey S, Petersen C, Shnorhavorian M, van den Heuvel-Eibrink MM, van 
Santen HM, Wallace WH, Green DM. Recommendations for gonadotoxicity 
surveillance in male childhood, adolescent, and young adult cancer survivors: a 
report from the International Late Effects of Childhood Cancer Guideline 



104 

Harmonization Group in collaboration with the PanCareSurFup Consortium. 
Lancet Oncol 2017; 18:e75-e90 

190. van Dorp W, van Beek RD, Laven JS, Pieters R, de Muinck Keizer-Schrama SM, 
van den Heuvel-Eibrink MM. Long-term endocrine side effects of childhood 
Hodgkin's lymphoma treatment: a review. Hum Reprod Update 2012; 18:12-28 

191. Hansen PV, Hansen SW. Gonadal function in men with testicular germ cell 
cancer: the influence of cisplatin-based chemotherapy. Eur Urol 1993; 23:153-
156 

192. Strumberg D, Brugge S, Korn MW, Koeppen S, Ranft J, Scheiber G, Reiners C, 
Mockel C, Seeber S, Scheulen ME. Evaluation of long-term toxicity in patients 
after cisplatin-based chemotherapy for non-seminomatous testicular cancer. Ann 
Oncol 2002; 13:229-236 

193. Faber J, Wingerter A, Neu MA, Henninger N, Eckerle S, Munzel T, Lackner KJ, 
Beutel ME, Blettner M, Rathmann W, Peters A, Meisinger C, Linkohr B, 
Neuhauser H, Kaatsch P, Spix C, Schneider A, Merzenich H, Panova-Noeva M, 
Prochaska JH, Wild PS. Burden of cardiovascular risk factors and cardiovascular 
disease in childhood cancer survivors: data from the German CVSS-study. Eur 
Heart J 2018;  

194. Nuver J, Smit AJ, van der Meer J, van den Berg MP, van der Graaf WT, Meinardi 
MT, Sleijfer DT, Hoekstra HJ, van Gessel AI, van Roon AM, Gietema JA. Acute 
chemotherapy-induced cardiovascular changes in patients with testicular cancer. J 
Clin Oncol 2005; 23:9130-9137 

195. Doll DC, Kerr DM, Greenberg BR. Acute gastrointestinal bleeding as the 
presenting manifestation of prostate cancer. Cancer 1986; 58:1374-1377 

196. Samuels BL, Vogelzang NJ, Kennedy BJ. Vascular toxicity following vinblastine, 
bleomycin, and cisplatin therapy for germ cell tumours. Int J Androl 1987; 
10:363-369 

197. Meinardi MT, Gietema JA, van der Graaf WT, van Veldhuisen DJ, Runne MA, 
Sluiter WJ, de Vries EG, Willemse PB, Mulder NH, van den Berg MP, Koops 
HS, Sleijfer DT. Cardiovascular morbidity in long-term survivors of metastatic 
testicular cancer. J Clin Oncol 2000; 18:1725-1732 

198. Huddart RA. Improving treatment outcomes in testicular cancer: strategies to 
reduce treatment related morbidity. BJU Int 2003; 92:524-526 

199. van den Belt-Dusebout AW, Nuver J, de Wit R, Gietema JA, ten Bokkel Huinink 
WW, Rodrigus PT, Schimmel EC, Aleman BM, van Leeuwen FE. Long-term risk 
of cardiovascular disease in 5-year survivors of testicular cancer. J Clin Oncol 
2006; 24:467-475 

200. Haugnes HS, Aass N, Fossa SD, Dahl O, Klepp O, Wist EA, Wilsgaard T, 
Bremnes RM. Predicted cardiovascular mortality and reported cardiovascular 
morbidity in testicular cancer survivors. J Cancer Surviv 2008; 2:128-137 

201. Vaughn DJ, Palmer SC, Carver JR, Jacobs LA, Mohler ER. Cardiovascular risk in 
long-term survivors of testicular cancer. Cancer 2008; 112:1949-1953 

202. Wethal T, Kjekshus J, Roislien J, Ueland T, Andreassen AK, Wergeland R, 
Aukrust P, Fossa SD. Treatment-related differences in cardiovascular risk factors 
in long-term survivors of testicular cancer. J Cancer Surviv 2007; 1:8-16 



105 

203. Gietema JA, Meinardi MT, Messerschmidt J, Gelevert T, Alt F, Uges DR, Sleijfer 
DT. Circulating plasma platinum more than 10 years after cisplatin treatment for 
testicular cancer. Lancet 2000; 355:1075-1076 

204. Tothill P, Klys HS, Matheson LM, McKay K, Smyth JF. The long-term retention 
of platinum in human tissues following the administration of cisplatin or 
carboplatin for cancer chemotherapy. Eur J Cancer 1992; 28A:1358-1361 

205. Gerl A, Clemm C, Kohl P, Wilmanns W. Testicular tumor after cisplatin-based 
chemotherapy for germ cell malignancy. Eur Urol 1994; 25:216-219 

206. Lipshultz SE, Lipsitz SR, Sallan SE, Simbre VC, 2nd, Shaikh SL, Mone SM, 
Gelber RD, Colan SD. Long-term enalapril therapy for left ventricular 
dysfunction in doxorubicin-treated survivors of childhood cancer. J Clin Oncol 
2002; 20:4517-4522 

207. Lipshultz SE, Karnik R, Sambatakos P, Franco VI, Ross SW, Miller TL. 
Anthracycline-related cardiotoxicity in childhood cancer survivors. Curr Opin 
Cardiol 2014; 29:103-112 

208. Amigoni M, Giannattasio C, Fraschini D, Galbiati M, Capra AC, Madotto F, 
Cesana F, Jankovic M, Masera G, Mancia G. Low anthracyclines doses-induced 
cardiotoxicity in acute lymphoblastic leukemia long-term female survivors. 
Pediatr Blood Cancer 2010; 55:1343-1347 

209. Lund MB, Ihlen H, Voss BM, Abrahamsen AF, Nome O, Kongerud J, Stugaard 
M, Forfang K. Increased risk of heart valve regurgitation after mediastinal 
radiation for Hodgkin's disease: an echocardiographic study. Heart 1996; 75:591-
595 

210. Adams MJ, Lipshultz SE. Pathophysiology of anthracycline- and radiation-
associated cardiomyopathies: implications for screening and prevention. Pediatr 
Blood Cancer 2005; 44:600-606 

211. Bokemeyer C, Kuczyk MA, Serth J, Hartmann JT, Schmoll HJ, Jonas U, Kanz L. 
Treatment of clinical stage I testicular cancer and a possible role for new 
biological prognostic parameters. J Cancer Res Clin Oncol 1996; 122:575-584 

212. Zmuda JM, Cauley JA, Kriska A, Glynn NW, Gutai JP, Kuller LH. Longitudinal 
relation between endogenous testosterone and cardiovascular disease risk factors 
in middle-aged men. A 13-year follow-up of former Multiple Risk Factor 
Intervention Trial participants. Am J Epidemiol 1997; 146:609-617 

213. Barbosa-Cortes L, Lopez-Alarcon M, Mejia-Arangure JM, Klunder-Klunder M, 
Del Carmen Rodriguez-Zepeda M, Rivera-Marquez H, de la Vega-Martinez A, 
Martin-Trejo J, Shum-Luis J, Solis-Labastida K, Lopez-Aguilar E, Matute-
Gonzalez G, Bernaldez-Rios R. Adipokines, insulin resistance, and adiposity as a 
predictors of metabolic syndrome in child survivors of lymphoma and acute 
lymphoblastic leukemia of a developing country. BMC Cancer 2017; 17:125 

214. Sagstuen H, Aass N, Fossa SD, Dahl O, Klepp O, Wist EA, Wilsgaard T, 
Bremnes RM. Blood pressure and body mass index in long-term survivors of 
testicular cancer. J Clin Oncol 2005; 23:4980-4990 

215. Sklar CA, Mertens AC, Walter A, Mitchell D, Nesbit ME, O'Leary M, 
Hutchinson R, Meadows AT, Robison LL. Changes in body mass index and 
prevalence of overweight in survivors of childhood acute lymphoblastic leukemia: 
role of cranial irradiation. Med Pediatr Oncol 2000; 35:91-95 



106 

216. Talvensaari KK, Lanning M, Tapanainen P, Knip M. Long-term survivors of 
childhood cancer have an increased risk of manifesting the metabolic syndrome. J 
Clin Endocrinol Metab 1996; 81:3051-3055 

217. Oeffinger KC, Mertens AC, Sklar CA, Kawashima T, Hudson MM, Meadows 
AT, Friedman DL, Marina N, Hobbie W, Kadan-Lottick NS, Schwartz CL, 
Leisenring W, Robison LL. Chronic health conditions in adult survivors of 
childhood cancer. N Engl J Med 2006; 355:1572-1582 

218. Ruige JB, Assendelft WJ, Dekker JM, Kostense PJ, Heine RJ, Bouter LM. Insulin 
and risk of cardiovascular disease: a meta-analysis. Circulation 1998; 97:996-
1001 

219. Bao W, Srinivasan SR, Berenson GS. Persistent elevation of plasma insulin levels 
is associated with increased cardiovascular risk in children and young adults. The 
Bogalusa Heart Study. Circulation 1996; 93:54-59 

220. Steinberger J. Insulin resistance and cardiovascular risk in the pediatric patient. 
Prog Pediatr Cardiol 2001; 12:169-175 

221. Oeffinger KC, Adams-Huet B, Victor RG, Church TS, Snell PG, Dunn AL, 
Eshelman-Kent DA, Ross R, Janiszewski PM, Turoff AJ, Brooks S, Vega GL. 
Insulin resistance and risk factors for cardiovascular disease in young adult 
survivors of childhood acute lymphoblastic leukemia. J Clin Oncol 2009; 
27:3698-3704 

222. Baker KS, Ness KK, Steinberger J, Carter A, Francisco L, Burns LJ, Sklar C, 
Forman S, Weisdorf D, Gurney JG, Bhatia S. Diabetes, hypertension, and 
cardiovascular events in survivors of hematopoietic cell transplantation: a report 
from the bone marrow transplantation survivor study. Blood 2007; 109:1765-
1772 

223. Sinaiko AR, Steinberger J, Moran A, Hong CP, Prineas RJ, Jacobs DR, Jr. 
Influence of insulin resistance and body mass index at age 13 on systolic blood 
pressure, triglycerides, and high-density lipoprotein cholesterol at age 19. 
Hypertension 2006; 48:730-736 

224. Teinturier C, Tournade MF, Caillat-Zucman S, Boitard C, Amoura Z, Bougneres 
PF, Timsit J. Diabetes mellitus after abdominal radiation therapy. Lancet 1995; 
346:633-634 

225. Rajendran R, Abu E, Fadl A, Byrne CD. Late effects of childhood cancer 
treatment: severe hypertriglyceridaemia, central obesity, non alcoholic fatty liver 
disease and diabetes as complications of childhood total body irradiation. Diabet 
Med 2013; 30:e239-242 

226. Reaven GM. Syndrome X. Blood Press Suppl 1992; 4:13-16 
227. Executive Summary of The Third Report of The National Cholesterol Education 

Program (NCEP) Expert Panel on Detection, Evaluation, And Treatment of High 
Blood Cholesterol In Adults (Adult Treatment Panel III). JAMA 2001; 285:2486-
2497 

228. Nuver J, Smit AJ, Postma A, Sleijfer DT, Gietema JA. The metabolic syndrome 
in long-term cancer survivors, an important target for secondary preventive 
measures. Cancer Treat Rev 2002; 28:195-214 

229. Haugnes HS, Aass N, Fossa SD, Dahl O, Klepp O, Wist EA, Svartberg J, 
Wilsgaard T, Bremnes RM. Components of the metabolic syndrome in long-term 
survivors of testicular cancer. Ann Oncol 2007; 18:241-248 



107 

230. Willemse PM, Burggraaf J, Hamdy NA, Weijl NI, Vossen CY, van Wulften L, 
van Steijn-van Tol AQ, Rosendaal FR, Osanto S. Prevalence of the metabolic 
syndrome and cardiovascular disease risk in chemotherapy-treated testicular germ 
cell tumour survivors. Br J Cancer 2013; 109:60-67 

231. Talvensaari KK, Knip M, Lanning P, Lanning M. Clinical characteristics and 
factors affecting growth in long-term survivors of cancer. Med Pediatr Oncol 
1996; 26:166-172 

232. de Haas EC, Altena R, Boezen HM, Zwart N, Smit AJ, Bakker SJ, van Roon AM, 
Postma A, Wolffenbuttel BH, Hoekstra HJ, van Leeuwen FE, Sleijfer DT, 
Gietema JA. Early development of the metabolic syndrome after chemotherapy 
for testicular cancer. Ann Oncol 2013; 24:749-755 

233. Hoffman KE, Derdak J, Bernstein D, Reynolds JC, Avila NA, Gerber L, 
Steinberg SM, Chrousos G, Mackall CL, Mansky PJ. Metabolic syndrome traits 
in long-term survivors of pediatric sarcoma. Pediatr Blood Cancer 2008; 50:341-
346 

234. Taskinen M, Saarinen-Pihkala UM, Hovi L, Lipsanen-Nyman M. Impaired 
glucose tolerance and dyslipidaemia as late effects after bone-marrow 
transplantation in childhood. Lancet 2000; 356:993-997 

235. Yang XC, Jing TY, Resnick LM, Phillips GB. Relation of hemostatic risk factors 
to other risk factors for coronary heart disease and to sex hormones in men. 
Arterioscler Thromb 1993; 13:467-471 

236. Wu IC, Lin XZ, Liu PF, Tsai WL, Shiesh SC. Low serum testosterone and frailty 
in older men and women. Maturitas 2010; 67:348-352 

237. Keating NL, O'Malley AJ, Smith MR. Diabetes and cardiovascular disease during 
androgen deprivation therapy for prostate cancer. J Clin Oncol 2006; 24:4448-
4456 

238. Kapoor D, Goodwin E, Channer KS, Jones TH. Testosterone replacement therapy 
improves insulin resistance, glycaemic control, visceral adiposity and 
hypercholesterolaemia in hypogonadal men with type 2 diabetes. Eur J 
Endocrinol 2006; 154:899-906 

239. Mohr BA, Bhasin S, Link CL, O'Donnell AB, McKinlay JB. The effect of 
changes in adiposity on testosterone levels in older men: longitudinal results from 
the Massachusetts Male Aging Study. Eur J Endocrinol 2006; 155:443-452 

240. Haddad RM, Kennedy CC, Caples SM, Tracz MJ, Bolona ER, Sideras K, Uraga 
MV, Erwin PJ, Montori VM. Testosterone and cardiovascular risk in men: a 
systematic review and meta-analysis of randomized placebo-controlled trials. 
Mayo Clin Proc 2007; 82:29-39 

241. English KM, Steeds RP, Jones TH, Diver MJ, Channer KS. Low-dose 
transdermal testosterone therapy improves angina threshold in men with chronic 
stable angina: A randomized, double-blind, placebo-controlled study. Circulation 
2000; 102:1906-1911 

242. Kapoor D, Malkin CJ, Channer KS, Jones TH. Androgens, insulin resistance and 
vascular disease in men. Clin Endocrinol (Oxf) 2005; 63:239-250 

243. Isidori AM, Giannetta E, Greco EA, Gianfrilli D, Bonifacio V, Isidori A, Lenzi A, 
Fabbri A. Effects of testosterone on body composition, bone metabolism and 
serum lipid profile in middle-aged men: a meta-analysis. Clin Endocrinol (Oxf) 
2005; 63:280-293 



108 

244. Holmang A, Bjorntorp P. The effects of testosterone on insulin sensitivity in male 
rats. Acta Physiol Scand 1992; 146:505-510 

245. Laaksonen DE, Niskanen L, Punnonen K, Nyyssonen K, Tuomainen TP, Salonen 
R, Rauramaa R, Salonen JT. Sex hormones, inflammation and the metabolic 
syndrome: a population-based study. Eur J Endocrinol 2003; 149:601-608 

246. Muller M, Grobbee DE, den Tonkelaar I, Lamberts SW, van der Schouw YT. 
Endogenous sex hormones and metabolic syndrome in aging men. J Clin 
Endocrinol Metab 2005; 90:2618-2623 

247. Kaplan SA, Meehan AG, Shah A. The age related decrease in testosterone is 
significantly exacerbated in obese men with the metabolic syndrome. What are 
the implications for the relatively high incidence of erectile dysfunction observed 
in these men? J Urol 2006; 176:1524-1527; discussion 1527-1528 

248. Araujo AB, Kupelian V, Page ST, Handelsman DJ, Bremner WJ, McKinlay JB. 
Sex steroids and all-cause and cause-specific mortality in men. Arch Intern Med 
2007; 167:1252-1260 

249. Lau DH, Stiles MK, John B, Shashidhar, Young GD, Sanders P. Atrial fibrillation 
and anabolic steroid abuse. Int J Cardiol 2007; 117:e86-87 

250. Huie MJ. An acute myocardial infarction occurring in an anabolic steroid user. 
Med Sci Sports Exerc 1994; 26:408-413 

251. Stanworth RD, Kapoor D, Channer KS, Jones TH. Dyslipidaemia is associated 
with testosterone, oestradiol and androgen receptor CAG repeat polymorphism in 
men with type 2 diabetes. Clin Endocrinol (Oxf) 2011; 74:624-630 

252. Kim JW, Bae YD, Ahn ST, Kim JW, Kim JJ, Moon DG. Positive Correlation 
between Androgen Receptor CAG Repeat Length and Metabolic Syndrome in a 
Korean Male Population. World J Mens Health 2018; 36:73-78 

253. Huhtaniemi IT, Pye SR, Limer KL, Thomson W, O'Neill TW, Platt H, Payne D, 
John SL, Jiang M, Boonen S, Borghs H, Vanderschueren D, Adams JE, Ward 
KA, Bartfai G, Casanueva F, Finn JD, Forti G, Giwercman A, Han TS, Kula K, 
Lean ME, Pendleton N, Punab M, Silman AJ, Wu FC. Increased estrogen rather 
than decreased androgen action is associated with longer androgen receptor CAG 
repeats. J Clin Endocrinol Metab 2009; 94:277-284 

254. Tirabassi G, Delli Muti N, Corona G, Maggi M, Balercia G. Androgen Receptor 
Gene CAG Repeat Polymorphism Regulates the Metabolic Effects of 
Testosterone Replacement Therapy in Male Postsurgical Hypogonadotropic 
Hypogonadism. Int J Endocrinol 2013; 2013:816740 

255. Haring R, Travison TG, Bhasin S, Vasan RS, Wallaschofski H, Davda MN, 
Coviello A, Murabito JM. Relation between sex hormone concentrations, 
peripheral arterial disease, and change in ankle-brachial index: findings from the 
Framingham Heart Study. J Clin Endocrinol Metab 2011; 96:3724-3732 

256. Haring R, Ernst F, Schurmann C, Homuth G, Volker U, Volzke H, Nauck M, 
Wallaschofski H. The androgen receptor CAG repeat polymorphism as a risk 
factor of low serum testosterone and its cardiometabolic effects in men. Int J 
Androl 2012; 35:511-520 

257. Tandstad T, Dahl O, Cohn-Cedermark G, Cavallin-Stahl E, Stierner U, Solberg A, 
Langberg C, Bremnes RM, Laurell A, Wijkstrom H, Klepp O. Risk-adapted 
treatment in clinical stage I nonseminomatous germ cell testicular cancer: the 
SWENOTECA management program. J Clin Oncol 2009; 27:2122-2128 



109 

258. Jungwirth A, Giwercman A, Tournaye H, Diemer T, Kopa Z, Dohle G, Krausz C. 
European Association of Urology guidelines on Male Infertility: the 2012 update. 
Eur Urol 2012; 62:324-332 

259. Nieschlag E, Behre HM, Bouchard P, Corrales JJ, Jones TH, Stalla GK, Webb 
SM, Wu FC. Testosterone replacement therapy: current trends and future 
directions. Hum Reprod Update 2004; 10:409-419 

260. Matthews DR, Hosker JP, Rudenski AS, Naylor BA, Treacher DF, Turner RC. 
Homeostasis model assessment: insulin resistance and beta-cell function from 
fasting plasma glucose and insulin concentrations in man. Diabetologia 1985; 
28:412-419 

261. Bobjer J, Bogefors K, Isaksson S, Leijonhufvud I, Akesson K, Giwercman YL, 
Giwercman A. High prevalence of hypogonadism and associated impaired 
metabolic and bone mineral status in subfertile men. Clin Endocrinol (Oxf) 2016; 
85:189-195 

262. Walsh JP, Kitchens AC. Testosterone therapy and cardiovascular risk. Trends 
Cardiovasc Med 2015; 25:250-257 

263. Skjaerpe PA, Giwercman YL, Giwercman A, Svartberg J. Androgen receptor 
gene polymorphism and the metabolic syndrome in 60-80 years old Norwegian 
men. Int J Androl 2010; 33:500-506 

264. Hammond GD, Nixon DW, Nachman JB, Murphy SB, Ho RC, Smith MA, 
Reaman G, Bernstein L, Krailo M, Young JL. American Cancer Society 
Workshop on Adolescents and Young Adults with Cancer. Workgroup #4: 
Clinical research implications. Cancer 1993; 71:2423 

265. Tirabassi G, Cignarelli A, Perrini S, Delli Muti N, Furlani G, Gallo M, Pallotti F, 
Paoli D, Giorgino F, Lombardo F, Gandini L, Lenzi A, Balercia G. Influence of 
CAG Repeat Polymorphism on the Targets of Testosterone Action. Int J 
Endocrinol 2015; 2015:298107 

266. Eckardstein A, Wu FC. Testosterone and atherosclerosis. Growth Horm IGF Res 
2003; 13 Suppl A:S72-84 

267. Muller M, van den Beld AW, Bots ML, Grobbee DE, Lamberts SW, van der 
Schouw YT. Endogenous sex hormones and progression of carotid atherosclerosis 
in elderly men. Circulation 2004; 109:2074-2079 

268. Rotter V, Nagaev I, Smith U. Interleukin-6 (IL-6) induces insulin resistance in 
3T3-L1 adipocytes and is, like IL-8 and tumor necrosis factor-alpha, 
overexpressed in human fat cells from insulin-resistant subjects. J Biol Chem 
2003; 278:45777-45784 

269. Bobjer J, Katrinaki M, Tsatsanis C, Lundberg Giwercman Y, Giwercman A. 
Negative association between testosterone concentration and inflammatory 
markers in young men: a nested cross-sectional study. PLoS One 2013; 8:e61466 

270. De Maddalena C, Vodo S, Petroni A, Aloisi AM. Impact of testosterone on body 
fat composition. J Cell Physiol 2012; 227:3744-3748 

271. Zitzmann M, Brune M, Kornmann B, Gromoll J, von Eckardstein S, von 
Eckardstein A, Nieschlag E. The CAG repeat polymorphism in the AR gene 
affects high density lipoprotein cholesterol and arterial vasoreactivity. J Clin 
Endocrinol Metab 2001; 86:4867-4873 



110 

272. Stanworth RD, Kapoor D, Channer KS, Jones TH. Androgen receptor CAG 
repeat polymorphism is associated with serum testosterone levels, obesity and 
serum leptin in men with type 2 diabetes. Eur J Endocrinol 2008; 159:739-746 

273. Jockenhovel F, Blum WF, Vogel E, Englaro P, Muller-Wieland D, Reinwein D, 
Rascher W, Krone W. Testosterone substitution normalizes elevated serum leptin 
levels in hypogonadal men. J Clin Endocrinol Metab 1997; 82:2510-2513 

274. Lanfranco F, Zitzmann M, Simoni M, Nieschlag E. Serum adiponectin levels in 
hypogonadal males: influence of testosterone replacement therapy. Clin 
Endocrinol (Oxf) 2004; 60:500-507 

275. Holmboe SA, Skakkebaek NE, Juul A, Scheike T, Jensen TK, Linneberg A, 
Thuesen BH, Andersson AM. Individual testosterone decline and future mortality 
risk in men. Eur J Endocrinol 2018; 178:123-130 

276. Murrell DJ, Dieckmann U, Law R. On moment closures for population dynamics 
in continuous space. J Theor Biol 2004; 229:421-432 

 

 





K
A

R
O

LIN
A

 B
O

G
EFO

R
S  


Im

pact of androgen action on reproduction and cardiovascular disease in m
ale cancer survivors	

 2018:53

Department of Translational Medicine

Lund University, Faculty of Medicine 
Doctoral Dissertation Series 2018:53

ISBN 978-91-7619-620-5
ISSN 1652-8220

Impact of androgen action on 
reproduction and cardiovascular 
disease in male cancer survivors
KAROLINA BOGEFORS  

DEPARTMENT OF TRANSLATIONAL MEDICINE | LUND UNIVERSITY

9
78

91
76

19
62

05
Pr

in
te

d 
by

 M
ed

ia
-T

ry
ck

, L
un

d 
20

18
   

   
   

  N
O

RD
IC

 S
W

A
N

  E
C

O
LA

BE
L 

 3
04

1 
09

03
 

I am a Medical Oncologist specialized 
in sarcoma and lymphoma cancers. 
The focus with this thesis has been to 
evaluate the impact of testosterone 
deficiency and genetics on the 
risk of cardiovascular disease and 
reproduction in young male cancer 
survivors.


	Blank Page



