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1 PURPOSE OF THE SWENOTECA X CANCER CARE PROGRAM 
 

General purposes: 

• Establish a complete register including all male adolescent (≥ 16 years) and adult 
patients with testicular, retroperitoneal and mediastinal germ cell cancer in Norway 
and Sweden 

• Standardise diagnostic procedures, staging, treatment and follow-up in order to: 
- Improve patient outcome 
- Assure high quality prospective population-based clinical research 
 

Specific foci in clinical stage I: 

Seminoma 
• Verify reported low relapse rate without adjuvant chemotherapy in patients with 

testicular tumour ≤ 4 cm and no stromal invasion of the rete testis 
• Evaluate the relapse rate with and without adjuvant chemotherapy, respectively, in 

patients with testicular tumour > 4 cm and/or stromal invasion of the rete testis 
• Further reduce the follow-up schedule depending on the risk and pattern of relapse 
• Evaluate early and late toxicity after one course of adjuvant carboplatin 

 
 

Nonseminoma   
• Risk-adapted treatment: adjuvant one course of BEP, or surveillance  
• The relapse rate and pattern of relapse for the presumed low-risk patients and high-

risk patients respectively 
• The early and late toxicity after adjuvant chemotherapy versus after treatment in 

case of relapse respectively 

 

Specific foci in metastatic disease: 

Seminoma 
• Evaluate therapeutic efficacy and early and late toxicity of BEP chemotherapy 
• Evaluate the efficacy of primary surgery for non-bulky CS IIA + IIB ≤ 3 cm in any 

dimension seminoma, with 1-2 metastatic lymph nodes  
• Evaluate the sensitivity and specificity of FDG-PET in the above-mentioned setting 
• Evaluate the early and long-term side-effects of primary surgery 

 
Nonseminoma  
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• Individualized treatment of metastatic disease according to risk group and initial 
tumour marker decline 

• Reduce overtreatment where possible, and intensifying treatment in those with 
intermediate or poor prognosis or in poor responders 

• Evaluate primary surgery in marker negative clinical stage II A patients 
• To evaluate treatment outcome, time to relapse, the histological type of the 

recurrence, and the response to salvage therapy 
• To evaluate early and late side effects after treatment for advanced disease 
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2 Abbreviations 
 

AFP   Alpha fetoprotein 

AUC   Area under the curve 

BED    Biologically effective dose 

BEP   Bleomycin, etoposide, cisplatin 

BIP   Bleomycin-induced pneumonitis 

CE   Carboplatin, etoposide 

CR   Complete remission 

CS   Clinical stage 

CSS    Cancer specific survival 

CT   Computed tomography 

eGFR   Estimated glomerular filtration rate 

EAU   European Association of Urology 

EGCC   Extragonadal germ cell cancer 

EGCCCG   European Germ Cell Cancer Consensus Group 

EMA-CO Etoposide, methotrexate, actinomycin, 
cyclophosphamide, oncovin 

EP   Etoposide, cisplatin 

FDG-PET    Fluorodeoxyglucose Positron emission tomography 

FSH   Follicle-stimulating hormone 

FU   Follow-up 

GCNIS   Germ cell neoplasia in situ 

GCC   Germ cell cancer 

G-CSF    Granulocyte colony-stimulating factor 

GFR    Glomerular filtration rate 

GOP   Gemcitabine, oxaliplatin, paclitaxel 

ß-hCG   Beta-human chorionic gonadotropin 

HDCT    High-dose chemotherapy 

IGCCCG   International Germ Cell Cancer Collaborative Group 
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IPFSC   International Prognostic Factors Study Group 

LDH   Lactate dehydrogenase 

LH   Luteinizing hormone 

LVI    Lymphovascular invasion 

Mk   Tumormarkers 

MRC   Medical Research Council 

MRI   Magnetic resonance imaging 

NSGCT   Nonseminomatous germ cell tumour 

OS    Overall survival 

PC-RPLND Post-chemotherapy retroperitoneal lymph node 
dissection 

PEI   Cisplatin, etoposide, ifosfamide 

PFI   Progression free interval 

PFS   Progression free survival 

PLAP   Placental alkaline phosphatase 

RMH   Royal Marsden Hospital 

RPLND    Retroperitoneal lymph node dissection 

SGCT   Seminomatous germ cell tumour 

SHBG   Sex hormone-binding globulin 

SIB   Simultaneous integrated boost 

SRT    Stereotactic radiotherapy 

SWENOTECA   Swedish & Norwegian Testicular Cancer Group 

TCS   Testicular cancer survivors 

TGCC   Testicular germ cell cancer 

TM   Tumour markers 

TIP   Paclitaxel, ifosfamide and cisplatin 

ULN   Upper limit of normal 

VMAT   Volumetric modulated arc therapy 

WBRT    Whole brain radiation therapy 

WHO   World Health Organization 
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3 Flowchart: Diagnosis, Staging and Treatment  
Testicular tumour 

Ultrasound both testicles 
Physical examination 

History of prior testicular disorders and hereditary information 
 
 

Clinical staging procedure 
Tumour markers pre-op: ß-hCG, AFP, LDH (PLAP) 

Hormone levels: Testosterone, LH, FSH, SHBG 
Offer Sperm count & cryopreservation before orchiectomy 

CT scan of thorax, abdomen and pelvis, preferably before orchiectomy 
Offer testicular prosthesis 

 
 

Inguinal orchiectomy and possible biopsy contralateral testicle, see 5.3 
Tumour markers one week post-op: ß-hCG, AFP, LDH (PLAP)* 

Sperm count & cryopreservation if not done earlier 
 
 

TNM, clinical staging and IGCCCG-classification 
 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
*If no obvious metastasis 
and elevated markers, 
tumour markers to be 
followed until 
normalization as long as 
declining according to half-
life; ß-hCG, AFP 

 
            Clinical stage I (CS I) 

 

 
                     Metastatic disease 

Seminoma 
 
 

Nonseminoma Good prognosis Intermediate and 
poor prognosis 

 
 

0 risk factor: 
Surveillance 

 
 

1-2 risk factors: 
Surveillance or 
Carboplatin x 1  

 
 

Restaging 6-8 
weeks after 

orchiectomy: 
 

LVI-: 
Surveillance or 

BEP x 1 
 

LVI+: 
BEP x 1 

Nonseminoma IIA 
Mk-: 

Restage/confirm 
disease, see 8.3.3 

 
Seminoma IIA Mk-: 

Restage/confirm 
disease, see 5.7.1 

 

Seminoma IIA-IIB (≤ 3 cm) 
with 1-2 lymph nodes: 

RPLND, see 8.2.2 
 

Seminoma 
and nonseminoma: 

BEP x 3, if contraindication 
to bleomycin: EP x 4 

 
Seminoma: Radiotherapy is 
an option in CS IIA and in CS 

IIB if contraindications to 
chemotherapy or surgery, 

see 8.2.2.4 

Refer patient to high 
volume centre and see 

protocol 

    

Nonseminoma: All patients must be evaluated for post-
chemotherapy resection at a high-volume centre  

 

Seminoma: Remaining post-chemotherapy lesions 
should be evaluated in regard to need of PET-CT 
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4 Background  

4.1 General Information 

Testicular cancer accounts for 1-2 % of all malignancies, but despite its rarity it is the most common 
cancer in young men. The incidence is 6.2/100 000 in Western Europe and highest in the Nordic 
countries except Finland, with an incidence of 11.7/100 000 in Norway and 8.8/100 000 in Sweden. 
Approximately 650 new cases were diagnosed in 2018, with 350 in Sweden and 317 in Norway (1, 2). 

Ninety-five percent of all testicular cancers are germ cell tumours of which 55-60 % are seminomas 
and 40-45 % are nonseminomas. The peak age incidence for seminoma patients is 38 years, ten years 
older than that for the nonseminoma patients. Despite all efforts the aetiology is still unknown but 
coupled to aberrations in the development of the gonads (e.g. cryptorchidism, poor semen quality), 
indicating an early in utero first step oncogenesis.  

Seminomas have a monomorphic pathology with one cell-type derived from extra-embryonic tissue 
therefore true seminomas are not compatible with elevated levels of alpha-fetoprotein (AFP). In 
contrast the complex nonseminomatous germ cell tumours (NSGCT) may consist of a mixture of 
different cell types originating from the totipotent embryonic tissue and can also include elements of 
seminoma.   

Seminomas are biologically different from NSGCT, reflected in the higher rate of clinical stage (CS) I 
disease at diagnosis, 85 % compared to 60 % in NSGCT. Seminomas are never classified as belonging 
to the poor prognosis group (3), see appendix I for prognostic groups.  

Despite many patients having metastatic disease at diagnosis, the prognosis of testicular cancer is 
excellent. The 5-year relative survival is 98 % in Sweden and 98.8 % in Norway. 

Treatment protocols and studies are now primarily focused on minimizing risks of serious late effects 
without impairing treatment outcomes and developing treatment to increase survival for those with 
the poorest prognosis where new treatment concepts are evaluated. 

  

https://www.cancercentrum.se/globalassets/cancerdiagnoser/testikelcancer-seminom/rapporter/1-testis_arsrapport_2018_final.pdf
https://www.kreftregisteret.no/globalassets/cancer-in-norway/2018/cin2018.pdf
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5 Diagnosis and Clinical Staging 
 

5.1 Diagnosis  

See Flowchart chapter 3. 

5.1.1 Procedures before orchiectomy    
• Ultrasound examination of both testicles with volume measurements in ml 
• General physical examination 
• Serum levels of AFP, ß-hCG, LDH 
• Serum levels of PLAP, optional 
• Serum levels of LH, FSH, testosterone and SHBG 
• CT scan chest and abdomen-pelvis 
• Patients should be offered pre-orchiectomy sperm count with cryopreservation 
• Patients should be offered a testicular prosthesis 
• History of prior testicular disorder and hereditary information 

 

5.1.2 Clinical examination of the testes 
Testicular cancer usually presents as a painless, unilateral intrascrotal mass and is in the majority of 
cases diagnosed by palpation. Approximately 10 % of patients will present with clinical symptoms 
mimicking epididymitis. Ultrasound of both testicles should be performed, and exploration should be 
performed in all cases when clinical or ultrasound investigations cannot exclude a tumour. 
 

5.1.3 Serum tumour markers 
In nonseminoma about 40% of patients with CS I, and up to 85% of metastatic patients have an 
elevation of either one or both serum tumour markers AFP and ß-hCG (3). In contrast seminoma 
patients often lack elevated tumour markers. Marker concentration is dependent on histological 
subtype and tumour burden.  An elevated level of LDH occurs in testicular cancer patients and is also 
used as a prognostic marker. 
The determination of AFP and ß-hCG is used in order to:  

• Identify occult spread (radiologically CSI) 
• Identify nonseminomas that morphologically are seminoma 
• Assess prognostic risk group classification in metastatic nonseminoma 
• Diagnose germ cell tumours in mediastinal or retroperitoneal masses 
• Evaluate treatment effect 
• Identify relapse 

5.1.3.1 Beta-human chorionic gonadotropin (ß-hCG) 

ß-hCG is slightly/moderately elevated depending on tumour volume in 40-60% of the patients with 
nonseminoma and 20–50 % of the patients with seminoma. High levels of ß-hCG (>200) should raise 
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the suspicion of nonseminomatous germ cell components i.e. choriocarcinoma and the specimen 
should be re-examined. The presence of necrosis in the primary tumour might explain why 
nonseminomatous elements are found in the metastasis but not in the primary tumour.  

The serum half-life of ß-hCG should be ≤ 3 days. However, the rate of reduction in the concentration 
of ß-hCG following chemotherapy may follow a more complex pattern, with longer apparent half-life 
during later stages of chemotherapy, even in patients treated successfully (4).  
Cross reactivity with the beta unit of the LH might occur resulting in a false positive test. 
Furthermore, hypogonadism can induce LH as well as ß-hCG production by the pituitary gland. Short 
course of testosterone replacement therapy suppresses pituitary LH and ß-hCG secretion, allowing 
for measure of ß-hCG of germ cell origin. 

ß-hCG can also be produced by tumours of other origin such as liver, pancreas, stomach, kidney and 
bladder cancer (5). 

5.1.3.2 Alpha-fetoprotein (AFP) 

 In germ cell tumours AFP is secreted by embryonic cell carcinoma and yolk sac tumour. AFP is by 
definition not consistent with a seminoma diagnosis. The detection of significantly elevated levels of 
AFP in a patient with seminoma implies that the tumour specimen should be re-examined with 
respect to nonseminomatous elements. Even if these are not found, the tumour should be 
considered and treated as a nonseminoma! One should be aware that reparative and infectious/viral 
processes of the liver as well as cirrhosis and trauma also may induce an increase in AFP, sometimes 
as high as > 500 ng/ml. Rarely patients constitutionally have an AFP level moderately elevated above 
the normal range. A modest and stable elevated AFP level might thus be compatible with a 
seminoma diagnosis. The serum half-life of AFP should be ≤ 7 days. 

AFP can also be elevated in hepatocellular carcinoma as well as pancreatic cancer, gastric, colorectal 
and bronchial cancer.  

5.1.3.3 Lactate dehydrogenase (LDH)  

LDH is a cytoplasmic enzyme in all living cells and elevated values are seen in all kinds of tissue 
destruction and cell death. Total serum LDH level is elevated in about 40-60 % of patients with germ 
cell testicular cancer. Typically, it is the elevation of LDH isoenzyme number 1 that is seen. LDH 
elevation is taken into consideration in the prognostic risk group classification for nonseminoma but 
is less specific for germ cell tumours than AFP or ß-hCG. LDH has recently been found to impact 
prognosis also in metastatic seminoma. Insignificant elevated levels of LDH are commonly seen 
during follow-up. 

5.1.3.4 Placental alkaline phosphatase (PLAP)  

PLAP is elevated in 50 % of the patients with seminoma but is only analysed in a few laboratories (6). 
It may also be elevated in nonseminoma tumours containing seminoma components. The use of this 
marker is optional. It could specifically be considered in evaluating unclear lesions, in stage IIA or 
post chemotherapy residual disease. It may be the only elevated marker in metastatic disease and 
can thus be useful during follow-up of such patients. PLAP may be falsely elevated in smokers. 
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5.1.3.5 MicroRNA (MIR371-374) 

The standard tumour markers (ß-hCG, AFP, LD) are elevated in less than 60% of all testicular cancer 
patients, dependent upon histology and stage. New markers are therefore warranted. MicroRNAs 
are presently under evaluation as new biomarkers (7). 

5.2 Fertility measures and hormonal analyses 

Cryopreservation of sperm should be offered before orchiectomy, up to 55 years of age. There may 
be regional variations regarding age limits. If not performed before orchiectomy it should always be 
offered before start of any therapy although adjuvant chemotherapy most probably has no long-
lasting detrimental effect on spermatogenesis (8, 9). Patients receiving multiple cycles of 
chemotherapy, radiotherapy or retroperitoneal lymph node dissection (RPLND) are at risk of 
subfertility/ infertility. 

Sex hormones (LH/FSH, testosterone and SHBG) should be analysed before and after orchiectomy 
and during follow up. Serum for the hormone analyses should preferentially be sampled in the 
morning or at least before noon (due to their circadian variations).  

Contraception should be used for six months after treatment with chemotherapy or radiotherapy. 

5.3 Inguinal exploration, orchiectomy and biopsy    

An incision, like that performed in patients with inguinal hernia, is done. The anterior wall of the 
inguinal canal is divided, and the vas and spermatic vessels are dissected free at the internal opening 
of the inguinal canal. In most cases the diagnosis is certain, and the spermatic vessels and the vas are 
divided immediately. The testis and epididymis with their surrounding tunica vaginalis are pushed 
out of the scrotum and dissected free from the scrotal wall. The vas and the spermatic vessels are 
ligated and divided separately at anulus internus. The spermatic vein should be marked with a non-
absorbable suture to facilitate a later RPLND.  The urologist should not incise the specimen.  

If any doubt of the diagnosis, the spermatic cord is clamped before mobilization and inspection of 
the testis. In some case the tunica albuginea of the testis is incised, and a frozen section is sent for 
histology. If the result of the frozen section is a benign condition (for example adenomatoid tumour 
or epidermoid cyst), it is recommended to perform a local resection instead of an orchiectomy. 
 

It is recommended to offer every patient a testicular prosthesis before orchiectomy (10).  Though 
surgical complications are rare, a significant number of patients will have complaints about the size, 
shape, position or consistence of the prosthesis (11). Preoperative counselling is paramount. If the 
patient would like to have a testicular prosthesis, it is recommended to close the opening to the 
scrotum with an absorbable tobacco-pouch suture above the prosthesis and/or fixate the prosthesis, 
to prevent migration. 

5.3.1 Hemiscrotectomy 
In the rare cases where tumour invades the scrotal wall, a hemiscrotectomy should be performed. If 
the tumour has been incised with risk of tumour seeding, a hemiscrotectomy may be considered (12-
14). 
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5.3.2 Organ-sparing surgery    
Organ-sparing surgery in testicular cancer is only indicated in a few selected cases and is not 
recommended in the presence of a normal contralateral testis. If the radiologists strongly suggest a 
suspicious benign tumour (ex. epidermoid cyst), resection of the tumour may be considered, even in 
the case of normal contralateral testicle. However, in these patients one should proceed to radical 
orchiectomy if frozen section analysis reveals a malignant tumour.  For small incidental tumours 
detected by ultrasound, see 5.5. 

Indications for organ-sparing surgery are tumours in both testes or tumour in a solitary testis. The 
aim is to preserve some endocrine function. The tumour volume should be less than 30 % of the 
testicular volume.  The tumour should be resected with a rim of surrounding tissue. Multiple biopsies 
of the surgical bed should be taken as well as one or two random biopsies to rule out widespread 
germ cell neoplasia in situ (GCNIS). The necessity of clamping the blood supply and cooling the 
testicle during the procedure has recently been questioned. Being an infrequently performed 
procedure, it should be performed at centres with some experience in handling these patients. All 
patients should be offered adjuvant local radiotherapy because of the high risk (> 85 %) of 
concomitant GCNIS. The radiation therapy may be delayed with the same precautions as mentioned 
in 5.4. (15-17).  

5.3.3 Biopsy of the contralateral testis    
Patients with risk factors are recommended a contralateral biopsy to detect possible GCNIS, and this 
is done at the time of orchiectomy.  

The risk factors are in addition to a contralateral germ cell tumour:  

• Cryptorchidism 
• History of infertility or sperm count ≤ 10mill/ml 
• Atrophic testicle (<12ml) 
• Heredity 
• Microlithiasis 

In patients over 40 years without any risk factors, the risk of GCNIS is very low, and biopsy is not 
recommended.  

A double-biopsy procedure yields an increase in sensitivity as compared to a single-biopsy procedure 
(5, 18) and is recommended. Surgical complications are reported to occur in 2-3 % of the patients 
and are mostly managed conservatively (19). 

The double biopsy is best done as follows: 

The testis should be held firmly, and a small scrotal incision is made at the cranial pole. Then the 
tunica vaginalis should be opened. The tunica albuginea should be incised at the cranial pole, 
laterally (to spare the central vessel of the testis). The first biopsy is taken at this site. Snip off a tuft 
of tubules cleanly with fine sharp scissors (3-4 mm specimen). The small incision of the tunica should 
then be closed with a running suture. Then the second incision in the lower pole to the tunica 
albuginea is performed to excise another specimen for histology. Again, refrain from the midline to 
spare the main vessel.  Close the incision in the tunica and skin separately.  
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In an atrophic testicle a single biopsy is sufficient.  

While performing the biopsies, careful handling and placement in fixative is important to prevent 
mechanical damage. The evaluation of GCNIS in testicular biopsies requires experience and the 
pathological examination of the biopsies should include immunohistochemistry.  

 

5.3.4 Microlithiasis 
Testicular microlithiasis as sole risk factor is not an indication for biopsy (20). 

In men seeking care for infertility and presenting with testicular atrophy (one or both testes below 12 
ml) and/or a history of cryptorchidism, testicular biopsy is indicated if testicular microlithiasis is 
found.   

 

5.4 Management of GCNIS  

Testicular irradiation will lead to eradication of all germ cells and permanent sterility. Therefore, if 
the patient has a wish of future fertility the following precautions should be taken: 

• Cryopreservation of sperms prior to irradiation is recommended 
• In case of azoospermia (no sperms in the ejaculate) and a strong wish of preservation of 

fertility, multiple testicular biopsies, and if intratesticular elongated spermatids are found, 
subsequent cryopreservation is an option to be discussed with the patient 

 

1) Unilateral testicular germ cell cancer (TGCC) and GCNIS in the contralateral testis: 
a) If the patient has a partner, immediate wish of having a child and significant sperm output 

(this issue needs to be discussed with an andrologist / fertility specialist), some months to a 
few years of surveillance, while the couple is trying to obtain pregnancy, can be 
recommended. During this period ultrasound should be performed every 6th month and the 
patient should be encouraged to self-examination. 

b) In patients not receiving chemotherapy: GCNIS can be eradicated by local irradiation given as 
9 daily doses of 2 Gy (total dose – 18 Gy). It has been suggested that the irradiation dose 
should be increased to 20 Gy. However, so far, there is no evidence to show that 20 Gy 
implies a lower risk of therapy failure but seems to be associated with a higher risk of 
androgen deficiency (21). Although some of the men subsequently develop androgen 
insufficiency; in more than 50% androgen replacement is not required, at least the first years 
after local irradiation. 

c) In patients receiving chemotherapy: Platinum-containing chemotherapy may eradicate 
GCNIS. Patients with GCNIS may develop invasive cancer in spite of chemotherapy (22). The 
safest alternative is to give local irradiation as indicated under a). An alternative is to repeat 
the biopsy, 1–2 years after completion of chemotherapy, and perform ultrasound every 6 
months until biopsy. If GCNIS cells are present, irradiation should be offered. However, it 
should be kept in mind that following chemotherapeutic treatment the GCNIS cells may be 
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reduced in number without being completely eradicated. A double biopsy is therefore 
recommended as the sensitivity of a single testicular biopsy is expected to be lower than the 
figures given above, and the risk of late contralateral TGCC exists. Even if the re-biopsy is 
negative, testicular ultrasound should be performed once yearly during the follow-up; 

2) Patients with extragonadal disease and GCNIS in one testicle: Orchiectomy of the affected 
testicle is recommended. 
a) Bilateral GCNIS: Irradiation as indicated under 1b, or according to 1c. 
b) Unilateral GCNIS and no malignancy in the other testis: Orchiectomy of the affected testicle. 

The procedure for radiotherapy of GCNIS can be found here. 

 

5.4.1 Guidelines for follow-up after testicular irradiation for GCNIS 
• Control testicular double biopsy should be done 24 months after irradiation and should 

disclose Sertoli-cell only pattern. Presence of germ cells indicates failure of the radiotherapy. 
• Serum levels of testosterone, SHBG, LH, and FSH should be checked prior to the radiation 

therapy, 6 and 12 months after. Subsequently the tests should be repeated with 12–24 
months interval. 

• Testicular ultrasound should be performed when follow-up is completed at 5 or 10 years. 
 

5.5 Incidental finding of small lesions in testis  

With increasing application of high frequency scrotal ultrasound imaging, incidental finding of small-
volume masses of the testicle has emerged as a problem in clinical practice. In patients with normal 
tumour markers, a significant fraction of these small (< 1 cm) asymptomatic lesions are benign. Very 
small tumours (≤ 5 mm) may undergo surveillance with ultrasound imaging after 2 months. When 
histopathology of the lesion is regarded as necessary due to growth, this should be obtained by 
enucleation of the tumour with frozen section analysis. Percutaneous needle biopsy should not be 
performed. The specificity of frozen section analysis in this situation is > 90%. If frozen section reveals 
malignancy, radical orchiectomy is recommended. 

The enucleation biopsy may be assisted by ultrasound guidance by an experienced radiologist. 

5.6 Pathological examination of the testis  

See the ICCR guideline for neoplasia of the testis and KVAST. 

Macroscopic features and sampling: 

• Side, testis size, tumour size and the macroscopic features of the tumour, such as 
macroscopic involvement of epididymis, spermatic cord and tunica vaginalis. 

• Sampling: 1 cm2 section for every cm of maximal tumour diameter, including normal 
macroscopic parenchyma (if present), tunica albuginea and epididymis selection of suspected 
areas. At least one proximal and one distal section of spermatic cord, plus any suspected 
area. 

https://12e98cbc-821b-7e14-3788-4d8178baa250.filesusr.com/ugd/cd60dc_3854a59b058549a781ef4f9d4b03c73f.pdf
http://www.iccr-cancer.org/datasets/published-datasets/urinary-male-genital/neoplasia-of-the-testis-orchidectomy-tnm8
http://www.svfp.se/kvastdokument%5E15
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Microscopic features and diagnosis: 

• Histological type according to the 2016 WHO classification. Only pure seminoma tumour cells 
are classified as a seminoma. Spermatocytic tumour is not included in this protocol. 

• Presence or absence of tumour vascular invasion, stromal rete testis invasion, tunica 
albuginea, tunica vaginalis, epididymis or spermatic cord invasion. 

• Presence or absence of intratubular germ cell neoplasia in non-tumour parenchyma. 
• pT category according to TNM 8th version. 
• Immunohistochemical evaluation should be used in case of diagnostic difficulties. 

 

5.7 Staging Investigations 

Tests to be performed following orchiectomy - clinical staging procedures  

• Serum levels of AFP, ß-hCG, LDH, (PLAP optional). 
• Serum levels of LH, FSH, testosterone and SHBG. 
• CT of chest, abdomen and pelvis with intravenous and oral contrast, if not done before 

orchiectomy. If there is clinical indication of advanced metastatic disease, the CT should be 
done before orchiectomy.  

• MRI of the brain is required in patients with clinical symptoms or signs indicating brain 
metastases, if ß-hCG is > 50 000, massive pulmonary metastases as well as in patients with 
non-pulmonary visceral metastases. 

• MRI of the spine and pelvis is required in patients with clinical symptoms or signs of bone 
metastases and in patients with non-pulmonary visceral metastases. 

• Other investigations may be indicated on an individual basis. 
• Follow tumour markers weekly until nadir/normalisation according to half-life decay. In 

presumed stage I patients, or where in doubt of stage, continue until the second staging is 
completed. 

• A second staging with CT and tumour markers, as above should be done for all presumed 
stage I patients with nonseminoma 6-8 weeks from orchiectomy. 
 

Any clear deviation from the half-life plots indicates metastatic disease, thus ending the 
observation period. 
 
PLAP may also be analysed in seminoma and surveyed and is associated with metastatic disease 
when elevated in a non-smoker. 
 

If there is evidence of metastatic disease, the patient should be referred immediately to an 
oncology department for further evaluation and treatment. 
 

Prognostic group classification in metastatic disease should be performed immediately prior to 
treatment. 
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5.7.1 Patients with slightly enlarged paraaortic lymph nodes/suspected metastases in 
presumed clinical stage IIA marker negative 

Slightly enlarged retroperitoneal lymph nodes <2 cm in patients without elevated tumour markers 
offer a diagnostic problem. These lymph nodes may be benign or represent metastases. An 
observation period of 8 weeks (seminoma)/ 6-8 weeks (nonseminoma) with a second staging is 
recommended unless a biopsy verifies metastatic disease. See 8.2.2 and 8.3.3.1. 

Serum levels of ß-hCG and AFP must be monitored every other week during this observation interval. 

Positron emission tomography (PET)-CT may add information in seminoma but may not be reliable in 
small lymph nodes. Even if a PET-CT is positive, a biopsy can be considered if feasible.  

In patients with low stage metastatic seminoma, preoperative PET-CT is mandatory for all patients 
planned for surgery.  

 
If the stage still is equivocal after the 6-8 weeks observation period, further observation is warranted, 
or a laparoscopic lymph node biopsy/resection can be an option. If a biopsy is not feasible a 
unilateral RPLND can be considered and discussed on a regional or national MDT. 

Chemotherapy (or radiotherapy) should not be initiated unless metastatic disease is unequivocal, 
(e.g. growth or positive biopsy).  
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6 Imaging  

6.1 Diagnosis and Staging  

Ultrasound is used to confirm an intratesticular mass, microcalcifications, presence of synchronous 
tumours and to measure volume of both testicles. Other imaging procedures of the testes should not 
routinely be performed.  

Computed tomography (CT) of the thorax, abdomen, and pelvis is required as part of the initial 
staging procedure. Oral and intravenous contrast media is mandatory at baseline. If solitary or 
multiple small (<5 mm) pulmonary nodules are found, the decision whether to biopsy or follow-up 
must be taken individually for each patient (23). 

When interpreting retroperitoneal lymph nodes on CT, irrespective of size criteria for metastases 
used, the limited sensitivity and specificity for characterisation of lymph nodes should be considered 
in the clinical management (24, 25). Therefore, the differentiation between clinical stages I and IIA is 
unreliable, if ß-hCG and AFP are normal. A detailed description of the location, number, and size of 
lymph nodes, preferably in three dimensions, but at least with measures of the two longest 
perpendicular axial diameters should be provided in the radiology report (26, 27). 
MRI of the abdomen and pelvis is associated with similar limitations in sensitivity and specificity in 
the staging situation (25, 28), and has not proven to provide additional information in this disease.  
MRI is the preferred option in patients in whom intravenous contrast media cannot be given. 

On the basis of available data, FDG-PET has not demonstrated to improve sensitivity of staging of 
testicular cancer compared with CT scanning alone (29-32). In this current prospective treatment 
protocol PET scans are recommended before treatment in low volume metastatic seminoma, and 
before RPLND in CS IIA marker negative nonseminoma. 
 
MRI is the preferred method to investigate the presence of brain or bone metastases. See Chapter 
5.7 for indications. Other investigations should be performed according to symptoms.  

6.2 Treatment Evaluation 

The standard modality for response evaluation is CT of the thorax, abdomen and pelvis. MRI should 
be used in patients with contraindications to CT. A detailed description of the location, number, and 
change of size of metastatic sites with measures of at least the two longest perpendicular axial 
diameters should be provided in the radiology report (26).  

Image guided response evaluation during treatment for metastatic disease is a challenge. Response 
evaluation should always be performed in a hospital with a multidisciplinary team consisting of 
radiologists, oncologists and surgeons available, all with experience in treating patients with germ 
cell tumours.   

PET-CT during treatment has currently no proven role outside clinical trials/prospective protocols.  

For the use of PET-CT with regard to handling of postchemotherapy tumour masses in seminoma, see 
8.2.5. 
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6.3 Follow-up 

It is desirable to reduce the total radiation dose from repeated diagnostic imaging procedures to the 
patient without compromising the quality of follow-up. This is of particular concern in patients below 
35 years at diagnosis. MRI of the abdominal and pelvic lymph node areas is the preferred method to 
investigate the retroperitoneum during follow-up. Abdominopelvic CT is acceptable in patients older 
than 55 years. 

 

Ultrasonography may also be performed if the necessary expertise is available. However, 
ultrasonography of the retroperitoneum is usually less sensitive to detect retroperitoneal lymph 
nodes than MRI or CT. Therefore, if there is any ambiguity, an MRI examination must be performed. 
Since CT is associated with undesirable total radiation dose to young patients if repeated many times 
during follow up it is advisable to perform MRI at least once yearly if ultrasound is used in the follow-
up.  

MRI should be performed according to the principles of the imaging protocol. A dialogue with the 
responsible radiologist is necessary to make sure that the principles of the protocol and the reasons 
for the follow-up are fully understood.  
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7 Clinical Stage I 

7.1 Seminoma 

7.1.1 Background Seminoma Clinical Stage I  
Seminoma constitutes close to 60 % of patients with testicular cancer. Of these, 85 % present with 
clinical stage I, making CS I seminoma the most common form of testicular cancer (28).  

The optimal management of CS I seminoma remains an area of debate.  In the European Germ cell 
Cancer Consensus Group (EGCCCG) there was no consensus on recommended treatment to patients 
with CS I seminoma (33). In the current ESMO and EAU guidelines both surveillance and carboplatin 
are recommended treatment options, but adjuvant therapy was not recommended in low-risk 
patients. The risks and benefits of different approaches must be discussed with the patient with 
respect to the different advantages and disadvantages, in both the short and long term. Non-
compliance with surveillance strategies remain an area of concern.  

7.1.2 The SWENOTECA experience Seminoma CS I 
The SWENOTECA V protocol (2000-2006) was a Swedish-Norwegian program including patients with 
all stages of seminoma. Patients with CS I had the option to choose either adjuvant radiotherapy 
25.2Gy/14 fractions or surveillance. In 2004 when the results of the randomised study between 
adjuvant carboplatin and radiotherapy were acknowledged, the options were altered to include 
adjuvant carboplatin (34). In the SWENOTECA VII protocol (2007-2010), the treatment in CS I was 
adjusted to the possible prognostic risk factors, i.e. size of primary tumour and stromal invasion in 
the rete testis (35). Patients with 0-1 risk factors were recommended surveillance but could choose 
one course of adjuvant carboplatin (AUC7), while patients with two risk factors were recommended 
one course of adjuvant carboplatin but could choose surveillance. An analysis of CS I patients 
included in SWENOTECA VII until 2010 and patients from SWENOTECA V treated with adjuvant 
carboplatin was performed in 2014. In total 1064 patients were included in the analysis, 669 patients 
received adjuvant carboplatin, 339 were managed by surveillance and four patients received other 
adjuvant treatments. Stromal invasion of the rete testis and tumour size > 4 cm were both confirmed 
as independent risk factors predicting relapse in a multivariate analysis.  

7.1.3 Surveillance 
Based on large, unselected patient series on surveillance we know that 85 % of patients in CSI are 
cured by orchiectomy alone (34, 36, 37). The overall survival in these patient series approach 100 %, 
and surveillance is an attractive strategy. There have been several attempts to identify possible 
prognostic factor for relapse. A seminal article published in 2002, pooled 638 patients from four 
centres (35). This retrospective study identified tumour size > 4 cm and stromal rete testis invasion as 
independent risk factors for relapse. However, an unpublished validation study from the same group 
could not confirm the prognostic value of these proposed risk factors (38). The results from 
SWENOTECA V, published in 2011, also failed to identify any prognostic factor for relapse (34). 
Results from a recent Spanish risk-adapted protocol give some indications that patients without any 
of the proposed risk factors have a very low risk of relapse (39). Published results from SWENOTECA 
VII, confirmed a low risk of relapse in this group of patients, with a 4.0 % relapse rate. Both invasion 
of the rete testis and tumour size > 4cm were found to be risk factors predicting relapse. In 

https://www.esmo.org/guidelines/genitourinary-cancers/testicular-cancer
https://uroweb.org/guideline/testicular-cancer/
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SWENOTECA VII the relapse rate in patients with 1-2 risk factors and managed with surveillance was 
15.5 % (40).  

 

7.1.4 Adjuvant Carboplatin  
In 2005 results from a large randomised trial of one cycle of adjuvant carboplatin versus adjuvant 
radiotherapy was reported (41). The long-term mature data were presented in 2011 (42). The study 
included 1447 patients with a median follow-up of 6.5 years. 573 patients received one cycle of 
carboplatin (AUC 7). The relapse rate following one course of adjuvant carboplatin was 5.3 %. 
Combined results from SWENOTECA V and VII, where 669 patients received one course of 
carboplatin, found a relapse rate of 6.2 % after a median follow-up of 5.2 years (34, 40, 43). Stromal 
invasion of rete testis or tumour size > 4 cm result in a higher risk of relapse, 9.4 %. Due to these 
results the ABC-study was initiated by SWENOTECA in 2015, randomizing patients with 1-2 risk 
factors to BEP x 1 or standard adjuvant treatment with Carboplatin. The study was closed in early 
2024. Details regarding the study can be found here: www.swenoteca.org. 

Carboplatin has a steep dose-response interval. Inferior outcomes, with more relapses have been 
reported when a lower dose than AUC 7 has been given. AUC 7 should always be calculated from 
uncorrected GFR, measured by iohexol- or Cr-EDTA clearance. eGFR based on both Cystatin-C and 
creatinine may also be used, except for patients on cortisone medication or cachectic patients. See 
www.egfr.se for further information and to calculate the uncorrected/absolute GFR to be used for 
the dosing of carboplatin.      

Several non-randomised trials have explored two courses of adjuvant carboplatin (AUC 7 or 400 
mg/m2), with a reported relapse rate of about 2 % (39, 44-46). 

If adjuvant chemotherapy is given, it should be started as soon as possible after the definitive clinical 
staging.  

Dosage schedule of carboplatin. 

7.1.5 Adjuvant Radiotherapy 
Until recently, standard adjuvant treatment of CSI seminoma has been radiotherapy. Based on large 
randomised studies conducted by the MRC, we know that 20 Gy given to a para-aortic field results in 
a relapse rate of about 4 % (42). In SWENOTECA V the relapse rate following 25.2 Gy to a para-aortic 
and ipsilateral iliac lymph nodes was 0.8 % (34). Due to the increased risk of cardiovascular disease 
and secondary cancers following radiotherapy, radiotherapy is no longer recommended as a 
standard adjuvant treatment.  
Radiotherapy may still be an option in those who are not eligible for adjuvant chemotherapy or 
surveillance.  

7.1.6 Treatment Recommendations Seminoma Clinical Stage I  
Both invasion of the rete testis and tumour size > 4 cm predict relapse following surveillance or 
adjuvant carboplatin (AUC7). Patients without any of these proposed risk factors have a low risk of 
relapse. SWENOTECA propose a modified risk-adapted strategy for adjuvant treatment in CSI 
seminoma.   

http://www.swenoteca.org/
http://www.egfr.se/
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A risk adapted strategy is recommended in CSI seminoma. Thorough oral and written information should 
be presented to the patient taking patient autonomy in consideration 

Patients with a tumour ≤ 4 cm and no stromal invasion of the rete testis are recommended surveillance 
 

Patients with a tumour > 4 cm and/or stromal invasion of rete testis may choose the equal options of 
surveillance or one course of adjuvant carboplatin AUC7 

 

Adjuvant radiotherapy is only recommended for those who are not suitable for adjuvant chemotherapy or 
surveillance. See chapter 16 for details 

 

7.2 Nonseminoma 

7.2.1 Background Nonseminoma Clinical stage I 
 

About 60% of the nonseminoma patients are in clinical stage I. In the EGCCCG there was consensus 
on recommending treatment with adjuvant BEP x 1 to high-risk patients (presence of lymphovascular 
invasion) and surveillance to low-risk patients (33). ESMO and EAU guidelines recommend 
surveillance and adjuvant BEP as treatment options based upon the presence of risk factors.  The 
risks and benefits of each strategy should be discussed with patients in respect to its immediate and 
long-term impact, also for low-risk patients. Non-compliance with surveillance strategies remain an 
area of concern.  RPLND is an option in specific situations. 

The risk of occult metastatic disease in CSI NSGCT is highly dependent on the presence of 
lymphovascular invasion (LVI) in the tumour (47, 48). LVI is present in about one-third of the 
tumours. In patients with tumours with presence of LVI, the risk of recurrence is about 50%, and in 
those without LVI, 15–20% (49, 50). Recurrences occur most commonly in the retroperitoneum, with 
the majority of the recurrences diagnosed within 2 years after orchiectomy (51, 52). 
Management options for CSI NSGCT are surveillance, retroperitoneal lymph node dissection (RPLND), 
and adjuvant chemotherapy. The decision regarding treatment should always be based on a 
thorough discussion with the patient on the pros and cons of each strategy. Written patient 
information should also be provided 

 

7.2.2 The SWENOTECA experience Nonseminoma CS I  
 

The SWENOTECA has published population-based data on risk-adapted treatment in CS I NSGCT 
where 745 patients were included during the period of 1998-2005. The aim was to reduce the risk of 
relapse and thereby reducing the need for later salvage chemotherapy while maintaining high cure 

https://www.esmo.org/guidelines/genitourinary-cancers/testicular-cancer
https://uroweb.org/guideline/testicular-cancer/
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rates. LVI+ patients were treated with one course of BEP and LVI- patients had the choice between 
surveillance or one course of BEP. At a median follow-up of 4.7 years one course of BEP reduced the 
relapse rate by 90% in both LVI+ and LVI- patients resulting in a relapse rate of 3.2% and 1.4%, 
respectively. An update was published 2014 including 517 patients treated with one course of BEP. 
With a median follow-up of 8 years the results were confirmed, with no relapses after 3.3 years and 
100% cause-specific survival (52).  

7.2.3 Surveillance 
Some centres advocate surveillance for all CSI NSGCT, accordingly no patient will be treated 
unnecessarily; however, 50% of those with LVI and 15% of the patients without LVI will later need 
salvage treatment (36, 49, 50, 53, 54). Compliance to follow-up schedules is of paramount 
importance if surveillance is applied. 

7.2.4 Adjuvant BEP 
One course of adjuvant BEP reduced the risk of relapse by 90–95% in all patients (52).  

7.2.5 Primary Nerve sparing Retroperitoneal Lymph Node dissection (RPLND) 
Primary nerve sparing bilateral RPLND – is the standard treatment in patients with CS I with 
malignant somatic transformations in the testicular tumour(27). Treatment after RPLND has to be 
considered according to pathological findings. Primary unilateral RPLND may be discussed as an 
alternative to surveillance or adjuvant chemotherapy in patients not willing to undergo either of 
these treatment strategies.   

7.2.6 Treatment Recommendations Nonseminoma Clinical Stage I 
 

 

A risk adapted strategy is recommended in CSI nonseminoma. Thorough oral and written 
information should be presented to the patient taking patient autonomy in consideration 

 

High-risk patients, LVI+ (lymphovascular invasion), are recommended one cycle of adjuvant BEP 

 

Patients with LVI-, may choose the equal options of surveillance or adjuvant BEP  

 

Exceptions see below 

 
 

 

Patients with malignant somatic transformation in the testicular tumour 
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• Primary bilateral nerve sparing RPLND is the standard treatment of patients with CS I with 
malignant somatic transformation (27). Treatment after RPLND has to be considered in 
regard to pathological findings (55).  

Postpubertal teratoma only in the testicular tumour 

• Should be followed as nonseminoma stage I surveillance, and should not receive adjuvant 
therapy  
 

If adjuvant chemotherapy is given, it should be started as soon as possible after the definitive clinical 
staging. In general, we do not recommend adjuvant therapy initiated later than twelve weeks 
following orchiectomy. The BEP-regimen is used. When the bleomycin is given on day 15, full blood 
counts for toxicity evaluation should be taken. The SWENOTECA “Behandlingsblankett” is filled in and 
registered in the national SWENOTECA quality registry. Registration of toxicity is especially 
important. The addition of G-CSF is recommended to minimize the risk of toxicity also in the adjuvant 
situation.  
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8 Metastatic Disease  

8.1 General Comments Metastatic Disease 

For unequivocal metastatic disease, chemotherapy should start as soon as possible after staging is 
completed. In widespread life-threatening poor prognosis disease, orchiectomy must not delay the 
initiation of curative chemotherapy.   

In managing metastatic disease, the stage of the disease and the risk classification according to the 
International Germ Cell Cancer Collaborative Group (IGCCCG) classification impacts treatment 
guidelines. The original IGCCCG classification from 1997 has been updated, based on 12 135 patients 
treated 1990-2013(56-58). The updated results support the principles of the original classification but 
suggest that the prognostication can be further refined. refined. Clinical Stage Mk+ is treated as 
metastatic disease. However, other causes of increased levels of hCG and/or AFP should be 
considered before concluding with Clinical Stage Mk+. An alternative to starting therapy for Clinical 
Stage Mk+, is to wait until the metastases become radiologically evident, under close surveillance. 

Dose reductions and treatment delays should be avoided. G-CSF as primary prophylaxis is 
recommended, see 9.3. 

Patients should be considered for thromboprophylaxis, see 9.4.1. 

Intermediate and poor prognosis patients should always be transferred to a centre with experience 
in treating advanced germ cell tumours before start of treatment. In addition, all patients with 
abdominal metastasis over 5 cm should be discussed with a centre with experience in treating 
advanced germ cell tumours before start of treatment. 

In case of hydronephrosis, the kidney should be relieved before initiation of chemotherapy. 

The treatment of progressive disease should be discussed within the SWENOTECA network. 

Treatment of metastatic disease in elderly patients must be done with great care regarding their 
individual tolerance. 

8.2 Metastatic Seminoma 

In small volume abdominal disease, unilateral retroperitoneal lymph node dissection is the preferred 
treatment, see 10.1. Optional therapy consists of chemotherapy or radiotherapy. Patients with more 
advanced disease are recommended treatment with cisplatin in combination with etoposide and 
bleomycin (BEP), substituted with etoposide and cisplatin (EP) or with additional ifosfamide (PEI) in 
patients with contraindications to bleomycin, see 9.1.3, depending on prognostic risk group. 

 5-year PFS (%) 

1997 

5-year PFS (%) 

Update 2020 

5-year OS (%) 

1997 

5-year OS (%) 

Update 2020 

Good  82 89 86 95 

Intermediate 67 79 72 88 



 

SWENOTECA X    1. DECEMBER 2024 32 

Metastatic Seminoma: PFS and OS according to the IGCCCG classification in the original publication, to a recent IGCCCG 
update (4902 patients treated 1990-2013, including SWENOTECA data) 

8.2.1 The SWENOTECA experience CS II-IV seminoma 
In 102 patients with CS IIA/B seminoma, three patients (2.9%) relapsed. In all three, the primary 
treatment was radiotherapy, and one patient relapsed within the radiation field. In 73 patients 
treated with chemotherapy (EP/BEP) there were no relapses reported(34). All 86 (6%) patients with 
more advanced tumour spread (CS IIC/D, III and IV) were treated with chemotherapy initially.  The 5-
year cancer specific survival for all patients treated for seminoma was excellent with a survival of 
99.6%, with a 5-year cancer specific survival in good prognosis metastatic seminoma of 97.2%. 

The challenge is to minimise treatment and follow up without compromising the oncologic outcome 
for these young men and to retain fertility and quality of life. The observed survival in the 
intermediate prognosis group is uncertain due to the low number of patients treated, but every 
effort should be made to improve survival in this small group of patients. 

8.2.2 Clinical Stage Mk+ or IIA-IIB (≤ 3 cm) Seminoma  
Patients with CS IIA seminoma have a limited disease with abdominal lymph node metastases < 2 cm 
in largest axial diameter. Consequently, tumour markers are usually negative. To stage these patients 
properly see 5.7.1.  

The standard treatment of CS IIA has been radiotherapy or chemotherapy. Radiotherapy is given to a 
para-aortic and ipsilateral iliac field. A target dose of 25-30 Gy results in a relapse free survival of 88-
95 %, according to data in the literature (34, 59). Accumulating data on long-term morbidity 
following radiotherapy has brought forward chemotherapy as an alternative to radiotherapy in this 
group of patients, with very few relapse (34). However, chemotherapy also leads to long-term 
morbidity (60). 

As seminoma mainly metastasizes lymphatically, primary RPLND is a compelling treatment strategy, 
with lower risk of long-term morbidity (8, 34, 59, 61-63). 

Several groups have reported results of using RPLND as primary treatment of seminoma, and reviews 
of the subject have recently been published (64, 65). There are known risks of RPLND, including 
retrograde ejaculation, infections, bleeding and chylous ascites. The procedure is standard treatment 
when removing remaining lesion following chemotherapy for metastatic nonseminoma, and in 
primary treatment of nonseminoma CS IIA Mk-. Surgery is much more complicated after 
chemotherapy compared to primary RPLND, where the risk of mortality is reported to close to zero 
(66-68). Currently, several studies include patients for primary RPLND in non-bulky metastatic 
seminoma, i.e CS IIA + IIB ≤ 3 cm, 1-2 metastatic lymph nodes. Data from several previous small 
studies have shown a relapse-rate close to zero in this group of patients, provided stage was  
confirmed surgically (69, 70). These studies have not included patients with Clinical Stage Mk+. 
However, previously SWENOTECA has reported on Clinical Stage Mk+ seminoma treated with local 
therapy (radiotherapy 27.0 Gy to L-field), without relapse (34). As seminoma metastasizes in a 
predictable pattern, there is little evidence supporting an alternate pattern of lymphatic spread in 
early-stage metastatic disease, i.e., Clinical Stage Mk+.  
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Given the increasing awareness of long-term toxicities associated with chemotherapy and 
radiotherapy, and the known efficacy of RPLND in regional control of seminoma, it is reasonable to 
recommend RPLND as a first-line therapy option.   

Currently we have three possible treatment alternatives in non-bulky metastatic seminoma, all with 
excellent cure rates: primary RPLND, chemotherapy and radiotherapy. 

8.2.2.1 Primary RPLND  

Primary unilateral RPLND is recommended in patients with seminoma CS Mk+ or IIA-IIB with 1-2 
lymph nodes ≤ 30 mm in any dimension, within the template for unilateral RPLND, see 10.1.2. 
However, CS Mk+ patients with previous inguinal or scrotal surgery might have alternate pattern of 
metastatic spread and are therefore not suitable for primary RPLND. 

8.2.2.2 Preoperative FDG-PET CT  
Preoperative FDG-PET CT should always be performed and will have clinical implications. 

Preoperative FDG-PET-CT result Clinical implications 

Upstaging, i.e. more than 2 
lymph nodes or > 3 cm or 
disease outside unilateral 
RPLND template   

Treatment according to stage and risk group 

Positive FDG-PET-CT within 
unilateral RPLND template  

Primary unilateral RPLND 

Negative FDG-PET If tumour marker (ß-hCG / PLAP) positive – Primary unilateral 
RPLND 

If tumour marker (ß-hCG / PLAP) negative – Biopsy if feasible, if 
seminoma confirmed – Primary unilateral RPLND  

 

  

If the pathology report from the RPLND reveals upstaging, i.e., > 2 lymph nodes with seminoma or 
any lymph node with seminoma > 3 cm in any dimension, the patients should be discussed at 
regional or national MDT. In case of upstaging 1 adjuvant cycle BEP is recommended.  
In case of positive margins or perinodal growth more than 1 adjuvant cycle of BEP may be given. 

The main possible long-term morbidity of this treatment option is retrograde ejaculation. 
Consequently, all patients must be offered preoperative sperm-cell cryopreservation, if not already 
performed. 

Elevated tumour markers following surgery may indicated disseminated disease, and the patients 
should be considered for BEP x 3. 
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8.2.2.3 Chemotherapy 

BEP x 3 is the standard chemotherapy regimen. If there are contraindications to bleomycin, see 
Chapter 9.3, EP x 4 should be chosen. 

8.2.2.4 Radiotherapy IIA/IIB  

The target volume includes the para-aortic and ipsilateral iliac lymph nodes to a target dose of 30 Gy 
with 2.0 Gy per fraction x 15, see Chapter 15. In CS IIB, additional boost to GTV of 6 Gy as 
simultaneous-integrated boost (SIB) should be given. 

8.2.2.5 Treatment recommendations clinical stage Mk+ or IIA + IIB ≤ 3 cm in any 
dimension seminoma, 1-2 metastatic lymph nodes 

 

 

         Surgery:  Primary RPLND (+ adjuvant BEP x 1, if pathology report reveals upstaging.  
                          (More than BEP x 1 can be given if positive margins or extranodal growth) 

         Chemotherapy: BEP x 3 (bleomycin contraindicated: EP x 4) 

         Radiotherapy:  2.0 Gy x 15 to para-aortic and ipsilateral iliac lymph nodes.  
                                     In clinical stage IIB, additional boost to GTV of 6 Gy (given as SIB) 

Flowchart: Appendix III 

  

8.2.3 Clinical stage IIB (>3 cm) - IV seminoma 
In the International Germ Cell Consensus Classification, metastatic seminoma is classified as good or 
intermediate prognosis. Adverse prognostic factors are non-pulmonary visceral metastases.  
 
CS IIB patients were previously treated with radiotherapy. The reported relapse rates are 9–24 %, 
based on small patient series (34, 59, 71, 72). The relapses after radiotherapy are predominately 
located outside the retroperitoneum. In the SWENOTECA patient series, 67 patients with seminoma 
CS IIB treated with chemotherapy had a relapse-free survival of 100% after median 5.5 years follow-
up. Although there are no randomised studies comparing radiotherapy and chemotherapy in CS IIB, 
chemotherapy is recommended to patients with CS IIB > 3 cm, due to the high reported relapse rates 
with radiotherapy. 

For higher stages of seminoma than CS IIB, there is international consensus on treatment with 3-4 
cycles of cisplatin-based combination chemotherapy (73, 74). As patients with advanced seminoma 
are infrequent, there are no randomised studies comparing various cisplatin-based chemotherapy 
regimens for seminoma patients alone.  

In the rare event of pure seminoma in the testicle and ß-hCG >5000 at start of chemotherapy for 
metastatic disease, the patient should be treated as metastatic nonseminoma, intermediate 
prognosis. This recommendation is based on clinical experience, as biopsy of metastases in such 
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cases have sometimes revealed nonseminomatous elements. 
 

8.2.3.1 Good prognosis seminoma, clinical stage IIB (>3 cm) - IV 

A randomised EORTC study comparing BEP x 3 versus EP x 4 in good prognosis seminoma, reported 
complete response rates at 95 % versus 87 % (p=0.0075) (75). Furthermore, we believe that BEP x 3 
has less acute and long-term toxicities than EP x 4, due to lower cumulative cisplatin dose. The 
standard treatment of metastatic good prognosis seminoma is therefore BEP x 3. For patients with 
contraindications to bleomycin, see 9.1.3. EP x 4 or alternatively PEI x 3 can be given.  In patients with 
impaired renal function, four courses of carboplatin AUC7 day 1 with standard dose etoposide day 1-
5 may be a treatment option.  Single-agent carboplatin chemotherapy in standard dosage is inferior 
to cisplatin-based combination chemotherapy in advanced disease (76, 77); however, carboplatin 
AUC10 may be an option in the case of severely impaired renal function (78). 

8.2.3.2 Treatment recommendations good prognosis seminoma clinical stage IIB (>3 cm) - 
IV 

 

Chemotherapy: BEP x 3 (bleomycin contraindicated: EP x 4 or PEI x 3) 

Flowchart: Appendix IV 

 

Comments Good Prognosis Seminoma Clinical Stage IIB (>3 cm) – IV 

• Radiologic treatment evaluation: Radiologic evaluation prior to the 3rd cycle and after 
completed chemotherapy. 

o In case of residual mass, see Chapter 8.2.5. 
• Patients with CS IIB with contraindications to chemotherapy may be treated with 

radiotherapy. If radiotherapy is given, a dose of 2 Gy x 15 to a total dose of 30 Gy to the para-
aortic and ipsilateral iliac lymph nodes with the addition of SIB equivalent to biologically 
effective dose (BED) 36 Gy to the enlarged lymph nodes should be given. See Chapter 15. 

8.2.4 Intermediate prognosis seminoma 
The standard treatment for intermediate prognosis metastatic seminoma is BEP x 4 (27). For patients 
with contraindications to bleomycin, see 9.1.3, PEI x 4 is the recommended treatment. 

8.2.4.1 Treatment recommendations intermediate prognosis seminoma 
 

 

Chemotherapy: BEP x 4 (bleomycin contraindicated, or brain metastasis): PEI x 4) 

Flowchart: Appendix V 
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Comments Intermediate Prognosis Seminoma 

• Radiologic evaluation prior to the 3rd cycle 
o In case of progressive disease, the patient should be discussed within the 

SWENOTECA network 
• Radiologic treatment evaluation: After completed chemotherapy  

o In case of residual mass, see Chapter 8.2.5. 

8.2.5 Post-chemotherapy residual masses seminoma 
Seminomatous tumours are often characterised by a slow regression rate after chemotherapy. 
Residual tumours mostly consist of fibrotic or necrotic tissue; however, in up to 30 % of cases 
residual tumours > 3 cm contained germ-cell malignancy (79-81). In post-chemotherapy seminoma 
residual lesions, a FDG-PET scan has a high negative predictive value (95%) and is excellent for the 
exclusion of active disease in lesions ≥ 3 cm (82). It should not be performed earlier than 9 weeks 
after day 1 of the last chemotherapy course, due to the risk of false positivity.  FDG-PET can 
contribute to the management of residual seminoma lesions, especially in terms of avoiding 
unnecessary additional treatment for patients with non-regressing lesions ≥ 3 cm (83).  

In post-chemotherapy seminoma residual lesions, a FDG-PET has a low positive predictive value 
(23%) for germ-cell malignancy (84). Thus, repeated FDG-PET imaging and biopsy should be 
considered in case of a positive FDG-PET in this situation.   

• Consolidating treatment after chemotherapy (surgery or radiotherapy) should not be applied 
routinely  

• Regressing or persisting residual mass < 3 cm: Monitor with an appropriate radiological 
method (MRI, CT) and serum tumour markers  

• Residual mass ≥ 3 cm and not regressing: FDG-PET scan is recommended, not earlier than 9 
weeks from day 1 of the last chemotherapy course 

• Stable residual mass and negative FDG-PET scan: Continue follow-up 
• Stable residual mass and positive FDG-PET scan: Repeated FDG-PET after 6-8 weeks and 

biopsy before consolidating therapy is decided upon 
o Germ-cell malignancy: Surgery, if feasible  
o Germ-cell malignancy and surgery not feasible: Radiotherapy to limited fields to a 

total dose of 40 Gy in 2 Gy fractions 

8.3 Metastatic Nonseminoma 

Chemotherapy with the BEP regimen is the main first-line treatment of metastatic nonseminoma. If 
tumour marker decline after two cycles of chemotherapy is delayed, intensified chemotherapy is 
prescribed. If tumour marker progression occurs during treatment (not due to surge at day 15 in each 
course) the patient must be re-evaluated for sanctuary metastases in brain or bone and contralateral 
testicular tumour, and surgery must be considered to identify what tumour components are present 
to adequately change treatment accordingly. 
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Our general principle is that patients with retroperitoneal lymph node metastases post-
chemotherapy ≥ 1 cm in largest axial diameter, should be operated with RPLND. However, there 
might be exceptions and therefore this decision should be discussed at national/regional 
multidisciplinary meetings. There are certain conditions that may affect the decision, see Chapter 10. 

Residual tumours outside of the retroperitoneum should be resected if possible, due to discordance 
rates of histology between retroperitoneal and extra-retroperitoneal residual masses (85, 86). If 
pathological examination of the residuals from the first lung show necrosis, resection of contralateral 
pulmonary lesions is not mandatory (87). However, one should be aware of the possibility of 
discordant histology, and therefore have a low threshold for surgery in lesion showing signs of 
growth (88).    

Several studies have shown the value of intensification of treatment based on unsatisfactory marker 
decline. SWENOTECA have since 1995 used unsatisfactory marker decline to initiate intensified 
treatment. Improved survival based on intensification in one step during initial therapy has been 
demonstrated (89, 90). At the end of initial treatment, slow tumour marker decline might be part of 
the natural tumour marker kinetics, and therefore does not indicate a need for intensification (4). We 
have chosen to change our intensification policy to one step intensification during initial therapy. 

8.3.1 Treatment recommendations metastatic nonseminoma 
 

 

Tumour markers should be measured at day 1, 5 and 15 of each course 

Response evaluation of tumour markers should be performed after 2 courses, tumour marker 
decline should be plotted in graphs, for ß-hCG and AFP 

Residual tumour in retroperitoneum ≥ 1 cm post-chemotherapy: Consider surgery at national/ 
regional multidisciplinary meeting 

Surgery of other residual tumours 

If germ cell cancer other than teratoma is found in post-chemotherapy residual resections, the 
patient should be discussed within SWENOTECA or at national multidisciplinary team meetings 

 

8.3.2 The SWENOTECA experience CS II-IV nonseminoma 
In SWENOTECA IV (1995-2010), the treatment of patients with metastatic disease was guided by 
tumour marker decline. All patients initially received 2 courses of BEP. Subsequent treatment was 
determined by rate of tumour marker decline. Patients with satisfactory marker decline continued 
with BEP while those with unsatisfactory decline received intensified treatment. The treatment was 
intensified in 2 steps: 1st step with the addition of ifosfamide and the 2nd step was high-dose 
chemotherapy with stem cell rescue (HDCT).  Published data from SWENOTECA, included patients 
treated 1995 – 2003 (91). The patients with intermediate prognosis had favourable results in 
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comparison to previously reported studies (92), and we consider the individual intensification of 
treatment based on delayed marker decline to be a feasible strategy to avoid over- or 
undertreatment of these patients.  Of the patients classified as poor prognosis patients, patients with 
elevated tumour marker levels only had a significantly better OS compared to patients with non-
pulmonary visceral metastasis (91). 

In SWENOTECA VIII (2011-2020), treatment recommendations were further refined. Standard 1st line 
treatment was BEP, with exceptions of Bleomycin contraindications or primary CNS metastases. The 
initial treatment of BEP x 4 in SWENOTECA IV for good prognosis, had been changed to BEP x 3. The 
principles of treatment intensification remained unchanged, however intensification step 1 was 
changed to TIP for the poor prognosis patients with non-pulmonary visceral metastases or with a 
mediastinal primary extragonadal disease.  

IGCCCG 

 5-year PFS (%) 

1997 

5-year PFS (%) 

Update 2020 

5-year OS (%) 

1997 

5-year OS (%) 

Update 2020 

10-year OS (%) 

SW IV 

Good  89 90 92 96 95 

Intermediate 75 78 80 89 90 

Poor 41 54 48 67   67* 

Metastatic Nonseminoma: PFS and OS according to the IGCCCG classification in the original publication, to a recent IGCCCG 
update (9530 patients treated 1990-2013, including SWENOTECA data) and SWENOTECA IV results (treated 1995-2003). 
*Extragonadal tumours not included 

8.3.3 Good prognosis nonseminoma 

8.3.3.1 Clinical Stage IIA nonseminoma Mk- 
Slightly enlarged retroperitoneal lymph nodes <2 cm in patients without elevated tumour marker 
levels offer a diagnostic problem. If possible, a biopsy should be performed. If biopsy is inconclusive 
or not feasible, further evaluation is necessary to establish “true” clinical stage.  

To reduce risk of late toxicity, SWENOTECA recommends unilateral template RPLND, see Chapter 10, 
with the addition of adjuvant BEP x 1 if germ cell cancer other than teratoma is found 
retroperitoneally. A preoperative FDG-PET should be performed, to gather experience in this subset 
of patients. Patients with pure teratoma in the testicle and low volume metastatic disease can be 
managed by primary RPLND (93, 94). 

8.3.3.2 Treatment recommendations nonseminoma CS IIA Mk- 
 

 

Second staging: 
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Shrinking lesion: As CS I according to lymphovascular invasion 

Growing lesions with normal tumour markers and negative biopsy: RPLND. Preoperative 
FDG-PET. If retroperitoneal germ cell cancer (except teratoma): Adjuvant BEP x 1. 

Confirmed metastatic disease i.e. rising tumour markers and/or positive biopsy (except 
teratoma): According to IGCCCG prognosis group 

Growing lesion to > CS IIB with normal tumour markers: According to IGCCCG good prognosis 
group. 

Pure teratoma in the testicle: Primary RPLND 

Flowchart: Appendix VI 

  

These patients should be registered as CS IIA Mk- disease according to first staging, irrespective of 
further findings to enable identification in the registry.    

 

8.3.3.3 Treatment recommendations good prognosis nonseminoma, excluding CS IIA Mk- 

Chemotherapy: BEP x 3 (bleomycin contraindicated: EP x 4 or PEI x 3) 

Delayed decline in tumour marker after BEP x 2: Intensification with PEI x 2 

If PEI given initially: Intensification with TIP x 2 

Post-chemotherapy RPLND if residual tumour ≥ 1 cm, even if tumour markers elevated and 
declining or slightly elevated and stable (marker tail) 

Surgery of other residual tumours 

Flowchart: Appendix VII 

  

Comments Good Prognosis Nonseminoma 

A slightly increased but stable tumour marker is no reason to continue with a chemotherapy beyond 
the recommendation above, but rather to continue with resection of residual disease. 

Radiological evaluation with CT of the chest, abdomen and pelvis should be performed after 2 and 3 
or 4 courses (including CS Mk+ patients), to evaluate tumour regression and the need for post-
chemotherapy surgery   

If the patient has normal tumour markers before start of chemotherapy, and radiological regression 
after 2 BEP is less than 25% (tumour volume defined as the products of two perpendicular axial 
diameters measured on CT), surgery is recommended. 
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See General comments metastatic disease Chapter 8.1. 

8.3.4 Intermediate prognosis nonseminoma 
Clinical trials on intermediate prognosis patients are sparse. The EORTC randomized phase III study 
on patients with intermediate prognosis germ-cell cancer, compared paclitaxel-BEP (T-BEP) to 
standard BEP. The study was closed prematurely due to slow accrual and OS was not statistically 
significant (95).  

8.3.4.1 Treatment recommendations intermediate prognosis nonseminoma 

The treatment of intermediate prognosis patients is the same as for patients classified as poor 
prognosis due to elevated tumour marker levels only. See treatment recommendation below.  

8.3.5 Poor prognosis nonseminoma  
Patients with non-pulmonary visceral metastases; e.g. brain, bone or liver metastases; have adverse 
prognosis. The SWENOTECA experience and several retrospective analyses have confirmed that non-
pulmonary visceral metastases, as well as primary mediastinal GCC, are associated with a worse 
outcome compared to patients in poor prognosis due to elevated tumour marker levels only (96-
100). 

Numerous attempts have been made to improve the outcome for poor prognosis patients by 
intensifying the primary chemotherapy or adding high-dose chemotherapy. Many phase II trials have 
reported promising results with cure rates of 70-75% (101-109).  

There are a few randomized trials (89, 110-113), three of which using high-dose chemotherapy with 
stem cell rescue in the experimental arm. None of the few randomized studies on intensified initial 
treatment in poor prognosis patients have shown any benefit of intensification in primary treatment 
compared to standard BEP. 

In the study reported by Motzer, patients with delayed TM decline during initial chemotherapy had a 
significant benefit of high-dose chemotherapy but not patients with satisfactory TM decline. The 
more recent GETUG-13 trial was a randomized trial based on TM kinetics. Patients with delayed TM 
decline after cycle 1 BEP were randomized between 3 more cycles of BEP and intensified treatment, 
including oxaliplatin, paclitaxel and ifosfamide. The study confirmed the prognostic value of TM 
kinetics. This is the first randomized study supporting the SWENOTECA principle of taking TM kinetics 
into account in the treatment strategy. SWENOTECA regards the study as proof of principle, without 
necessarily defining the optimal intensification regimen. In SWENOTECA X, we recommend a one-
step treatment intensification in patients with delayed decline of TM levels, as compared to previous 
two-step intensification. 

 

8.3.5.1 Treatment recommendations poor prognosis nonseminoma  
 

Intermediate and poor prognosis based on elevated tumour markers levels only 
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Chemotherapy: BEP x 4 (bleomycin contraindicated: PEI x 4) 

Delayed TM decline after BEP x 2: Intensification with PEI x 3 and stem cell harvest 

If PEI given primarily: Intensification with TIP x 3. 

Post-chemotherapy RPLND if residual tumour ≥ 1 cm, even if tumour markers elevated and 
declining or slightly elevated and stable (marker tail) 

Surgery of other residual tumours 

Flowchart: Appendix VIII 

  

Poor prognosis with non-pulmonary visceral metastases or mediastinal extragonadal disease 

Chemotherapy: BEP x 4 

Brain metastases, concerns about lung toxicity or contraindication to bleomycin: PEI x 4  

Delayed tumour markers decline after BEP x 2: Intensification with TIP x 1, stem cell harvest and 
2 high-dose Carboplatin Etoposide with autologous stem cell rescue 

Post-chemotherapy RPLND if residual tumour ≥ 1 cm, even if tumour markers elevated and 
declining or slightly elevated and stable (marker tail) 

Surgery of other residual tumours 

Flowchart: Appendix IX 

  

8.3.5.2 Comments to the treatment of poor prognosis nonseminoma  

• The poor prognosis patients represent a small proportion of metastatic NSGCT, about 15%, 
of which approximately 60 % have non-pulmonary visceral metastases and 40 % are poor 
prognosis due to elevated TM levels only. They require treatment at centres with extensive 
experience in advanced metastatic germ cell cancer, and complex treatment decisions are 
made after discussion within the SWENOTECA network as the clinical presentation is variable 
and this care program cannot cover all situations.  

• Some patients are in a serious condition when diagnosed, e.g. respiratory distress due to 
extensive lung metastases, and the start of chemotherapy should not be delayed by 
orchiectomy, if the diagnosis is unequivocal. Orchiectomy must be performed later without 
delaying systemic therapy.  

• When massive pulmonary or brain metastases are present, especially in patients with 
choriocarcinoma, pulmonary or cerebral bleeding might occur during initial treatment and 
the treatment centre should be prepared to handle the situation. Patients may have to be 
treated at the intensive care unit. 
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• Tumour lysis syndrome might occur (very rarely) and the treating centre should be prepared 
for this and consider prophylaxis in patients with large tumour burden.  

• Patients who initially are considered unfit for start of full dose chemotherapy, can be treated 
with an initial 3-day regimen, followed by a full-dose cycle 2 at day 15.  

• Plans for possible stem cell harvest and high dose chemotherapy should be made as early as 
feasible, to reduce the risk of treatment delay. 

• During the first 10-15 days after start of chemotherapy TM might increase (= surge). If this 
TM increase is not recognized, the TM decline will falsely be considered delayed. Therefore, 
the calculation of TM decline should be based on the TM levels on day 14/15 of the first BEP 
cycle and days 1, 5 and 14/15 of the second BEP cycle. 

• In some patients, mostly in those with a very high TM level before chemotherapy (ß-hCG 
>100 000 IU/L, AFP >50 000ug/L), the rate of TM decline can be satisfactory after the initial 2 
or 3 chemotherapy courses, but the TM decline rate slows down after the 3rd or 4th course 
to remain slightly increased, often around 30-50, and only slowly decreasing. This 
phenomenon (a marker tail), should not be regarded as treatment failure. If in doubt, discuss 
within the SWENOTECA network. 

• Patients with viable germ cell cancer in post-chemotherapy residual resection should be 
discussed within the SWENOTECA network regarding further surgery and/or chemotherapy. 
Efforts should always be made to achieve complete resection of residual masses (114). 

• See General comments metastatic disease 8.1. 

 

8.4 Brain metastases 

Brain metastases have been reported in 1-2% of testicular cancer patients and approximately 10% of 
patients with advanced metastatic disease (115-117). Prospective clinical trials are lacking, data are 
from retrospective series. Primary cerebral germ cell cancers are not included in this program.  

Multimodal treatment strategies should be considered in patients with brain metastases, including 
chemotherapy, possibly high dose treatment, plus local therapy with radiotherapy or surgery. The 
sequencing of modalities is not predetermined and may vary according to symptoms, tumour 
localization, multiplicity and size, aim of treatment i.e. curative or palliative intention. If the brain 
metastasis is resectable, and a short delay of start of chemotherapy is possible, consider primary 
brain surgery (118). 

In general, chemotherapy is the initial therapy, as the majority of these patients also have 
extracerebral metastases.  Chemotherapy containing ifosfamide has been recommended due to 
better CNS penetration (119). If CR on primary chemotherapy, consolidation is not needed (99). In 
case of progressive CNS metastases during chemotherapy, immediate surgery or radiotherapy should 
be considered. After chemotherapy, if resected residuals in the brain contain germ cell cancer other 
than teratoma, further therapy should be discussed in the SWENOTECA network. 

In brain metastases at relapse, HDCT may improve survival (99).  

Radiotherapy can be delivered as whole brain irradiation (WBRT) or focally with stereotactic 
irradiation (SRT). The optimal regimen is unknown. SRT are recommended with few (max 4) and 
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smaller metastases (120). To manage micro-metastases, WBRT may be superior to SRT.  BED > 50 Gy 
is recommended if WBRT is decided upon: 1.8 Gy per fraction in 22 fractions to a total dose of 39.6 
Gy with simultaneous integrated tumour boost with 2.45 Gy per fraction in 22 fractions to a total 
dose of 53.9 Gy for germ cell brain metastases. 

Multimodal treatment with chemotherapy and whole brain radiotherapy may cause progressive 
multifocal leukoencephalopathy (121).  

In patients receiving WBRT cognitive long-term toxicity is expected. Treatment with memantine may 
prevent cognitive dysfunction(122) 

 

8.4.1  Treatment recommendations brain metastases 
Brain metastasis at diagnosis, see Flowchart: Appendix XI 

First-line chemotherapy: PEI regimen 

Brain metastasis at relapse, see Flowchart: Appendix XII 

 

8.5 Bone metastases 

Primary bone metastases are rare, in SWENOTECA IV only 3/94 poor risk patients had reported bone 
involvement (91). Prognosis is dismal for bone metastases in nonseminoma, with reported 2-year PFS 
and OS of only 24% and 36%, respectively (123). The role of local treatment following optimal 
systemic treatment remains unclear. When feasible, histological investigation of post-chemotherapy 
bone metastases should be considered; bone resection is a treatment option if teratoma is found 
(124). The role of additional radiotherapy is not clear (97). Also, local therapy such as vertebroplasty 
and thermal ablation (125) are possible treatment options. These patients should be discussed in the 
SWENOTECA network.   
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9 Chemotherapy  

9.1 Conventional dose chemotherapy 

Chemotherapy should be given without dose reductions at 21-d intervals. Dose reductions are highly 
discouraged. Postponing treatment, maximum 3 days, should only rarely be done. Chemotherapy is 
dosed according to body surface area (126), except for carboplatin, bleomycin and high-dose 
chemotherapy.  

9.1.1 Cisplatin 
To prevent cisplatin-induced nephrotoxicity, hydration is essential. Short-duration and low-volume 
hydration in outpatient-administration is safe and effective. Saline loading alone is recommended 
(127, 128). Cisplatin is not to be given if GFR < 40 ml/min/1,73 m2 (normal range 80-125 for ages 18-
50). However, if GFR is reduced due to tumour obstruction and improves following relief of renal 
obstruction (i.e. nephrostomy, stent), cisplatin is to be given in full dose without dose-reduction.  

9.1.2 Etoposide 
More than 90 % of etoposide is bound to plasma proteins. The risk of myelotoxicity increases with 
increased unbound etoposide fraction, such as in hypoalbuminemia (129). Patients with albumin 
levels less than 35 g/L have an increase in unbound etoposide, and more profound toxicity. This 
should be taken into consideration in patients with hypoalbuminemia. The drug clearance of 
etoposide seems lower in patients older than 65 years, therefore treatment in elderly patients must 
be done with regard to their individual tolerance (130).  

9.1.3 Bleomycin 
The possible risk of bleomycin-induced pneumonitis (BIP) (131) must be taken into account and other 
regimens considered in patients at risk of BIP. 

Bleomycin should not be given to patients with: 

• impaired renal function (eGFR<50) since it affects bleomycin elimination 
• decreased lung function (lung disease, heavy smoker) 
• A cumulative dose > 300 000 units since it is associated with increased toxicity (132) 

Another risk factor for BIP is age (> 50 years).  

Symptoms can occur weeks to months after start of treatment. 

9.1.3.1 Treatment of Bleomycin Induced Pneumonitis  

BIP is a severe complication and patients with BIP should preferably be discussed within the 
SWENOTECA network. The treatment of BIP includes steroids (e.g. 0.5-1 mg prednisolone/kg/day). 
Pneumocystis prophylaxis with trimetoprim-sulfa is required if high-dose steroids is started.  

Imatinib may prevent further pneumonitis and the development of fibrosis and should be considered 
early in the management of severe BIP. A dose of 300 mg daily is recommended. Once initiated and if 
the patient is evaluated to respond to the treatment, treatment duration should be 3-6 months 
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(133). The clinical course of the BIP should be evaluated using lung function tests, such as DLCO/CO-
diffusion. 

9.1.3.2 Bleomycin and anaesthesia 

A negative effect of high inspired-oxygen fractions within days or weeks after bleomycin exposure 
has been shown in several animal studies. There is however, no unequivocal evidence that the level 
of oxygenation is of major importance for pulmonary complications during/after surgery in patients 
having been treated with bleomycin due to metastatic germ cell cancer (134). Another possible 
mechanism of postoperative BIP is fluid overload. Therefore, perioperative oxygen restriction in 
patients earlier treated with bleomycin is not necessary. However, oxygen concentration during 
surgery is to be maintained at the lowest level possible providing adequate oxygenation (average 
40% fractional inspired oxygen) and fluid balance has to be monitored closely (135). 

9.1.3.3 Bleomycin and scuba diving 
Extensive clinical experience in patients resuming diving after bleomycin-containing chemotherapy, 
combined with the data from surgery in these patients, concludes that resuming scuba diving 6-12 
months following uncomplicated therapy with 3-4 courses of bleomycin-containing chemotherapy is 
acceptable (136). 

9.2 High-dose chemotherapy with stem cell support 

High-dose chemotherapy (HDCT) has been used in selected patients with germ cell cancer for more 
than two decades. Still, there is no clear consensus regarding the selection of patients for HDCT and 
the benefit compared with conventional dose chemotherapy (CDCT) (137). Although several phase 
I/II and retrospective studies have indicated a possible role for the high dose concept, three 
randomized trials have not been able to show any significant survival benefit for HDCT vs. CDCT in 
primary treatment (89, 112, 138). 

There are numerous studies supporting the superiority of HDCT over CDCT as salvage treatment, 
including data from a large international database (139). However, the only prospective phase III trial 
comparing HDCT with CDCT also failed to show any survival benefit with the HDCT strategy (140), but 
this study has been criticised for several methodological issues.     

9.2.1 The SWENOTECA HDCT experience 
During September 1995 to June 2007, 55 patients were treated with HDCT according to SWENOTECA 
IV (141). SWENOTECA IV used two different high-dose cycles based on 
carboplatin/cyclophosphamide in combination with either etoposide or thiotepa. Three patient 
groups were selected for HDCT: A) insufficient response to standard-dose intensified chemotherapy 
(BEP with addition of ifosfamide, n=36), B) finding of vital cancer at surgery after intensified 
chemotherapy (n=7), C) relapse after intensified chemotherapy (n=12). In situation A and C two HDCT 
cycles and in situation B one HDCT cycle was recommended. Overall 27/36 (75%) and 4/12 (33%) 
patients, respectively, received both of the intended HDCT cycles in situation A and C.  

Overall survival after median 7.5 years follow-up was 72%, 100% and 58% in patient groups A, B and 
C, respectively, while failure-free survival was 64%, 71% and 42%. Three men (5.5%) died during high-
dose treatment at three different institutions, all treated before the year 2000. Nephrotoxicity was 
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the most common non-haematological grade 4 toxicity, affecting five men (9.1%). Haematological 
toxicity was not more pronounced during the second vs. the first HDCT cycle. The time interval 
between cycle one and cycle two was median 55 days (range 30-84). The inward time was median 23 
days (range 12-54) in both cycles. The recovery time was median 10 days (range 8-17) for the 
neutrophils in both cycles, and 11 days (range 6-35) for the platelets in both cycles. 

In the SWENOTECA VIII care program, the high-dose regimen was changed to two cycles of 
carboplatin and etoposide. Since 2011 until today, more than 50 patients have been treated with this 
regimen. Preliminary data shows that 63% of patients received both cycles, suggesting that doublet 
of the carboplatin-etoposide combination is feasible.  

9.2.2 HDCT regimens 
Carboplatin and etoposide are the backbone in most high-dose regimens. Some studies have also 
incorporated cyclophosphamide or ifosfamide. Concern has been raised regarding the increased risk 
for developing secondary acute leukaemia after high-dose etoposide. Several studies have shown 
that the risk is acceptably low, with a cumulative incidence in the range 1.4%-2.6%, for cumulative 
doses of more than 2 g/m2 (96, 142, 143).  

A single HDCT cycle is probably inadequate to provide optimal cell kill as indicated by the results from 
a salvage trial (140). Thus, most studies recommend two HDCT cycles. Some studies have included 
triplet HDCT, but these studies have used intermediate dosage of the active compounds (144, 145). 
Based on the literature and our own experience, we recommend two cycles of carboplatin and 
etoposide as described below. The second cycle is scheduled to start as soon as the patient has 
recovered from the first, usually within 6-8 weeks from start of the first CE. 

We recommend a modified Einhorn regimen, which is the regimen with best results and most widely 
used to date (146).  

9.2.3 Treatment recommendations high-dose chemotherapy 
Two courses of carboplatin and etoposide, see addendum XIII 

Carboplatin: 8x (absolute GFR+25) mg on days -6, -5, -4 and -3 prior to infusion of stem cells (day 
0 = at least 72 hours after the termination of infusion of chemotherapy), to a total dose of 

32AUC. MAXIMUM DOSE 1085 mg per day    
 

Absolute GFR is to be used for dosing, based on iohexol clearance or CrEDTA clearance (multiple 
measure method).  

Etoposide: 560 mg/m2 on days -6, -5, -4 and -3 prior to infusion of stem cells (day 0 = at least 72 
hours after the termination of infusion of chemotherapy), to a total dose of 2240/m2. 

MAXIMUM DOSE 1340 mg per day  
  

See high-dose chemotherapy regimen (CE) for further precautions on dosing and GFR 
measurement.  
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9.2.4 Stem cell harvest and practical considerations 
The PEI and TIP regimens effectively mobilize stem cells when followed by granulocyte colony 
stimulating factor (G-CSF), filgrastim, starting 24 hours after the end of chemotherapy and continues 
until the harvest is completed.  The standard dose of G-CSF (filgrastim) is 10 µg/kg for harvesting to 
enhance the outcome. Pegylated G-CSF is not recommended due to lack of substantial data 
regarding the mobilizing efficacy.  

A practical approach is to start the chemotherapy (PEI or TIP) on a Thursday and the CD34 counting is 
started on a Monday or Tuesday (day 12 or 13 after start of chemotherapy). The harvesting is 
generally performed between 8-13 days after the last day of chemotherapy.  If the outflow of CD34+ 
progenitor cells is delayed there will be at least three more working days to harvest before the 
weekend. However, the chemotherapy scheduling should not be delayed in an urgent clinical 
situation.  

We recommend that at least 7x106 CD34+/kg are harvested for two high-dose treatments. The cell 
dose might have an impact on time to take, and a higher dose may shorten the critical period with 
difficult complications. However, the lower dose limit for one autologous stem cell support is 2x106 
CD34+/kg and thus >4x106 CD34+/kg is the minimum that should be harvested.                 

In patients with insufficient harvest after chemotherapy, the mobilizing agent plerixafor (Mozobil®) is 
an alternative (147). This substance is a CXCR4 antagonist which disconnects the progenitor cells 
from the bone marrow niche and the CD34+ cells surge into the peripheral blood. Filgrastim has to 
be used concomitantly. 

9.3 G-CSF  

Both the importance of dose intensity in advanced disease and the well-established risk of 
hospitalization due to febrile neutropenia after BEP, regardless of treatment indication, have led to 
an increased use of G-CSF as a primary prophylaxis.  

There is concern that the concomitant use of G-CSF increases the risk of BIP in older patients, an 
observation made in patients treated for Hodgkin´s lymphoma (>45 years of age) (148). Data on germ 
cell cancer patients do not support such an increased risk (149-151). Primary prophylaxis with G-CSF 
is recommended in patients with disseminated disease since dose intensity is vital. In the adjuvant 
setting primary prophylaxis with G-CSF is recommended to reduce the risk of febrile neutropenia.  

9.4 Thromboembolic events  

 Approximately 8-20 % of men undergoing treatment for germ cell cancer are diagnosed with 
thromboembolic events, especially venous, during or shortly after cisplatin-based chemotherapy 
(152-155). In germ cell cancer, the identified risk factors for thromboembolic events during 
chemotherapy are abdominal stage C-D, elevated LDH and central venous access.   

The literature in this area is sparse (156), but thromboprophylaxis should be considered in the 
presence of risk factors in the recommendation box below. Thromboprophylaxis should continue 
until the patient has no signs of remaining germ cell cancer. We recommend low-molecular heparin 
(157), alternatively a direct oral anticoagulant in patients with low risk of thrombocytopenia (158, 
159). 
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Due to the risk of thromboembolism with central venous access, peripheral venous access is highly 
recommended. 

Data from the Norwegian “Testicular cancer and Aerobic- and Strength Training trial” (TAST-trial) 
suggest that patients undergoing chemotherapy for testicular cancer should avoid high-intensity 
aerobic exercise, to avoid increasing their risk of thromboembolic events (160). 

9.4.1 Recommendations thromboprophylaxis 
 

Thromboprophylaxis should be considered for patients with any of the following risk factors 

Central venous access (Peripheral venous access is highly recommended) 

Abdominal stage C and D 

Metastases obstructing vessels 

Intermediate or poor prognosis group 

Previous thromboembolic event 

Age > 60 years 

Immobilisation/hospitalisation 

Major surgery last 2 weeks 

Comorbidity, such as serious infection, cardiovascular disease, renal disease, pulmonary 
disease, diabetes 
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10 Surgery other than orchiectomy 

10.1 Retroperitoneal Lymph Node Dissection (RPLND) 

A multidisciplinary approach is mandatory, and all patients are registered in our prospective 
population-based study RETROP.  The surgical procedures should be carried out at centres with 
adequate combined competence and experience with germ cell cancer treatment and post 
chemotherapy surgery.       

10.1.1 Indications  
A primary RPLND is recommended in patients with persistent marker negative nonseminoma CS IIA,  
see Flowchart: Appendix VII, in patients with pure teratoma in the testicle and low volume metastatic 
disease (93, 94), and in patients with CS I with malignant somatic transformations (27).  

A primary RPLND is a preferred option for seminoma CS Mk+ and IIA-B with 1-2 lymph node ≤30mm 
in any diameter, both in primary setting and after relapse in CS1 following surveillance or adjuvant 
carboplatin (64, 161), Flowchart: Appendix IV. 

Since no non-invasive methods, including PET, or prognostic models can predict histology or 
differentiation in residual masses, RPLND of residual tumour tissue post chemotherapy (largest 
transverse diameter ≥10 mm, marker normalization) is mandatory in nonseminoma (162-166).  

In case of residual lesions < 10 mm (largest transverse diameter) after chemotherapy, a PC-RPLND is 
not mandatory. However, there is a risk of residual cancer or teratoma. A PC-RPLND may be 
considered if 1) teratoma was present in the primary histology, 2) there is a low degree of shrinking 
or 3) there is a cystic component in the residual mass in area 1-8.  

10.1.2 RPLND Templates  
Before deciding on templates, it is important to evaluate both pre- and post-chemotherapy radiology 
and make sure that all areas with enlarged lymph nodes are excised (167, 168). 
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10.1.2.1 Right unilateral template 
Area 1, 2, 4, 5, 7 and 9 

If a radiologically visible mass in area 3 OR 6 was present, use bilateral template. 

10.1.2.2 Left unilateral template 

Area 3, 6, 8 and 10 

If a radiologically visible mass in area 2 OR 5 was present, use bilateral template. 

10.1.2.3 Bilateral template 

Area 1-8 AND 9 (right-sided primary tumour) OR 10 (left-sided primary tumour)  

 

10.2 Surgical approach 

10.2.1 Primary RPLND  
For primary RPLND, a unilateral resection is recommended. A nerve-sparing approach is important to 
reduce the risk of retrograde ejaculation (167, 169).  

10.2.1.1 PC-RPLND in nonseminoma 
In PC-RPLND for nonseminoma with a residual tumour mass 10-49 mm, a minimum template is a 
unilateral resection. A lumpectomy is inadequate. PC-RPLND should be carried out within 4–6 weeks 
after completion of the chemotherapy (170).  

A bilateral resection is recommended in patients with residual tumour masses ≥ 50 mm and in 
retroperitoneal extragonadal germ cell tumours. Suprahilar resections should be performed in 
selected cases with a suprahilar mass (162, 169). 

After completed BEP induction therapy, about 11% of residual tumours are viable cancer, 45% 
mature teratoma and 44% necrosis or fibrotic tissue (171).  

 RPLND has traditionally been done as regular “open” surgery. However, minimally invasive RPLND is 
a feasible option in selected patients (172-174). 

 

10.2.1.2 PC-RPLND (seminoma) 
In contrast to nonseminoma, residual postchemotherapy seminoma tumour masses are not generally 
resected. A cut-off of 30 mm (largest axial diameter) for considering biopsy or resection (if possible) 
has been used (175). Previous retrospective series have shown viable malignancy rates of 13-42 % in 
well-defined residual masses >30 mm compared to 0-3 % in masses <30 mm and surgery is 
technically demanding due to fibrosis and desmoplastic reaction, and it is often incomplete (26-42%) 
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and associated with increased morbidity. If surgery is needed in this situation it should be in the form 
of resection (if possible) or biopsy due to a positive PET-CT (79-81, 175-179). 

10.3 Pathology results  

Pathology results should be reported according to the pathological examination of the lymph nodes 
and the RETROP protocol. 

In recent reports it has been suggested that the total number of lymph nodes is an independent 
predictor of disease recurrence after PC-PPLND (180, 181). The pathology report should therefore 
not only include histology, but also the number of lymph nodes.  

 

10.4 Retrograde ejaculation  

With a nerve-sparing approach it is possible to reduce the risk of retrograde ejaculation. It is 
important in primary RPLND, and a nerve-sparing technique may preserve antegrade ejaculation in 
most patients (162, 182, 183). 

 
In PC-RPLND it is recommended to attempt to perform a nerve-sparing technique, but it is technically 
feasible in only 20- 50% of cases due to fibrosis. Importantly, a nerve-sparing technique should not 
compromise radicality. Ejaculation is preserved in 68-85% and 25-45% of patients undergoing 
modified unilateral or full bilateral PC- RPLND, respectively (171, 184, 185).  

 

10.5 Extra-retroperitoneal resections  

Patients with multiple sites of residual disease postchemotherapy, mostly require resection of 
masses also outside the retroperitoneum due to discordance rates of histology between 
retroperitoneal and extra-retroperitoneal residual masses (85, 86). The order of resection should be 
decided on an individual basis and is mainly dependent on the size of the residual tumours. Large 
residual masses should be resected first due to the risk of remaining GCC, teratoma, growth and 
complication (186).  

Pulmonary resection is the most frequent surgery after RPLND. If pathological examination after 
resection of residual masses in one lung show necrosis, resection of contralateral pulmonary lesions 
is not mandatory (87). However, one should be aware of the possibility of discordant histology, and 
therefore have a low threshold for surgery in lesion showing signs of growth (88).    

Due to a high rate of GCC and teratoma postchemotherapy, surgical resections may be necessary in 
other metastatic sites as well (e.g. liver, brain, neck).   

For teratomas and malign somatic differentiation, surgical resections are the only effective 
treatment. 

https://www.swenoteca.org/about1-cuv6
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10.6 Surgery at relapse and treatment failure 

10.6.1 Nonseminoma  

10.6.1.1 Marker negative (Mk-) and late relapses  
Marker negative relapses are primarily candidates for surgical resections due to a high risk of 
teratoma. Germ cell cancer other than teratoma will be treated as marker positive relapse, whereas 
patients with teratomas will be followed without any further treatment. 

In late relapses (>2 years after initial treatment followed by complete remission), surgery is 
considered the most important part of treatment, and increases the rate of cure (187-189).  

In patients previously operated with template resections, the focus will be on complete removal of 
visible tumour changes.  

Patients not previously operated, should be operated with a unilateral or bilateral resection 
depending on tumour location. 

10.6.1.2 Surgery after 2nd line or later chemotherapy  
All tumour tissue remaining after 2nd or later line chemotherapy should be resected if possible. The 
completeness of the surgical procedure and the tissue histology are strong predictors for survival 
(190, 191). The prognosis will be significantly impaired by the finding of undifferentiated tumour 
tissue.  

In case of increasing tumour markers after “salvage” chemotherapy and in lack of chemotherapy 
alternatives (chemorefractory disease), surgical resection of tumours (“desperation surgery”) may be 
an option, provided that a complete resection appears feasible (192-195). Such surgery can lead to 
long-term survival in up to 25% of cases. The prognosis is best in patients with late relapses, 
moderately elevated AFP, and limited metastases. Surgery is not indicated in patients with 
aggressively progressing disease and high HCG.  

In the case of multiple residual teratomas (e.g., lung) and sudden increase in tumour marker(s) 
(suspected transformation to germ cell cancer other than teratoma): A PET examination and, if 
negative, expectancy with new CT/MRI after 4-6 weeks is advised to identify possible site of tumour 
growth. This will be valuable in order to direct surgical resections.  

10.6.2 Seminoma 

10.6.3 Patients with residual disease after 2nd line chemotherapy 
In patients relapsing after initial chemotherapy for metastatic disease, surgery as part of salvage 
treatment is of utmost importance, and all remaining lesions should, if possible, be surgically 
removed. These patients should be discussed within the SWENOTECA network. Therapy should be 
individualized based on tumour size, location and findings on imaging. Surgery, radiotherapy as well 
as third line chemotherapy could be considered as part of the treatment strategy.   
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10.6.4 Surgery at late relapse 
Late relapses, defined as disease recurrence more than 2 years after successful initial treatment, are 
considerably less common in seminomas as compared to nonseminoma (178). The retroperitoneal 
space is the predominant site of relapse (80, 196, 197). Treatment has to be individualised, based on 
tumour size, findings on PET imaging and location.  

In late relapses with poor response to chemotherapy, surgical resection should be an important part 
of the treatment strategy (187, 189, 196-199).  

  

10.7 Surgical considerations 

Two types of residual masses after chemotherapy have been described and should be identified 
before surgery (81, 176, 178, 200, 201). One is the resectable well-defined residual mass, which 
respects the surrounding structures and has been reported to have a higher incidence of germ cell 
cancer other than teratoma and less complications. The other is the poorly defined “plaque” 
surrounding the great vessels and resembling retroperitoneal fibrosis. Since these patients have 
mostly negative pathological findings and a high risk of additional intraoperative procedures 
(including complex vascular reconstruction), they should not be candidates for surgery. In cases of 
non-resectable tumours, the options are radiation or chemotherapy, if residual malignant disease is 
histologically confirmed. Observation is recommended if biopsies are negative.     

It is recommended to make a complete resection of well-defined masses (i.e. lumpectomy) when 
feasible, in combination with random open biopsies to assure a complete evaluation of the 
retroperitoneum (79, 200, 201). Biopsies alone are not adequate to identify residual disease (202). 
(203)  
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11 Extragonadal germ cell tumours (EGCC) 
Of all germ cell cancers, 2-5% are EGCC (204-206). The histology is similar to testicular cancers, but 
the tumour arises outside the testicles, often in midline structures from the brain to the sacrum and 
is considered a separate entity (207). It is likely that EGCC arises in primordial germ cells that have 
not completed the migration from the yolk sac via the hindgut to the gonadal fold during foetal 
organogenesis. This mirrors the typical location in the pineal body, mediastinum, retroperitoneum, 
bladder, sacrum, and prostate. The most common localization is in the anterior mediastinum 
followed by the retroperitoneum. EGCC accounts for about 15 % of all tumours in the anterior 
mediastinum in adults (208). 

Extragonadal germ cell cancers of the CNS are not covered by this care program. 

 In distinction from testicular germ cell cancers, EGCC generally present with a larger tumour burden, 
more frequent localization in the mediastinum, and a larger proportion of nonseminoma (75-80%). 
There is no evidence of inheritance, but there is an association with Klinefelter´s syndrome. 
Approximately 1 in 17 patients with mediastinal EGCC is affected by malignant blood diseases, such 
as acute myelogenous leukaemia and myelodysplastic syndrome (209). These malignant blood 
diseases are not caused by treatment, and they carry a very poor prognosis. The same chromosomal 
aberration as seen in testicular germ cell tumours i(12p), is often present in the leukemic blasts 
(208). The median time from diagnosis of EGCC to the diagnosis of these malignant blood diseases 
are six months.   

 

11.1 Classification and prognosis 

The histopathological classification into seminoma and nonseminoma is similar to testicular cancers 
and mirrors the different levels of maturation in the normal embryogenesis (210, 211).  In a meta-
analysis of 635 patients with EGCC, 83 % had nonseminoma (197).  

The prognosis of EGCC follows the IGCCCG criteria, with mediastinal nonseminoma EGCC always 
classified as poor prognosis.  Fifty-four percent were localized in the mediastinum and 45 % in the 
retroperitoneum (212). Median age at diagnosis was 28 and 30 years for mediastinal and 
retroperitoneal nonseminoma, respectively. Metastatic disease was present at diagnosis in 50% of 
the patients with primary mediastinal EGCC and in 76% of the patients presenting with 
retroperitoneal tumour, respectively. 

 

11.2 Diagnostics 

 See Appendix X. 

As there is no primary testicular tumour, most patients are diagnosed due to symptoms from 
growing tumour masses in the mediastinum or retroperitoneum. The distinction between a primary 
testicular tumour and EGCC has implications both for the treatment and prognosis, and the 
diagnostic staging should be thorough to reveal possible pathology in the testis.  
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Both testicles should be assessed with ultrasound scanning to reveal possible pathology. In addition 
to an evident primary tumour in the testicles, a pathological ultrasound result may include signs of a 
burned-out tumour. Bilateral biopsy is recommended in all patients. This should, however, not delay 
the start of therapy and may be performed two years after the end of chemotherapy. Biopsies are 
performed both due to the possibility of an undetected primary tumour, and the presence of GCNIS 
which may result in the later risk of metachronous testicular cancer, which has been reported to be 
about 10% (213, 214).  Previously, many EGCC tumours, in particular retroperitoneal EGCC, may in 
fact have originated from a primary testicular cancer, in part explaining the better prognosis of 
retroperitoneal EGCC compared to EGCC in other sites (215, 216). If there is clinical suspicion of 
Klinefelter’s syndrome in patients with mediastinal tumours, a chromosomal analysis should be 
considered.  

A tumour biopsy is required before start of treatment unless tumour markers are elevated, or the 
patient is in a life-treating conditions. 

11.3 Treatment 

11.3.1 Chemotherapy 
For all EGCC, the treatment Flowchart for the respective prognostic group should be used. Primary 
nonseminoma mediastinal EGCC tumours are classified and treated as poor-prognosis testicular 
cancer with non-pulmonary visceral metastasis. Patients with EGCC should only be treated by a 
centre with experience in advanced germ-cell tumours. Teratomas are treated by surgical resection 
only and chemotherapy has no role unless tumour markers are elevated. 

Most studies on poor-prognosis metastatic nonseminoma germ cell tumours have included 
mediastinal EGCC. The standard treatment of all poor prognosis patients has been BEP x 4.  However, 
in nonseminoma mediastinal EGCC, PEI or VIP chemotherapy has been advocated to avoid 
Bleomycin, as these patients will require extensive thoracic surgery for residual masses after 
chemotherapy (217, 218).  The combination of Bleomycin and thoracic surgery increases the risk for 
developing bleomycin-induced pneumonitis (219), see 9.1.3. As with testicular GCC, data show that a 
favourable decline of serum tumour- markers strongly predicts improved treatment outcomes in 
EGCC. There are data indicating a benefit of treatment-intensification in the case of delayed tumour 
marker decline in poor-prognosis patients, including EGCC (89).   

For seminoma EGCC in the good prognosis group, the treatment recommendation is BEP x 3 or EP x 
4. In seminoma EGCC in the intermediate prognosis group, the treatment recommendation is BEP x 4 
or PEI x 4. 

As the SWENOTECA protocols up to recently have not included EGCC, we lack our own data to 
support the treatment of this group based on tumour marker kinetics. The SWENOTECA VIII guideline 
for patients in the poor prognosis group with non-pulmonary visceral metastasis recommends 
treatment intensification, compared to the former SWENOTECA IV protocol. We therefore choose to 
treat poor-prognosis EGCC as poor-prognosis testicular cancer with non-pulmonary visceral 
metastasis. 
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11.3.2 Surgery 
In patients with nonseminoma EGCC arising from the mediastinum, surgical resection of all post-
chemotherapy residual masses is mandatory and should be performed without delay after 
chemotherapy  

The residual mediastinal tumour is often large, and there are often other residual masses. 
Histological analyses of surgically removed residual masses in these patients have revealed germ cell 
cancer other than teratoma in 66% of patients and teratoma in 22% (220). More often than in other 
germ cell tumours, there is teratoma with malignant transformation in residual masses. This is an 
entity with particularly poor prognosis, and where surgery is the only chance of cure. If complete 
resection is technically feasible, surgery seems to be beneficial even in patients with elevated tumour 
markers.   

In patients with nonseminoma EGCC arising from the retroperitoneum, resection of residual masses 
has shown germ cell cancer other than teratoma in 25% of patients and teratoma in 16% of patients. 
This is a higher proportion than in patients with residual masses following treatment of gonadal 
metastatic disease. A full bilateral RPLND is therefore warranted in these patients.   

Seminoma EGCC may not require post-chemotherapy surgery (217, 221, 222).  

The indications for adjuvant chemotherapy in the case of germ cell cancer other than teratoma in 
residual lesions in patients within the intermediate and poor prognosis are uncertain, as there are no 
strong evidence-based data. Both immediate post-surgery adjuvant chemotherapy and close 
surveillance may be options. The most important focus should, however, be to obtain radical surgery 
of all residual lesions. 

11.3.3 Salvage treatment 
Salvage therapy in retroperitoneal EGCC follows the recommendations for gonadal germ cell cancer. 
For mediastinal nonseminoma tumours, salvage chemotherapy leads to long-term remissions in less 
than 10 % of the patients and therefore one should consider surgical resection even if tumour 
markers are elevated (212, 217, 221). 

11.3.4 Registration and follow-up 
There is a separate registration form for the patients with extragonadal germ cell cancer, but the 
other forms are the same for primary testicular and primary extragonadal location of the tumour. 
The follow-up schedule is the same as for metastatic germ cells cancer.  In mediastinal EGCC imaging 
with MRI or CT of the mediastinum should be scheduled at the same time as imaging of the 
retroperitoneum. 
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12 Follow-up 
Clinical examination is individually designed. 

The primary aim of the follow-up is the diagnosis of recurrence at the earliest possible time, to be 
able to cure the patient using as little therapy as possible. Another important aim is to diagnose 
complications and trying to relieve symptoms from the disease and treatment. An adequate follow-
up is dependent on profound knowledge of the disease with regard to histology, treatment and 
expected mode of recurrence as well as possible side effects. The intervals and mode of controls are 
typically adapted to stage, histology, treatment, timely risk of recurrence, and expected risks of side 
effects. All follow-up is estimated from end of last treatment given. This can be initial treatment, or 
treatment of possible relapse. 

From the SWENOTECA experience, the risk of relapse is very low after 5 years after the end of 
therapy, with some exceptions stated below. Therefore, this protocol advocates shorter follow-up 
than previous SWENOTECA protocols. Adjuvant Carboplatin in seminoma clinical stage I may delay 
metastatic disease, thus these patients should have additional 7-year and 10-year follow-up visits. 
The following patients treated for metastatic nonseminoma should have additional 7-year and 10-
year follow-up visits: intermediate and poor prognosis, persistent residual tumour at 5-year follow-
up, teratoma in residual tumour resection, or teratoma in the testicle and no RPLND. For some 
patients with multiple recurrences with teratoma, and for those with residual tumours not available 
for resection (nonseminoma) lifelong follow-up may be indicated. 

In the addendum, the schedules for minimum follow-up according to a number of standard scenarios 
are presented, but one must keep in mind that a number of patients need to have their schedules 
individualised because of situations not taken into account for in the standard schedule.  

Follow-up schedule for seminoma patients 

Follow-up schedule for nonseminoma stage I surveillance 

Follow-up schedule for nonseminoma stage I, adjuvant BEP 

Follow-up schedule for nonseminoma patients after treatment for metastatic or recurrent disease 

 

  



 

SWENOTECA X    1. DECEMBER 2024 58 

13 Treatment of Relapse or Progression after Standard Combination 
Chemotherapy 

If feasible, histological verification should be performed, most importantly in the tumour marker 
negative setting. 

Treatment depends on the site of relapse and previous treatment.  

The SWENOTECA X follow-up form must be filled in and sent to the regional testicular cancer registry 
immediately if a relapse is detected.  

It is very important to detect any deviation from the postulated relapse rates and patterns as early as 
possible, in order to adjust the treatment and/or follow-up program, if indicated. 

 

13.1 Relapse after Surveillance or Adjuvant chemotherapy 

Relapse after initial clinical stage I, should be treated as initial metastatic disease, according to stage 
and prognostic group. See Chapter 8. A suspected tumour marker negative recurrence should be 
histologically confirmed prior to starting systemic treatment. 

 

13.2 Relapse after initial Radiotherapy 

Relapse after initial clinical stage I or stage II treated with radiotherapy, should be treated as initial 
metastatic disease with chemotherapy or surgery, according to clinical stage and prognostic group. 
See Chapter 8. 

 

13.3 Prognosis of Relapse or Progression  

A publication from the International Prognostic Factors Study Group, using data from 1984 relapsing 
patients, identified prognostic variables in patients relapsing after conventional dose chemotherapy 
(223). Patients from the SWENOTECA group were included in the analysis. These variables form the 
IPFSC-score which can help classify patients into prognostic categories with regard to PFS and OS. 
Patients in the very low risk (only seminoma) or low risk prognostic groups category have a 2-year 
PFS > 50 %, and 3-year OS of >65 %. The intermediate-, high- and very high-risk prognostic groups 
have 2-year PFS of 40 %, 26 % and 6 %, respectively, and 3-year OS of 58 %, 27 % and 6 %, 
respectively. A retrospective study, from the same group, looking at the outcome of salvage 
treatment in 1594 patients has been published (137). The analysis indicated that high dose 
carboplatin-based salvage treatment might benefit patients with regard to both PFS and OS. The 
benefit in OS was seen in the intermediate-, high- and very high-risk prognostic groups. 

 

 

https://www.swenoteca.org/follow-up
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Prognostic score for patients with relapsing vital germ-cell tumours. IPFSC-score. 

 Score Points 

Parameter -1 0 1 2 3 

Primary site  Gonadal Extragonadal  Mediastinal 

NSGCT 

Prior response  CR/PRm- PRm+/SD PD  

PFI, months  > 3 ≤ 3   

AFP salvage  Normal ≤ 1000 > 1000  

hCG salvage (at 
relapse) 

 ≤ 1000 > 1000   

LBB*  No Yes   

Primary histology Pure 
SGCT 

Non SGCT    

Regroup score sum into categories:  -1 = very low-risk; 0 = low-risk; (1-2) = intermediate-risk: 
(3-4) = high-risk; (5-) = very high-risk *LBB=Liver, bone or brain metastases 

 

13.4 Conventional Dose Salvage Chemotherapy  

The currently favoured salvage regimen is paclitaxel-based standard-dose chemotherapy (TIP). In 
patients with favourable prognostic features, about 70% of patients can be cured by this regimen 
(224).  

Several other regimens have curable potential in relapsing germ cell cancer. These include regimens 
contain platinum/etoposide/ifosfamide (225), gemcitabine/oxaliplatin (226-228), 
gemcitabine/paclitaxel (229), gemcitabine/oxaliplatin/paclitaxel (230, 231), oxaliplatin/irinotecan 
(232) and gemcitabine/cisplatin/paclitaxel (233). 

EMA-CO may be an option in patients with relapsing disease expressing ß-hCG, with some patients 
achieving CR after relapse following HDCT (234). 

 

13.5 HDCT Salvage Treatment  

High-dose chemotherapy (HDCT) has been increasingly used as salvage treatment for patients with 
relapse after primary cisplatin-based chemotherapy. Several phase I/II studies and retrospective 
studies have evaluated the effect of HDCT in patients with relapse and/or cisplatin-refractory 
disease. There is considerable variation in study design, dose intensity and patient selection, and thus 
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outcome; the reported failure-free survival range from 12% to 63%. Einhorn et al. have published the 
largest retrospective series, including 184 patients treated with salvage tandem HDCT (carboplatin 
and etoposide) from 1996 to 2004 (235). Resection of residual masses was performed whenever 
technically feasible. After a median follow-up of 48 months, 63% were continuously disease-free. 
This is a higher proportion than previously reported in phase II studies and may in part be explained 
by the exclusion of patients with primary mediastinal tumours or those with late relapse. In addition, 
45% of patients who were refractory to cisplatin remained disease-free, confirming that HDCT can 
overcome cisplatin resistance in a considerable number of patients. 

 

13.6 Treatment of Relapse 

See flowchart, Appendix XIII. 

All patients relapsing after initial chemotherapy for metastatic disease should immediately be 
referred to a centre experienced in treating metastatic germ cell tumours. 

If a pathological level of AFP, β-hCG or PLAP is detected without evident metastasis on CT 
thorax/abdomen/pelvis, additional MRI imaging of the brain and spine should be performed. 
Ultrasound of the contralateral testicle should also be performed. 

Repeated tumour markers should be performed to exclude false positives. 

If unequivocal pathological levels of the specific tumour markers AFP, β-hCG (but not LDH) or PLAP 
are confirmed, with or without clinical or radiological evidence of metastases, salvage chemotherapy 
should be instituted as soon as possible. 

Biopsy of any evident metastatic/tumour lesions is advisable, but not mandatory if there is clear and 
persistent serum tumour marker elevation. 

 

13.7 Salvage Treatment Metastatic Disease 

SWENOTECA uses the IPFSC score, treatment with salvage chemotherapy is determined by 
prognostic group and earlier treatment. Patients with a favourable prognostic score will most likely 
be cured by conventional dose taxane-based regimen (TIP). However, in selected cases with small 
volume nodal seminomatous relapse, radiotherapy might be an option.  

Patients with intermediate prognostic score or worse have a 2-year PFS of 40 % and hence, high-dose 
chemotherapy is recommended as primary salvage chemotherapy.  

If there are indications of metastatic disease on imaging without elevation of serum AFP, β-hCG or 
PLAP, a biopsy/surgery should be performed to obtain histological verification. If a suspected lesion is 
relatively stable and is PET-negative the lesion may be closely observed. 

Further information can be found in the following sub-chapters, on High-dose treatment and Brain 
metastasis. 



 

SWENOTECA X    1. DECEMBER 2024 61 

13.8 Post-Chemotherapy Surgery or Radiotherapy 

13.8.1 Nonseminoma 
In the relapse situation, surgical removal of post salvage chemotherapy lesions is mandatory. 
Patients with relapse following initial metastatic disease, surgical removal of remaining lesions in 
mandatory in patients with nonseminoma.  

13.8.2 Seminoma 
Consolidating treatment after chemotherapy in the form of surgery or radiotherapy should not be 
used unless remaining lesions are biopsy-verified to contain germ-cell cancer other than teratoma. 
Even PET positive lesions should be biopsied as PET can be false positive.  In patients with advanced 
seminoma, surgery after chemotherapy may be technically challenging, but if feasible surgery should 
be chosen over consolidating radiotherapy.  

13.9 Palliative treatment 

About ten patients annually die of testicular cancer in Norway and Sweden. Before a patient is 
classified as palliative the patient should be discussed within the SWENOTECA-network. Response to 
palliative treatment is often short, thus alleviation of symptoms is desired (236). Radiotherapy will 
almost always give good palliation of local symptoms. 

Another option is oral etoposide 50 mg/m2 daily, until progression or unacceptable toxicity (237).  

Palbociclib (or other CK4/6 inhibitors) is probably efficient in unresectable, growing teratoma or 
teratoma with somatic differentiation, with median PFS at 23 weeks for patients with unresectable 
teratoma in a small phase II trial (238). So far, the experience within SWENOTECA with palbociclib in 
this situation is very limited, and candidates should be discussed within the SWENOTECA network. 

Currently immunotherapy do not have any place in the treatment of refractory disease (239). 

Tyrosine kinase inhibitors may also be an option, with some patients experiencing good responses 
(240). 
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14 Long-term complications and follow-up after treatment for 
testicular cancer  

Patients should by reassured that in most cases, long-term overall health-related quality of life is 
similar to that in men who have not undergone treatment of testicular cancer (ESMO). Some side 
effects from testicular cancer treatment may, however, emerge several years after treatment.   

When follow-up for relapse is ongoing: 

• Testosterone, SHBG, LH and FSH controls year 1, 3, 5 and up to 10 years according to follow-
up schedules, regularly for patients on testosterone replacement therapy and at occurrence 
of symptoms of hypogonadism for others 

• Metabolic screening (lipids, fasting glucose, HbA1c and blood pressure) at 1 year and last 
follow-up  

• At the last oncological follow-up, all patients should receive a patient care plan that 
summarizes the previous treatment, the most important long-term complications and 
recommendations for further follow-up, Appendix XVII 

14.1 Controls at the general practitioner 

In patients treated with chemotherapy for metastatic disease or radiotherapy we advise the patient 
to undergo regular examinations at the general practitioner minimum every 5 year after completion 
of oncological follow-up, and more frequently in the case of pathological findings. The purpose of 
these controls is to prevent, identify and possibly treat complications of the previous cancer 
treatment. These controls may include:  

• Anamnesis and initiation of primary or secondary prophylaxis regarding cardiovascular risk 
profile as for the general population recommendations, and symptoms of hypogonadism, 
cardiovascular disease and fatigue 

• Advice about lifestyle factors such as smoking cessation, healthy diet and physical activity. 
• Measurement of blood pressure, height/weight (BMI) 
• Blood samples: Fasting lipid profile (total cholesterol, HDL-and LDL cholesterol, triglycerides), 

glucose, HbA1c, and sex hormones if hypogonadal symptoms (testosterone, SHBG, LH and 
FSH) 

14.2 Cardiovascular disease (CVD)  

Mortality from CVD is higher in testicular cancer survivors (TCS) than in the general population (241-
243). Cardiovascular side-effects can both be related to treatment toxicity, and low testosterone 
levels with increased risk for the metabolic syndrome(244, 245). Men previously treated with 
cisplatin-based chemotherapy have a 2-3-fold increased risk for CVD in comparison to men treated 
with surgery only or the general population in several studies. The risk for CVD is increased also after 
infradiaphragmatic irradiation, but results are conflicting (244-246). The absolute risk for CVD several 
years after cytotoxic treatment is 6-10% (245, 246). Combination of both chemotherapy and 
radiotherapy is particularly harmful, with an absolute risk for CVD at 20% several years after 
treatment (245). Cisplatin-based chemotherapy is also associated with an increased prevalence of 

https://www.esmo.org/guidelines/genitourinary-cancers/testicular-cancer/testicular-germ-cell-cancer
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hypertension and the metabolic syndrome, while radiotherapy is associated with an increased 
prevalence of diabetes (245, 247, 248).  

Endothelial and inflammatory markers, e.g. fibrinogen and von Willebrand factor, are increased in 
men treated with cisplatin-based chemotherapy, while high-sensitivity C-reactive protein (hs-CRP) is 
increased several years after treatment with radiotherapy (245, 249, 250). These findings indicate 
that endothelial dysfunction might be a possible link between cytotoxic treatment and 
atherosclerosis.  

14.3 Second cancer 

There is a risk of a new germ-cell cancer in the contralateral testicle, and 2-5% of testicular cancer 
patients develop a second germ cell cancer in the remaining testicle (251).  

There is an increased risk for second non-germ cell malignant neoplasms after cytotoxic treatment 
for testicular cancer (252), with a considerable latency from cancer treatment to second cancer 
occurrence (60, 243). The excess risk of second cancers after cisplatin-based chemotherapy or 
radiotherapy has been reported to be 40-80 % (60, 253-255), with even higher excess risks in patients 
who have received combined chemotherapy and radiotherapy (standardized incidence ratio > 2). An 
increased risk for cancers in the bladder, kidney, lung and soft tissue has been reported after 2 cycles 
or more with cisplatin-based chemotherapy. Adjuvant chemotherapy with BEP x 1 and carboplatin x 
1 has not been shown to increase the risk of second cancers, but the observation time is limited with 
a median follow-up of 9.5 years (60).  

Radiotherapy has led to an increased risk of cancer in organs localized in relation to previous 
radiotherapy fields, including gastrointestinal tract, pancreas, liver, lung, kidney and bladder.   

In a recent large Norwegian study among 5600 testicular cancer survivors, a 28% excess risk of 
second cancer after surgery alone compared with the general population was reported, with 
significantly increased risks of thyroid cancer and melanoma. The excess risk for second cancer after 
surgery alone could in part be explained by surveillance bias. However, a genetic susceptibility 
and/or environmental factors predisposing for testicular cancer as well as other malignancies are 
likely to be contributing factors (256). 

 

14.4 Fertility and hypogonadism 

14.4.1 Fertility 
• All men aged < 56 years who are interested in future parenthood should be offered 

cryopreservation of sperm since subfertility is common among men diagnosed with testicular 
cancer (257). 

Cytotoxic treatment may negatively affect both the fertility and the levels of sex hormones (258). 
Results from a large Norwegian follow-up study among TCS have shown that fertility decreases with 
increasing treatment intensity (259). Still, nearly half of the males treated with large cumulative 
cisplatin doses had become fathers after testicular cancer treatment without using cryopreserved 
sperm. Carboplatin treatment did not negatively affect sex hormones or spermatogenesis in a study 
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of 54 treated males (260). In addition, a recent Swedish study did not find any long-term effects on 
sperm quality after adjuvant chemotherapy with BEP x 1 or carboplatin x 1 (9). 

It is considered safe to conceive six months after finished chemotherapy. Chemo- and/or 
radiotherapy treatment did not increase the risk of malformations in children fathered by men 
treated for testicular cancer, when compared to males in surveillance only (261). 

If a patient conceives during or shortly (< 6 months) after receiving chemotherapy the potential risks 
for the foetus should be thoroughly discussed with experts within the field. The clinical data are 
sparse and insufficient to provide a standard recommendation on how to manage such a pregnancy. 

14.4.2 Retrograde ejaculation 
Retrograde ejaculation occurs in 59% of patients after bilateral RPLND and 32% after unilateral 
RPLND (171). Patients should be informed prior to surgery. The incidence has been reduced after the 
introduction of nerve-sparing surgery techniques (262).  

For men who desire to achieve fatherhood, treatment with α-sympathomimetics such as 
phenylpropanolamin or imipramin should be considered as these substances may reverse the 
retrograde ejaculation (263). 

14.4.3 Hypogonadism  
It is important to identify symptoms related to hypogonadism and offer treatment to relieve 
symptoms. Primary endocrine hypogonadism is prevalent in 5-13% of patients after orchiectomy, 
increasing to 11-27% after chemotherapy (264) (ESMO).  

Typical symptoms are: 

• decreased libido 
• erectile dysfunction 
• gynecomastia 
• reduced need of shaving 
• loss of energy 
• dysthymia 
• reduced muscle strength 
• increased body mass index  

Endocrine hypogonadism is associated with hypertension, obesity, the metabolic syndrome and 
diabetes (265, 266) and probably also with increased mortality rates (267, 268).  

14.4.3.1 Examinations 
Two morning sex hormone measurements should be performed to confirm hypogonadism (269). 
SHBG, LH and FSH should be evaluated in addition to testosterone.  Free testosterone index may be 
calculated, (testosterone (nmol/l) x 100)/SHBG (nmol/l) since this can reflect the biologically active 
testosterone level better.  

https://www.esmo.org/guidelines/genitourinary-cancers/testicular-cancer/testicular-germ-cell-cancer
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14.4.3.2 Treatment 

• The current recommendation is that testicular cancer survivors with repeatedly low 
testosterone levels (according to local laboratory guidelines and age) (270) AND clinical 
symptoms should be offered testosterone replacement therapy for a trial period of three to 
six months (ESMO) and then be evaluated for its effects. Testosterone substitution is 
administered to relieve hypogonadal symptoms, and there are no data indicating a 
decreased cardiovascular risk with substitution. 

• After bilateral orchiectomy and with established testosterone deficiency after treatment for 
GCNIS, lifelong testosterone substitution is warranted.  

• Men with considerable clinical symptoms (decreased libido, erectile dysfunction, loss of 
energy) but with testosterone levels within the normal range, may benefit from testosterone 
substitution.  In case of hypogonadal symptoms and significantly elevated LH but normal 
testosterone levels, consider compensated hypogonadism and potential treatment. 
Testosterone substitution in these two situations should be discussed with an 
endocrinologist. 

Treatment with injections every 10-12th week or daily transdermal gel is available and individual 
judgements should govern decisions, dose and treatment interval. Prostate cancer should be ruled 
out prior to treatment (PSA) and a haematocrit above 53% should not be present. Congestive heart 
failure should be well medicated. In case of wish for future fatherhood, substitution with 
testosterone decreases sperm viability and delayed treatment start should be considered. An 
endocrinologist or andrologist can be consulted. Haematocrit and blood pressure should be assessed 
during follow-up.  

14.5 Fatigue  

 Fatigue-related symptoms are the most distressing symptoms among long-term testicular cancer 
survivors, with 49% of survivors reporting lack of energy (271). Chronic fatigue is defined as a 
distressing, persistent subjective sense of physical, emotional and/or mental tiredness related to 
cancer and/or cancer treatment (272). Of note, chronic fatigue is not possible to measure objectively, 
its diagnosis relies on self-report, and several instruments are available, e.g. the Fatigue 
Questionnaire.  

The prevalence of chronic fatigue has been evaluated longitudinally in 812 Norwegian TCS (273). The 
prevalence of chronic fatigue increased from 15% median 11 years after treatment, to 27% median 
19 years after treatment. Prevalent neuropathy, Raynaud-like phenomena, low testosterone and 
higher levels of anxiety and depression increased the risk of chronic fatigue, while physical activity 
had a protective effect on chronic fatigue. Of note, treatment modality was not associated with 
chronic fatigue in multivariate analyses.  

It is recommended that all testicular cancer survivors are evaluated for the presence of fatigue. For 
those who present with moderate to severe fatigue, a more comprehensive assessment including 
evaluation of, and possibly, treatment of contributing factors (e.g. pain, anaemia, hypogonadism) 
should be performed (272).  As for treatment strategies, physical activity has been proved to reduce 
the prevalence of chronic fatigue in long-term TCS, and is strongly recommended (274). There are 
evidence supporting the use of psychosocial interventions. There are no data supporting the use of 

https://www.esmo.org/guidelines/genitourinary-cancers/testicular-cancer/testicular-germ-cell-cancer
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pharmacologic interventions in the treatment of chronic fatigue, although randomized studies have 
shown effect of open-label placebo to improve cancer-related fatigue (275, 276). 

 

14.6 Other long-term complications 

Ototoxicity and neurotoxicity may occur after cisplatin treatment, these side-effects should however 
not contraindicate curative treatment. 

A considerable number of TCS suffer from other long-term complications (nephrotoxicity, 
neurotoxicity, ototoxicity, pulmonary toxicity and psychosocial problems) (219, 277, 278). Both 
treatment with large cisplatin doses (>850 mg) and smoking increase the risk for long-term 
ototoxicity, neurotoxicity and pulmonary toxicity (279). 

14.6.1 Ototoxicity 
After treatment of metastatic disease with BEP, 20-25% of patients report long-term hearing 
impairment and tinnitus (280), in particular at higher frequencies. Increasing age is an important 
factor for hearing loss regardless of treatment (281). Factors that can increase this risk includes 
severe noise exposure prior to treatment, co-treatment with other ototoxic agents (such as 
aminoglycosides) and abnormal renal function. Unfortunately, no drugs have yet been identified that 
relieves symptoms (ESMO). Men with treatment-induced ototoxicity (tinnitus, hearing impairment) 
should avoid noisy environments 

Consultant with ear-specialist for tinnitus treatment or hearing-aid should be considered 

14.6.2 Neurotoxicity 
Peripheral sensory neuropathy is seen in 5% of patients after once cycle of BEP (282) and 25-35% 
after three to four cycles of BEP (75). Neuroprotective therapies have been and are currently tested, 
but none are included in routine clinical care (ESMO). Potential therapeutic agents are duloxetine 
(283), tricyclic antidepressants and anticonvulsants (284). 

14.6.3 Raynaud´s phenomenon 
Raynaud’s phenomenon can be detected in patients receiving bleomycin and/or cisplatin and should 
be handled preferably conservative and by informing patients of this. In case of severe problems low 
dose calcium blockers can be used. Several other option, such as topical nitroglycerine, could also be 
considered (285). 

  

https://www.esmo.org/guidelines/genitourinary-cancers/testicular-cancer/testicular-germ-cell-cancer
https://www.esmo.org/guidelines/genitourinary-cancers/testicular-cancer/testicular-germ-cell-cancer
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15 Stromal Testicular Tumours 
Stromal tumours are not included in the SWENOTECA registry. 

Stromal testicular tumours are rare and compromise only 2-4% of all testicular tumours in adults. 
These are mainly tumours classified as Leydig cell tumours and Sertoli cell tumours. However, a 
number of different tumours have been classified (286).  

• Leydig cell tumour 
• Malignant Leydig cell tumour 
• Sertoli cell tumour 
• Malignant Sertoli cell tumour 
• Granulosa cell tumour 
• Thecoma/fibroma group of tumours 
• Gonadoblastoma (tumours containing germ cell and sex cord/gonadal stromal tissue) 
• Mixed and unclassified sex cord stromal tumours  

As these are rare tumours, limited data exists, and the following recommendations are mainly based 
on EAU guidelines.  

  

15.1 Leydig cell tumour 

Leydig cells produce testosterone regulated by LH (luteinizing hormone). Leydig cell tumours 
compromise only about 1-3 % of all testicular tumours (287). This tumour is predominantly seen in 
men between the age 30 and 60 years. In children they are associated with Klinefelter´s syndrome 
and may be bilateral. Leydig cell tumours are the most predominant of the gonadal stromal tumours. 
They are usually benign but may have a malignant potential. The malignant Leydig cell tumours can 
be characterized by the following histopathologic features which are regarded as risk factors(288)  

• Diameter > 5 cm 
• Cellular atypia 
• Increased mitotic rate 
• Increased MIB-1 expression 
• Necrosis 
• Vascular invasion 
• Infiltrative margins 
• DNA aneuploidy 

 Metastatic disease will always imply malignant disease and about 10% of Leydig cell tumour patients 
have metastatic disease. Patients with Leydig cell tumours without malignant features have a very 
low risk of metastases.  

  

https://uroweb.org/guideline/testicular-cancer/
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15.1.1 Diagnosis 
Leydig cell tumours often presents as an enlarged testicle. 80% of the patients have hormonal 
disturbances with low testosterone, increased oestradiol and increased levels of LH and FSH (289). 
This may explain why about 30% of the patients also have symptomatic gynecomastia. Leydig cell 
tumours must be separated from multinodular and often bilateral lesions seen with the androgenital 
syndrome (290). 

Diagnostic work up consists of blood samples for testicular tumour markers (AFP, ß-hCG, LDH) and 
hormones (testosterone, LH, FSH, oestrogen and progesterone), ultrasound of the testicles as well as 
CT scan of thorax, abdomen and pelvis. 

  

15.1.2 Treatment 
Standard orchiectomy is usually performed. Organ-sparing surgery can be considered especially with 
bilateral tumours (291). In the presence of malign histopathologic characteristics, adjuvant RPLND 
should be considered to prevent development of metastatic disease (292). In clinical stage 2, RPLND 
is recommended although long term prognosis may be poor (293). Patients with metastatic disease 
respond poorly to both chemotherapy and radiotherapy. Hence, surgery must be considered.  

 

15.2 Sertoli cell tumours 

Sertoli cell tumours compromise less than 1% of testicular tumours. They present at an average 
patient age of 45 years and is only rarely seen under the age of 20 years. The latter are associated 
with androgen resistance syndrome and Peutz-Jeghers syndrome (294). Sertoli cells are supportive 
cells in the seminal canals in the testicle and nourishes mature semen. About 10- 20% of Sertoli cell 
tumours are malignant, and 10-12% present with metastatic disease (295).  

Malignant characteristics are as follows: 

• Diameter > 5 cm 
• Nuclear atypia 
• Increased mitotic activity 
• Necrosis 
• Vascular invasion 

Metastatic disease is rare even with the above-mentioned malignant characteristics. Three 
subgroups have been identified: Large cell calcifying Sertoli cell tumours, Intratubular large cell 
hyalinizing Sertoli cell tumours and malignant Sertoli cell tumours (286, 294). 

  

15.2.1 Diagnosis 
Sertoli cell tumours are usually unifocal. Hormonal changes are rare and tumour markers AFP and ß-
hCG are always within normal range. The diagnostic work-up is as described above for Leydig cell 
tumours.  
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15.2.2 Treatment 
Orchiectomy or organ-sparing surgery is advised, the latter especially with small bilateral tumours. 
Organ-sparing surgery is only an option if remaining testicular tissue has sufficient endocrine and 
exocrine function. If the tumour has malignant characteristics, adjuvant RPLND may be considered. 
Patients with metastatic disease respond poorly to both chemotherapy and radiotherapy. 

  

15.3 Granulose cell tumours 

Adult granulose cell tumours of the testis are rare and present with isolated unilateral testicular mass 
and occasionally with gynecomastia(296). 

About 10% of adult granulose cell tumours are malignant and RPLND is recommended if metastases 
to retroperitoneal lymph nodes are detected. A risk factor for malignant disease is size (> 46 mm), 
and lymphovascular invasion. They also usually have a higher mitotic index, necroses in the tumour 
and more frequently present with gynecomastia. 

  

15.4 Fibrothecoma 

Fibrothecoma are considered benign and are cured with excision (297).  

  

15.5 Gonadoblastoma 

Classical gonadoblastoma occurs almost entirely in dysgenic gonads of individuals who have a 
disorder of sex development. Forty percent of these tumours are bilateral. A variant contains both 
sex cord and germ cell elements, and the prognosis is determined by the germ cell component (298). 
In these cases, treatment and follow-up is recommended as for germ cell cancers. 

15.6 Other testicular tumours 

Prepubertal teratoma has a benign behaviour and is considered to be non-GCNIS-related(294). It 
occurs mainly in children and is thus not covered by this program. Prepubertal teratoma may 
however also occur in adults and should be classified as a benign tumour. 

15.7 Spermatocytic tumours 

Spermatocytic tumours are rare and the average age is 55 years. Gain of chromosome 9 is the only 
consistent chromosomal anomaly of spermatocytic tumours. As these tumours never metastasize, 
treatment is by orchiectomy alone and no follow up is needed (299, 300). An exception is tumours 
that have undergone sarcomatous transformation which may metastasize and may require 
aggressive multimodal treatment. 
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15.8 Follow up 

Patients with tumours classified as benign, need not be followed for the risk of metastatic disease. 
However, patients should be informed that future hypogonadism might occur.  

Patients with tumours with malignant histological features should be monitored with abdominal 
imaging every six months for three years.  
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16 Radiotherapy  
 

The dose prescription, recording and reporting should be done according to ICRU report 50 and the 
supplementary ICRU reports 62 and 83 (301-303). 

16.1 Fields and Doses 

16.1.1 Seminoma CS I 
1.8 Gy x 14, to a total dose of 25.2 Gy, 5 days weekly, to the para-aortic lymph nodes and the 
ipsilateral common iliac- and the external iliac lymph nodes.  

Note: If T4 tumour or previous inguinal or scrotal surgery, also the ipsilateral inguinal lymph nodes 
should be treated. 

16.2 Seminoma CS II 

CS II A: 2 Gy x 15, to a total dose of 30 Gy, 5 days weekly, to the para-aortic lymph nodes and the 
ipsilateral common iliac- and the external iliac lymph nodes. 

CS II B: 2 Gy x 15 according to CS IIA with an additional boost to enlarged lymph nodes of 2 Gy x 3 to 
6 Gy. SIB preferably to be used, 2,4 Gy x 15. 

Note: If T4 tumour or previous inguinal or scrotal surgery, also the ipsilateral inguinal lymph nodes 
should be treated. 

 

16.3 Patient position and fixation 

The patient is placed in the supine position, fixated according to local practice for reproducible 
positioning of the patient during the whole treatment process. Mark the orchiectomy scar with a 
pewter thread. For patients in reproductive age, a lead shield should be used to protect the 
contralateral testis from external scattered radiation. The penis should be moved out of the 
treatment fields.  

 

16.4 Radiotherapy treatment technique 

A CT-based 3-dimensional (3D) planned radiotherapy is mandatory. The standard treatment has been 
two opposed anteroposterior-posteroanterior, AP-PA, fields. The use of volumetric arc therapy 
(VMAT) reduces the delivered dose to active bone marrow but may increases the mean dose and the 
dose delivered to 50% of the volume for the kidneys, liver and bowel compared to two AP-PA fields 
(304) which may increase the risk of secondary malignancy (305, 306). Due to the long-term survival 
of patients with germ cell tumours close vigilance in regard to doses to organs of risk must be 
observed.  
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The CT-based plan of the fields is generated based on vascular anatomy as the lymph nodes follow 
the vessels (aorta, vena cava inferior, ipsilateral renal vein, the common iliac and external iliac 
vessels). A prospective cohort study performed by the German Testicular Cancer Study Group 
showed no pelvic relapses with a modified inferior border of the iliac fields to the top of the 
acetabulum, which is also recommended by the EGCCCG (59, 307). The upper border of the 
treatment volume is the top of the 12th thoracic vertebra (308). 

 

16.4.1 Beam quality 
The 3D conformal RT should be delivered with a minimum of 10 MV photon quality. 

 

16.4.2 Target volumes and organs-at-risk (OAR) volumes 
GTV (Gross tumour volume) should be defined as the volume of any lymph node enlarged due to 
metastasis (i.e., CS IIA). 

 

16.4.3 Target volumes 
The CTV in the para-aortic region should include the para-aortic lymph nodes from the upper border 
of the 12th thoracic vertebra to the aortic division and is defined as the combined inferior vena cava 
and aorta volume including visible lymph nodes and any GTV with an additional symmetrical margin 
of 1.4 cm. Similarly, for the renal vein volume except for no expansion laterally. 

If the ipsilateral common iliac- and the external iliac lymph nodes are to be treated, the CTV should 
be extended to include the combined volume of the common iliac and external iliac vessels to the 
level of the top of the acetabulum, including visible lymph nodes and any GTV, with an additional 
margin of 1.4 cm in all directions. 

In case of previous inguinal or scrotal surgery or in the rare event of a T4 tumour, the CTV should 
include both the ipsilateral common iliac- and the external iliac lymph nodes and the ipsilateral 
inguinal lymph nodes with additional margins as described in the former passage. 

The CTV should be trimmed to avoid bone, bowel, muscle and bladder. 

ITV (internal target volume) should be identical to the CTV as organ movement can be neglected. 

PTV (planning target volume) is defined according to the ICRU definition.  

16.4.4 Organs at risk 
The volumes of both kidneys should be outlined in each CT image. No more than 25% of each kidney 
volume should receive more than 20 Gy. 

For radiotherapy of brain metastases see appendix XI and XII. 
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17 Patient Information 
The written information regarding treatment options must be given to all patients, with adequate 
time for remaining questions. Furthermore, both oral and written information should be given about 
the registration in the SWENOTECA database. Patients may opt out this registration. The patient 
should be treated and followed according to the same principles regardless of whether he consents 
to registration.  

In Norway, the patients are requested to sign the written patient information, and the patients are 
registered at the university hospitals of Oslo, Bergen, Trondheim and Tromsø. 

In Sweden this is done in the Swedish Testicular Cancer Register, which is an official National Quality 
Register, with SWENOTECA monitoring of the case records.  

Immediately after the informed consent/opt out has been given, the SWENOTECA 
“Registreringsblankett” should be completed. 

In Sweden: Each treating hospital is responsible for this registration. 

  

https://www.swenoteca.org/patient-information
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18 Appendix 

I. Prognostic risk group classification according to IGCCCG 
Nonseminoma Seminoma 

Good prognosis 

Primary site: Testis or retroperitoneum 
and 
No non-pulmonary visceral metastases (for 
example liver, bone, brain) 
and all good markers 
ß-hCG < 5000 IU/L (1000 µg/L) and  
AFP < 1000 µg/L and  
LDH < 1.5 x ULN 

Any primary site 
and 
No non-pulmonary visceral metastases 
(for example liver, bone, brain) 
and  
any ß-hCG, any LDH and normal AFP 
 
LDH > 2.5 x ULN may imply a worse 
prognosis within the good prognosis 
group 

Intermediate prognosis 

Primary site: Testis or retroperitoneum 
and 
No non-pulmonary visceral metastases (for 
example liver, bone, brain) 
and any intermediate markers 
ß-hCG ≥ 5000 IU/L and ≤ 50000 IU/L or  
AFP ≥ 1000 and ≤ 10000 µg/L or  
LDH ≥ 1.5 x ULN ≤ 10 x ULN 
 

Non-pulmonary visceral metastases (for 
example liver, bone, brain) 
 
 

Poor prognosis 

Mediastinal primary 
or 
Non-pulmonary visceral metastases (for 
example liver, bone, brain) 
or any poor markers 
ß-hCG > 50000 IU/L) or  
AFP > 10000 µg/L or  
LDH > 10 x ULN 
 

No seminoma with poor prognosis 
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II. Clinical staging according to Royal Marsden, modified 
 

CS I No evidence of metastases  
 

CS Mk+ Tumour markers AFP/ß-hCG persistently elevated (not declining according to 
half-life), but no macroscopic metastatic disease demonstrated 

CS II Metastatic disease restricted to abdominal nodes: 

 A Maximal transverse diameter <2 cm 

 B Maximal transverse diameter 2–5 cm 

 C Maximal transverse diameter >5–10 cm 

 D Maximal transverse diameter >10 cm 

CS III Supradiaphragmatic node involvement 

 For abdominal lymph-nodes: 0: No metastases; A-D: According to CS II. 

CS IV Extra-lymphatic metastases 
 

 For abdominal lymph-nodes: 0: No metastases; A-D: According to CS II. H+ 
Liver metastases, Br+ Brain metastases, Bo+ Bone metastases  
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III. Flowchart RPLND Clinical Stage Mk+ or IIA-IIB (≤ 3 cm) 
Seminoma 

 
Staging1,2 

Preoperative FDG-PET-CT 

Upstaging Positive FDG-PET-
CT2  

Negative FDG-PET 

  Tumour marker 
positive 

Tumour marker 
negative 

   Histological 
confirmation 

   Seminoma 

 

 

Other3 

Treat according to stage 
and risk group 

Primary unilateral RPLND  

 

 
Not more than two lymph 

nodes with disease and 
no retroperitoneal 

tumour > 3 cm 

More than two lymph 
nodes with disease or 
largest retroperitoneal 

tumour > 3 cm or 
positive margins or 
perinodal growth 

Mk+ 
after 

RPLND 

   

BEP x 14 

 

BEP x 3 

  

Follow-up 

1To properly stage patients in CS IIA, see 5.7.1 
2Not more than two lymph nodes or disease outside unilateral RPLND template 
3Surveillance if benign, treat according to stage and risk group if nonseminoma 
4In case of perinodal growth or positive margins more than one BEP should be considered  
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IV. Flowchart Metastatic Seminoma Good Prognosis, excluding 
Clinical Stage Mk+ and/or IIA-IIB (≤ 3 cm) suitable for surgery 

 

Chemotherapy Radiotherapy 

 

CS IIA 

 

CS ≥ IIB 

 

CS IIA 

 

CS IIB 

 

Confirm metastatic 
disease 

  

Confirm metastatic 
disease 

 

 

 

BEP x 31 

 

2.0 Gy x 15 to para-aortic and ipsilateral iliac 
lymph nodes. In clinical stage IIB, additional 

boost to GTV of 6 Gy 

 

Response evaluation 

 

Response evaluation 

 

Marker negative2 CR / PR 
with residual lesion < 3 

cm 

 

Marker negative2 PR with 
residual lesion ≥ 3 cm 

 

Follow-up 

 

Follow-up 

 

FDG-PET3 

 

  

FDG 
negative 

 

FDG 
positive 

 

  

Follow-up 

 

See 8.2.5 

 

1PEI x 3 or EP x 4 are optional treatment in case of contraindications to bleomycin. 
Evaluate with CT before third course. 
2In case of positive markers after chemotherapy, discuss within SWENOTECA 
3Not earlier than 9 weeks from day 1 of the last chemotherapy course 
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V. Flowchart Metastatic Seminoma Intermediate Prognosis 
 
 

BEP x 21 

 

Response evaluation2 

 

BEP x 23 

 

Response evaluation 

 

Marker negative4 CR / PR with residual lesion < 3 cm 

 

Marker negative4 PR with residual lesion ≥ 3 cm 

  

FDG-PET5 

  

FDG negative 

 

FDG positive 

 

Follow-up 

 

Follow-up 

 

See 8.2.5 

1In patients with contraindications to bleomycin or brain metastasis PEI should be chosen 
2In case of marker negative disease and lack of radiological response after two courses of 
chemotherapy, the possibility for teratoma should be considered and a biopsy should be 
performed 
3Maximum cumulative dose of bleomycin is 300 000 units 
4In case of positive markers after chemotherapy, discuss within SWENOTECA 
5Not earlier than 9 weeks from day 1 of the last chemotherapy course 
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VI. Flowchart Nonseminoma CS IIA Mk- at Diagnosis/Staging 
 

Biopsy  

Benign Biopsy inconclusive or not feasible GCC other than 
teratoma 

 Markers after 3 weeks  

  

TM- 

 

TM+ 

 

  

New staging 6 weeks CT and TM 

  

  

Regression 

 

CS IIA Mk- 

 

PD ≥ CS IIB or TM+ 

 

  

New staging procedure 6 weeks CT and TM 

  

 

Treatment as CS I1 

 

Regression 

 

CS IIA Mk- 

 

PD ≥ CS IIB or TM+ 

 

 

   

RPLND with preoperative 
PET/CT 

 Treatment 
according to 
appendix VI 

  

 

 

Teratoma/benign 

 

GCC other than 
teratoma 

 

 

Follow-up 

 

Follow-up 

 

BEP x 1 

 

1Adjuvant chemotherapy not to be given later than 15 weeks after orchiectomy 
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VII. Flowchart Metastatic Nonseminoma Good Prognosis, 
excluding CS IIA Mk- 

 
BEP x 2 

Response evaluation1 

t½ on time2 

 

t½ delayed2 

BEP x 1 PEI3 x 2 

Response evaluation 

 

Surgery of remaining lesions4 

 

Teratoma/Necrosis/Benign 

 

GCC other than teratoma 

Follow-up Discuss within SWENOTECA 

1In patients without elevated markers before start of chemotherapy and radiological regression < 
25% surgery should be considered in patients with predominately teratoma in the testicle 
2Marker t½ on time: AFP ≤7 days, ß-hCG ≤3 days, Marker t½ delayed: AFP >7 days, ß-hCG >3 days; 
Marker progression: Re-evaluate for sanctuary metastasis (brain/bone) or new primary, consider 
surgery 
3If initial treatment with PEI: Intensify to TIP 
4Always surgery of remaining disease in nonseminoma if possible 
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VIII. Flowchart Metastatic Nonseminoma Intermediate and Poor 
Prognosis, excluding Non-pulmonary Visceral Metastasis or 
Primary Mediastinal Tumour 1 

 
BEP x 2 

Response evaluation 

t½ on time2 

 

t½ delayed2 

BEP x 2 PEI3 x 3 (Stem cell harvest) 

Response evaluation2 

 

Surgery of remaining lesions4 

 

Teratoma/Necrosis/Benign 

 

 

GCC other than teratoma 

Follow-up Discuss within SWENOTECA 

1Intermediate prognosis markers: AFP >1000 – 10 000 ng/ml or ß-hCG >5000-50 000 IU/L or LDH 
>1.5 - 10 x upper limit of normal; Poor prognosis markers: AFP >10 000 ng/ml or ß-hCG >50 000 
IU/L or LDH >10 x upper limit of normal;  
2 t½ on time: AFP ≤7 days, ß-hCG ≤3 days;  
Marker t½ delayed: AFP >7 days, ß-hCG >3 days;  
Marker progression: Re-evaluate for sanctuary metastasis (brain/bone) or new primary; 
Progression: Discuss within SWENOTECA 
3If initial treatment with PEI: Intensify to TIP 
4Always surgery of remaining disease in nonseminoma if possible, also surgery in PR TM+ with 
declining/stable markers  
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IX. Flowchart Metastatic Nonseminoma Poor Prognosis with Non-
pulmonary Visceral Metastasis or Primary Mediastinal Tumour 

 
Treat at high volume center 

BEP x 2 (PEI x 2 if CNS metastases or primary mediastinal tumour)  
Plan for stem cell harvest as soon as possible, if possible after second course of chemotherapy 

Response evaluation 

t½ on time1 

 

t½ delayed1 

BEP x 2 (PEI x 2 if CNS metastases or primary mediastinal 
tumour) 

TIP x 1 

Stem cell harvest, if not done 

 

Response evaluation2 

 

Response evaluation2 

  

HDCT 1 

  

Response evaluation2 

  

HDCT 2 

  

Response evaluation 

 

Surgery of remaining lesions3 

 

Teratoma/Necrosis/Benign 

 

 

GCC other than teratoma 

Follow-up Discuss within SWENOTECA 

1 t½ on time: AFP ≤7 days, ß-hCG ≤3 days; Marker t½ delayed: AFP >7 days, ß-hCG >3 days; Marker 
progression: Re-evaluate for sanctuary metastasis (brain/bone) or new primary; Progression: 
Discuss within SWENOTECA 
2Progression: Discuss within SWENOTECA 
3Always surgery of remaining disease in nonseminoma if possible, also surgery in PR TM+ with 
declining/stable markers  
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X. Flowchart Extragonadal Germ Cell Tumours  
Extragonadal tumour 
CT thorax/abdomen/pelvis 

Physical examination 
History of prior testicular disorders 

Ultrasound both testicles 
Tumour markers: AFP, β-hCG, LDH 

(PLAP optional) 
Hormone levels: Testosterone, LH, FSH, SHBG 

Sperm count & cryopreservation (recommended) 
 
 

Ultrasound findings 
 

Normal or bilateral irregular 
parenchyma, microlithiasis or 

atrophy 

Tumour or unilateral pathological findings 

 

Biopsy both testis 
Treatment of GCNIS 

Flowchart for testicular cancer 
 

 Biopsy of extragonadal tumour if no testicular 
tumour is found. Treatment can start without 
histological verification in case of markedly 
increased tumour markers in a critically ill patient 

 

 

Diagnosis of Extragonadal Germ Cell Cancer (EGCC) 

 

Marker negative disease and teratoma only 
Surgery 

Marker positive disease or GCT 

  

Surgery radical Surgery nonradical 
and teratoma only 

Surgery 
nonradical 
and GCT Chemotherapy 

According to prognostic group 

Teratoma GCC 

 BEP x 2 Additional surgery 
if possible 

 

Follow-up 
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XI. Flowchart Brain Metastases at Diagnosis 
Chemotherapy according to poor prognosis with non-pulmonary visceral metastasis 

 

Systemic extracerebral disease under control 

 

CR Brain 

 

PR Brain 

 

 

PD Brain 

No further therapy to brain Resectable: Surgery Not resectable: Radiotherapy.  

Very small remaining lesions 
may be observed 

Surgery 

 

Radiotherapy 

 

If choriocarcinoma: Consider 
EMA-CO 

 GCC other than teratoma: 
Discuss within SWENOTECA 

 

  

Response evaluation 

Radiotherapy  
Whole brain irradiation: 1.8 Gy x 22 (total dose 39.6 Gy) with SIB 2.45 Gy x 22 (total dose 53.9 Gy).  
Stereotactic irradiation: Few (max 4) and smaller metastases.  
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XII. Flowchart Brain Metastases at Relapse after CR 
 

Brain as only relapse site Brain relapse as part of systemic relapse 

 

Resectable 

 

 

Not resectable 

 

Surgery 
 

Individual evaluation of 
postoperative 
radiotherapy 

Radiotherapy Salvage chemotherapy 

If resectable brain metastasis and a short delay of 
start of chemotherapy is possible, consider 

primary brain surgery 

Treatment of brain depends on response to 
salvage chemotherapy 

Radiotherapy  
Whole brain irradiation: 1.8 Gy x 22 (total dose 39.6 Gy) with SIB 2.45 Gy x 22 (total dose 53.9 Gy).  
Stereotactic irradiation: Few (max 4) and smaller metastases.  
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XIII. Flowchart Salvage Treatment Initial Metastatic Disease 
 

Unequivocal relapse1  

Initial 
treatment 

surgery only 

Marker negative 
localized nonseminoma 

relapse 

All other groups2 Initial 
treatment 
with HDCT 

  IPFSC ≤ 0 IPFSC ≥ 1  

Treat 
according to 

stage and risk 
group 

Surgery TIP x 1 

Stem cell harvest if not done 

TIP x 13 for stem cell 
harvest if not done, if 

done initiate HDCT 

Discuss 
within 

SWENOTECA 

 Teratoma GCC other 
than 

teratoma 
TIP x 1 

  

 Follow-up Treat as 
other 

groups 

                                                                                                                                                                       
Response             

t½ on time4 

Progression      
t½ delayed4 

  

   

TIP x 2 

 HDCT 1  

   

 

 HDCT 2  

  Surgery5  Surgery5  

1Marker positive, biopsy verified or clinically unequivocal 
2In small localized seminoma relapses radiotherapy may be a treatment option 
3If the patient has received several courses of TIP as initial therapy other courses can be chosen as 
mobilization 
4In nonseminoma 
5Always surgery of remaining disease in nonseminoma if possible, in seminoma biopsy of PET 
positive or growing lesions (If vital cancer is found surgery should be the treatment of choice) 
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XIV. Follow-up schedule for seminoma 
 
Name: _______________________________Civic registration number: ______________________ 
Orchiectomy, date: _________________________   Side:     right / left       Tumor size ___________   
Growth in rete testis: yes/no                                          Date definitive staging: ___________________  
Stage/prognostic group: ______________________ Date end of treatment: ___________________ 

 
Control type B:  Patient contact, AFP, b-hCG, LDH, S-creatinine, (PLAP optional), MRI of the 

retroperitoneum/ (abdominopelvic CT acceptable in patients older than 55 
years). 

Control type C:  Like B with addition of clinical examination, testosterone, SHBG, LH, FSH. Low 
dose CT thorax for patients with primary metastatic disease. 

Control type TM:  Tumour markers, AFP, b-hCG and LDH, (PLAP optional). (List the patient for a 
telephone appointment. 

Control type S: Only for CS IIA/B treated with surgery or radiotherapy. 

Scrotal ultrasound when clinically indicated. Metabolic screening (lipids, fasting glucose, HbA1c), and 
blood pressure at 1-year and final visit. Inform Swedish patients at 1-, 5- and 10- year visit that a 
quality-of-life questionnaire will be sent out from RCC Syd, Sweden. 
 
Months from end of latest treatment: 

                          S1                      B1                                                  C                  Follow-up year 1 
0 3                        6                                                  12                
  
  B  B                  Follow-up year 2 
12  18  24                
 
  TM  C  Follow-up year 3 
24  30  36                
      
  TM  B Follow-up year 4 
36  42  48 
  
    C Follow-up year 5 
48    60  
 
1Patients with CS IIA/B treated with surgery or radiotherapy: Additional imaging at three months 
with MRI retroperitoneum, and low dose CT thorax at 6.  
 
Patients in CS I treated with RT: only abdominal imaging at the 2- and 5-year check-up. 
Patients treated with carboplatin (CS I), and CS II-IV with residual tumours at year 5: 
Year   7 from end of treatment: Check-up type B, Year 10 from end of treatment: Check-up type C 
Patient care plan to be given to the patient at termination of follow-up 

This is a MINIMUM follow-up schedule. 
FOLLOW-UP EVERY 3 MONTHS FOR INTERMEDIATE PROGNOSIS PATIENTS, AND PATIENTS WITH 

RESIDUAL TUMORS YEAR 1. 
Other examinations depending on primary metastatic locations, and/or any residual tumours 
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XV. Follow-up schedule for nonseminoma stage I, surveillance 
 
Name: _______________________________Civic registration number: ______________________ 
Orchiectomy, date: _____________________Side:     right / left LVI: yes/no    
Date definitive staging: __________________  
Recurrence date: _______________________fill out new form and switch FU  

 
Control type B:  Patient contact, AFP, b-hCG, LDH, S-creatinine, MRI of the retroperitoneum/ 

(abdominopelvic CT acceptable in patients older than 55 years). 
Control type C:  Like B with addition of clinical examination, testosterone, SHBG, LH, FSH.  
Control type TM:  Tumour markers, AFP, b-hCG and LDH (List the patient for a telephone 

appointment). 

Scrotal ultrasound when clinically indicated. Metabolic screening (lipids, fasting glucose, HbA1c), and 
blood pressure at 1- and 5-year visit. Inform Swedish patients at 1- and 5- year visit that a quality-of-
life questionnaire will be sent out from RCC Syd, Sweden. 
 

Months from end of treatment: 

 TM                    B                        TM                    C                  Follow-up year 1 
0 3 6 9 12                
  
 TM B TM B                  Follow-up year 2 
12 15 18 21 24              
 
  TM  C  Follow-up year 3 
24  30  36                
      
  TM  B Follow-up year 4 
36  42  48 
  
  TM  C Follow-up year 5 
48  54  60  
 
 

 
 
Patient care plan to be given to the patient at termination of follow-up 
  

TUMOR MARKERS SHOULD BE CHECKED EVERY 2 MONTHS YEAR 1 FOR PATIENTS WITH LVI+ 
MANAGED BY SURVEILLANCE 

Postpubertal teratoma: No TM check-up month 3, 9, 15, 21 
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XVI. Follow-up schedule for nonseminoma stage I, adjuvant BEP 
 
Name: _______________________________Civic registration number: ______________________ 
Orchiectomy, date: ____________________  Side:     right / left LVI: yes/no    
Date definitive staging: _________________  Date end treatment___________________________ 
Recurrence date: _______________________fill out new form and switch FU  
 
Control type B:  Patient contact, AFP, b-hCG, LDH, S-creatinine, MRI of the retroperitoneum/ 

(abdominopelvic CT acceptable in patients older than 55 years). 
Control type C:  Like B with addition of clinical examination, testosterone, SHBG, LH, FSH.  
Control type TM:  Tumour markers, AFP, b-hCG and LDH (List the patient for a telephone 

appointment).                     

Scrotal ultrasound when clinically indicated. Metabolic screening (lipids, fasting glucose, HbA1c), and 
blood pressure at 1- and 5-year visit. Inform Swedish patients at 1- and 5-year visit that a quality-of-
life questionnaire will be sent out from RCC Syd, Sweden. 
 

Months from end of treatment: 

 TM                   TM                     TM                      C                  Follow-up year 1 
0 3 6 9 12                
  
 TM TM TM  B                  Follow-up year 2 
12 15 18 21 24              
 
  TM  C  Follow-up year 3 
24  30  36                
      
  TM  TM Follow-up year 4 
36  42  48 
  
  TM  C Follow-up year 5 
48  54  60  
 
 

Patient care plan to be given to the patient at termination of follow-up  
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XVII. Follow-up schedule for nonseminoma after treatment for 
metastatic or recurrent disease 

 
Name: ______________________________ Civic registration number: ______________________ 
Orchiectomy, date: ____________________ Side:     right / left LVI: yes/no    
Teratoma:  in testis *      in metastases *   Date definitive staging: ________________________  
Stage/prognostic group: ________________ Date end of treatment: ________________________  

 
Control type B:  Patient contact, AFP, b-hCG, LDH, S-creatinine, MRI of the retroperitoneum/ 

(abdominopelvic CT acceptable in patients older than 55 years) and 
pulmonary X-ray. 

Control type C:  Like B with addition of clinical examination, testosterone, SHBG, LH, FSH, and 
low dose CT thorax instead of pulmonary X-ray  

Control type TM:  Tumour markers, AFP, b-hCG and LDH. (List the patient for a telephone 
appointment) 

Scrotal ultrasound when clinically indicated. Metabolic screening (lipids, fasting glucose, HbA1c), and 
blood pressure at 1-year and at last visit. Inform Swedish patients at 1-, 5- and 10- year visit that a 
quality-of-life questionnaire will be sent out from RCC Syd, Sweden. 
Months from end of latest treatment: 

                          TM                     B                      TM                     C Follow-up year 1 
0 3 6 9 12               
  
 TM  B TM B                  Follow-up year 2 
12 15 18 21 24              
 
  TM  C  Follow-up year 3 
24  30  36                
      
  TM  B Follow-up year 4 
36  42  48 
  
  TM  C Follow-up year 5 
48  54  60  
 
 
Patients in intermediate or poor prognosis group, all with residual tumors, all with teratoma in 
testis without RPLND, and all with teratoma in residual tumor resections:  
Year   7 from end of treatment: Control type B 
Year 10 from end of treatment: Control type C      
For patients with multiple teratoma recurrences or inoperable residual tumours, lifelong follow-up 
may be indicated 
 
Patient care plan to be given to the patient at termination of follow-up 

This is a MINIMUM follow-up schedule 
FOLLOW-UP EVERY 2 MONTHS FOR INTERMEDIATE AND POOR PROGNOSIS PATIENTS YEAR 1 
Other examinations depending on primary metastatic locations, and/or any residual tumours 
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XVIII. Patient care plan 
Patient care plan to be delivered to the patient and general practitioner at termination of uro-
oncological follow-up. 
You were operated year: _______for testicular cancer, subtype: � Seminoma � Non-seminoma 
� No dissemination of disease 
� Dissemination of disease to______________________________ 
 
Additional treatment 
� No 
� Chemotherapy (type and number of cycles:___________________) 
� Radiotherapy 
� Surgery in addition to removal of the testicle______________________________ 
 
Date for last follow-up: ____________________ Hospital: _____________________ 
 
Responsible doctor: ______________________ Telephone: ___________________ 
 
You have completed the last oncological follow-up after previous treatment for testicular cancer. The 
risk for relapse of the disease is very low. This patient care plan should be shown in case of future 
contact with the health services.  
 
You are at a slightly increased risk of a new tumour in the remaining testicle and regular self-exams 
are important. Men previously treated with chemotherapy and/or radiotherapy have an increased 
risk for hypertension, overweight, elevated cholesterol levels and cardiovascular disease. Thus, it is 
advisable to keep away from smoking, avoid overweight and exercise regularly. Further, a new 
cancer type may develop several years after treatment with chemotherapy and/or radiotherapy. We 
advise you to contact your general practitioner if you experience health problems in the future. 
You also have a risk of low levels of male sex hormones. Your sex hormone levels should be checked 
in case of loss of energy or lack of sexual interest/function. 
 
Men treated with full chemotherapy or radiotherapy for metastatic disease are recommended to 
schedule regular check-ups (e.g every 2-5th year) at the general practitioner: 
 
Blood pressure, height and weight 
Blood samples including fasting lipids (total cholesterol, HDL and LDL-cholesterol, triglycerides), 
glucose, HbA1c, plus sex hormones (testosterone, SHBG, FSH and LH) if hypogonadal symptoms 
Clinical examination in case of any symptoms 
Initiate imaging or refer to a specialist in case of suspected relapse, second cancer or contralateral 
testicular cancer 
 
The purpose of these controls is to prevent, identify and possibly treat complications of the previous 
cancer treatment. If abnormal values are detected at these controls, further follow-up at the general 
practitioner is initiated. 
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XIX. MRI Protocol 
Recommended abdominal magnetic resonance imaging protocol for follow-up of patients with 
testicular cancer 

General imaging protocol for 1.5T and 3T equipment. Examination is performed after a minimum of 
four hours fasting. 

Besides a coronal localizer (preferably STIR or HASTE -based), transverse T2-weighted (preferably 
“conventional” TSE/FSE sequences or HASTE sequences depending on equipment) T1-weighted 
(preferably DIXON based 3D) pulse sequences with maximum 4 mm slice thickness and maximum 
10% interslice gap from the diaphragm to the symphysis pubis are performed. The spatial resolution 
should be maximized with the specific equipment used.  

Finally, transverse (multi-shot) EPI based DWI sequences with a maximum slice thickness of 6 mm are 
performed with the same coverage with b-values of 0 and 800 s/mm2 and including an ADC map.  

It is important that the examinations are performed and interpreted at institution with both 
expertise, a sufficient continuous number of abdominal MRIs as well as available of technologists and 
radiologists familiar with the relevant pattern of tumour recurrence in this group of patients to 
emphasize the appropriate aspects of the examination with respect both to preparation, acquisition 
and interpretation. It is important that the examinations are focused on the retroperitoneum since 
this is the major site of recurrence in this patient group. 

MRI ABDOMEN SWENOTECA 
  
SEQUENCE STIR/HASTE 

Localiser 
TSE/FSE T1 spoiled gradient echo T2/EPI b0_b800 

WEIGHTING T1 or 2 T2 T1 DWI 

ORIENTATION Cor Ax Ax Ax 

TR /TE (MS) 4-5000/82 4-6000/100 165/2 in opposed phase 5600/60 

FIELD OF VIEW (MM) 480x275 320-400x275 320-400x275 320-400x275 

MATRIX 256/128 512/215 256/136 192/156 

THICKNESS/DST (MM) 5/1 Min Min 5/1 

NEX/NSA 1 1 1 4 

NUMBER OF SECTIONS 
    

COVERAGE Whole 
abdomen 

Diaphragm-
symphysis 

Diaphragm-Symphysis Diaphragm-
symphysis 

SCAN TIME (MIN:SEC)         
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XX. BEP 

 

 

 Preparat Dos/ Maxdos/ Antal Dos  Antal Administreringssätt Dag
  dostillfälle dostillfälle doser/ interv. doser/
  mg/m2 mg dygn tim cykel

 

 Cykellängd: 

Beredning och administrering v g v

BEP Germ cell cancer

1. Bleomycin*   30 000 IE**  1  3 im/iv inf  30 min 1, 5, 15
2. Etoposid 100  1  5 iv inf  2 tim 1–5
3. Cisplatin   20  1  5 

  * då patienten erhållit en kumulativ dos bleomycin på 300 000 IE gives regimen  
   utan bleomycin 
  ** totaldos

 

 21 d

 Prep
 1 1    1           1     
 2 2 2 2 2 2                 Ny cykel       
 3 3 3 3 3 3                 ↓

 Dag 1 2 3 4 5           15      22             

Speciella åtgärder
Cisplatin: S-kreatinin inför varje cykelstart. Om patologiskt utföres iohexol-clearance. Cisplatin gives med forcerad diures. 

CAVE! aminoglykosid skall ej givas under eller en månad efter cisplatinbehandling.

Bleomycin: om toxisk reaktion vid bleomycintillförsel (feber, frossa) gives steroider exempelvis Deltison 25 mg po eller 

3–4 mg Betapred. Fortsättningsvis gives steroider profylaktiskt före bleomycin.

Dosreduktionsrekommendationer 
Benmärgstoxicitet   
Neutrofila × 109/L TPK × 109/L  Preparat, % av fulldos Åtgärd
    1  2 3   
> 0,5 och < 1,0 ≥ 50  100 100 100 Ge behandling. G-CSF enligt lokala riktlinjer.   

        OBS! – om TPK cirka 50 skall nadir ha passerats!

< 0,5 ≥ 50      Behandling uppskjutes i högst 3 dagar. Behandling  

        kan dock ges följt av G-CSF om situationen så kräver!

 < 50      Behandlingen uppskjutes till TPK ≥ 50.

Nedatt njurfunktion* 
Korrigerat iohexolclearence (ml/min/1,73 m²), normalvärde 80–125 för 18–50 år. 

50–59    100 100 100 Cisplatin ges endast i 4 dagar

40–49     50 100 100 Cisplatin ges endast i 3 dagar

< 40     0 100 ** Cisplatin ersätts med Karboplatin    

        doserat efter Calverts formel AUC 7**

Korrigerat iohexolclearence (ml/min/ 1,73 m²), normalvärde 60–110 för 51–65 år.

40–49     50 100 100 Cisplatin ges endast i 4 dagar

< 40     0 100 ** Cisplatin ersätts med Karboplatin    

        doserat efter Calverts formel AUC 7** 

* Dock, om nedsatt njurfuktion beror på tumörobstruktion skall fulldos Cisplatin ges. Nefrostomi kan behövas.

** Totaldos Karboplatin, mg = 7 x (okorrigerat clearence ml/min + 25). Karboplatin gives endast dag 1!

 Anmärkning
Bleomycin: CAVE! Risk för allvarlig pneumonit föreligger. Var observant på tecken på pneumonit. Ökad risk vid hög 

ackumulerad totaldos, nedsatt njurfunktion, äldre patienter, hög O
2
-koncentration i inandningsluft, tidigare eller samtidig 

strålbehandling mot thorax.  
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Blandning och administrering

Preparat Blandas i  Administrering   Sköljdropp Spoldropp Kemiskt  Kommentar

 ml sätt   tid NaCl, ml NaCl, ml stabil

    250

Cisplatin

 1000 NaCl iv inf 2 tim   72 tim 

Etoposid      rumstemp

Bleomycin 250 NaCl iv inf 30 min   7 dygn, kallt

BEP

Prehydrering: 

1 000 NaCl under 2 tim.    

Hydrering under behandlingen:

Under behandlingsdygnen gives ytterligare minst 2 000 ml vätska po el iv. 

Posthydrering: 

Dygnet efter sista cisplatininfusion minst 2 000 ml; om patienten ej själv kan dricka denna 

mängd, skall vätska givas iv.

 

Diuresen under behandlingsdygnet samt dygnet efter sista cisplatinbehandlingen skall vara 

> 400 ml/4 tim. Mätning startar samtidigt med start av prehydrering.
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XXI. EP 

 

 

 Preparat Dos/ Maxdos/ Antal Dos  Antal Administreringssätt Dag
  dostillfälle dostillfälle doser/ interv. doser/
  mg/m2 mg dygn tim cykel

 

 Cykellängd: 

Beredning och administrering v g v

EP Germ cell cancer

1. Etoposid 100  1  5 iv inf  2 tim 1–5
2. Cisplatin   20  1  5 

  

  
  

 

 21 d

 Prep     
 1 1 1 1 1 1                 Ny cykel       
 2 2 2 2 2 2                 ↓

 Dag 1 2 3 4 5                 22             
   

Speciella åtgärder
Cisplatin: S-kreatinin inför varje cykelstart. Om patologiskt utföres iohexol-clearance. Cisplatin gives med forcerad diures. 

CAVE! aminoglykosid skall ej givas under eller en månad efter cisplatinbehandling.

Dosreduktionsrekommendationer 
Benmärgstoxicitet   
Neutrofila × 109/L TPK × 109/L  Preparat, % av fulldos Åtgärd
    1  2    
> 0,5 och < 1,0 ≥ 50  100 100  Ge behandling. G-CSF enligt lokala riktlinjer.   

        OBS! – om TPK cirka 50 skall nadir ha passerats!

< 0,5 ≥ 50      Behandling uppskjutes i högst 3 dagar. Behandling  

        kan dock ges följt av G-CSF om situationen så kräver!

 < 50      Behandlingen uppskjutes till TPK ≥ 50.

Nedatt njurfunktion* 
Korrigerat iohexolclearence (ml/min/1,73 m²), normalvärde 80–125 för 18–50 år. 

50–59    100 100  Cisplatin ges endast i 4 dagar

40–49     100 100  Cisplatin ges endast i 3 dagar

< 40     100 **  Cisplatin ersätts med Karboplatin    

        doserat efter Calverts formel AUC 7**

Korrigerat iohexolclearence (ml/min/ 1,73 m²), normalvärde 60–110 för 51–65 år.

40–49     100 100  Cisplatin ges endast i 4 dagar

< 40     100 **  Cisplatin ersätts med Karboplatin    

        doserat efter Calverts formel AUC 7** 

* Dock, om nedsatt njurfuktion beror på tumörobstruktion skall fulldos Cisplatin ges. Nefrostomi kan behövas.

** Totaldos Karboplatin, mg = 7 x (okorrigerat clearence ml/min + 25). Karboplatin gives endast dag 1!

Anmärkning
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Blandning och administrering

Preparat Blandas i  Administrering   Sköljdropp Spoldropp Kemiskt  Kommentar

 ml sätt   tid NaCl, ml NaCl, ml stabil

    250

 

Cisplatin

 1000 NaCl iv inf 2 tim   72 tim 

Etoposid      rumstemp 

 

    

EP

Prehydrering:

1000 NaCl under 2 tim.

Hydrering under behandlingen:

Under behandlingsdygnen gives ytterligare minst 2 000 ml vätska po el iv. 

Posthydrering: 

Dygnet efter sista cisplatininfusion minst 2 000 ml; om patienten ej själv kan dricka denna 

mängd, skall vätska givas iv. 

Diuresen under behandlingsdygnet samt dygnet efter sista cisplatinbehandlingen skall vara 

> 400 ml/4 tim. Mätning startar samtidigt med start av prehydrering.
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XXII. Carboplatin 

 

  

Preparat Dos/ Maxdos/ Antal Dos Antal Administreringssätt Dag
dostillfälle dostillfälle doser/ interv. doser/

mg/m2 mg dygn tim cykel

Cykellängd:

Beredning och administrering v g v

Prep
1 1 Ny cykel

↓

Dag 1 22

Karboplatin Seminom, adjuvant behandling

1. Karboplatin 7×(GFR+25)* 1 1 iv inf 30 min 1

*totaldos

Calverts formel:Dos = AUC x (GFR + 25)

AUC = 7 mg/ml × min

GFR = ............ ml/min, okorrigerat värde

Dos =  ............ mg, totaldos

21 d

Speciella åtgärder
Iohexolclearance för beräkning av GFR före behandlingsstart. S-kreatinin före varje cykel.
Om s-kreatinin stiger >20 % göres iohexolclearence.

Dosreduktionsrekommendationer Preparat, % av fulldos
Granulocyter × 109/L TPK × 109/L 1

Vid cykelstart:
<1.0 <100 Behandlingen uppskjutes

Anmärkning 
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XXIII. TIP 

 

 

 

 

TIP            Germ Cell cancer 
 
Kur intervall 21 dager 
 

Läkemedel 
Substans Admin- 

istrering 
Spädning Infusion- 

stid 
Grunddos/ 
admtillfälle 

Beräkn- 
ingssätt 

Maxdos/ 
admtillfälle 

Max ack. 
dos 

1. Paklitaxel Intravenös 
infusion 

1000 ml 
Natriumklorid 9 
mg/ml infusion 

24 tim. 250 mg/m2  kroppsyta 

2. Ifosfamid Intravenös 
infusion 

1000 ml 
Natriumklorid 9 
mg/ml infusion 

2 tim. 1500 
mg/m2 

kroppsyta 

3. Mesna Intravenös 
injektion 

4. Cisplatin Intravenös 
infusion 

 
5. Filgrastim  Subkutan 

injektion 

 
 

1000 ml 
Natriumklorid 9 
mg/ml infusion 

3 min. 300 mg/m2  kroppsyta 
 

1 tim. 25 mg/m2 kroppsyta 
 
 

0,5 ME/kg standarddos 

 

Regimbeskrivning 
Dag 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 Ny kur dag 

22 
1. Paklitaxel x1                      
2. Ifosfamid  x1 x1 x1 x1                 
3. Mesna  x3 x3 x3 x3                 
4. Cisplatin  x1 x1 x1 x1                 
5. Filgrastim      x1 x1 x1 x1 x1 x1 x1 x1         

Emetogenicitet: Hög 
 
Anvisningar för regimen 

Villkor för start av regimen 
Kontroll av blodstatus inkl. neutrofila, elektrolytstatus, leverstatus och kreatinin. Vid behov kontrolleras njurclearance, 
antingen eGFR baserat på kreatinin och cystatin C (www.eGFR.se) iohexolclearance (eller motsvarande). 
Hörselkontroll enligt lokal rutin. 
Avlastande nefrostomi vid hydronefros rekommenderas. 
Cisplatin - Observera risk för njurtoxicitet vid iv kontrast/röntgenundersökning. 

Villkor och kontroller för administration 
Cisplatin - Dagligt vätskeintag > 2000 mL, dag 2-6. 
Vikt eller diureskontroll. 
Vid viktökning 2-3,4 kg ges tablett Furosemid 40 mg. 
Vid viktökning mer än 3,5 kg - överväg iv Furosemid 10-20 mg. 
Ifosfamid - Hematuristicka vid behov. Vid 3+ avbryts Ifosfamidbehandlingen. 
Paklitaxel -Ökad beredskap för överkänslighetsreaktion. Överkänslighetsreaktioner är vanliga, särskilt kur 1 och 2. 
Blodtryck och puls före start. 
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Anvisningar för ordination 
Kontroll av blodstatus inkl. neutrofila, elektrolytstatus och kreatinin. 
Om S-kreatinin över normalvärde görs kontroll av njurfunktion med clearancebestämning enligt lokal metod (cystatin C, 
iohexol eller motsvarande). 
Mesna, dos 1 ges intravenöst i samband med start av infusion av Ifosfamid. Kan med fördel blandas i samma infusion som 
Ifosfamid. Efterföljande doser ges intravenöst 4 och 8 timmar efter avslutad infusion. Om det ges peroralt ökas dosen till 
det dubbla och ges 2 och 6 timmar efter avslutad infusion. 
Cisplatin - under behandlingsdygnen ges minst 2 liter vätska extra. Intravenös posthydrering kan bytas mot dryck. Dygnet 
efter sista Cisplatin-infusionen ges minst 2 liter vätska. 
Paklitaxel - Premedicinering med kortison och antihistaminer t.ex. peroral behandling med Betametason 12 mg och 
Desloratadin 10 mg som ges 1-2 timmar före behandlingsstart. 
Kontroll av perifer neuropati. 

Dosreduktion rekommendation 
Hematologisk toxicitet 
Neutrofila mellan 0,5-1,0 och TPK ≥ 50 - Ge behandling i fulldos. OBS! om TPK cirka 50 skall nadir ha passerats. 
Neutrofila < 0,5 och TPK ≥ 50 - Behandlingen skjuts upp högst 3 dagar. Behandlingen kan dock ges följt av G-CSF om 
situationen så kräver. 
TPK < 50 - Behandlingen skjuts upp tills TPK ≥ 50. 
Nedsatt njurfunktion ålder 18-50 år - normalvärde GFR 80–125 ml/min. 
GFR 50-59 ml/min: Paklitaxel och Ifosfamid 100%. Cisplatin ges 80% dag 2-5. 
GFR 40-49 ml/min: Paklitaxel och Ifosfamid 100%. Cisplatin ges 80% dag 2-4. 
GFR <40 ml/min: Paklitxel och Ifosfamid 100%. Cisplatin ersätts med Karboplatin doserat enligt Calverts formel, AUC 7, 
endast dag 2! 

Nedsatt njurfunktion ålder 51-65 år - normalvärde GFR 60–110 ml/min. 
GFR 40-49 ml/min: Paklitaxel och Ifosfamid 100%. Cisplatin ges 80% dag 2-5. 
GFR <40 ml/min: Paklitxel och Ifosfamid 100%. Cisplatin ersätts med Karboplatin doserat enligt Calverts formel, AUC 7, 
endast dag 2! 
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XXIV. PEI 
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XXV. GOP 
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XXVI. EMA-CO 
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XXVII. CE high dose chemotherapy with autologous stemcell support 
 
 
Day T -7 Admission. Recent evaluation of uncorrected GFR using Cr-EDTA/iohexol must have been 

performed! Renal function considerations1.  
If body surface exceeds 2.2m2 individual evaluation of patient constitution must be done. 
Start Allopurinol 300 mg x 1 
Blood samples including AFP and ß-hCG 

Day T -6 Antiemetic prophylaxis 
Etoposide 560mg/m2 in 4000ml 0.9% NaCl over 6 hours (maximum concentration 0.4 
mg/ml), maximum dose 1340mg2 
Carboplatin 8 x (GFR + 25) mg in 1000 ml 5% glucose over 1-hour, maximum dose 
1085mg1 

GFR should be the uncorrected/absolute value  
Day T -5 Antiemetic prophylaxis 

Etoposide 560mg/m2 in 4000ml 0.9% NaCl over 6 hours (maximum concentration 0.4 
mg/ml), maximum dose 1340mg2 
Carboplatin 8 x (GFR + 25) mg in 1000 ml 5% glucose over 1-hour, maximum dose 
1085mg1 
GFR should be the uncorrected/absolute value  

Day T -4 Antiemetic prophylaxis 
Etoposide 560mg/m2 in 4000ml 0.9% NaCl over 6 hours (maximum concentration 0.4 
mg/ml), maximum dose 1340mg2 
Carboplatin 8 x (GFR + 25) mg in 1000 ml 5% glucose over 1-hour, maximum dose 
1085mg1 
GFR should be the uncorrected/absolute value  

Day T -3 Antiemetic prophylaxis 
Etoposide 560mg/m2 in 4000ml 0.9% NaCl over 6 hours (maximum concentration 0.4 
mg/ml), maximum dose 1340mg2 
Carboplatin 8 x (GFR + 25) mg in 1000 ml 5% glucose over 1-hour, maximum dose 
1085mg1 
 
GFR should be the uncorrected/absolute value  

Day T -2  

Day T -1 Cessation of allopurinol 

Day T 0 Autologous stem cell infusion, approximately 72 hours after end of chemotherapy 

Day T +1 Start G-CSF 5µg/kg until neutrophils are >1.0 for three consecutive days 

1If uncorrected/absolute GFR >120mL/min, or the patients has nonconforming body composition e.g. 
obesity or edema the following calculation tool can be used www.egfr.se. If diverging results between 
methods extra vigilance regarding the dosing of carboplatin is indicated. 
2The maximum dose of etoposide calculated from a body surface of 2.4m2. 
 

 Additional notes: The patient should be monitored closely in regard to fluid balance. The patient should 
receive a minimum of 6 l fluid/m2/24 hours. If patients have fluid retention diuretics should be given. 
Carboplatin can also be prepared in 0.9% NaCl. In case of infection during or after HDCT aminoglycosides 
are contraindicated.  

http://www.egfr.se/
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XXVIII. ß-hCG Half Life Chart 
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XXIX. AFP Half Life Chart 
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