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Flow-sheet

Non-Seminomatous Germ Cell Testicular Cancer, SWENOTECA VI

Testicular tumour
Ultrasound both testicles
Physical examination

Tumour markers: AFP, B-HCG, LDH, PLAP (optional)
Hormone levels: Testosterone, LH, FSH, SHBG
If possible: Spermcount & cryopreservation

Inguinal orchiectomy and biopsy contralateral testicle

I

CIS?
Non-seminoma (NSGCT)
Vascular invasion yes/no (VASC+/-) l
l See addendum

Clinical staging procedure 1
Chest X-ray, CT of thorax, abdomen and pelvis

No:longer.valid

NSGCT Clinical Stage I (CS1):
Tumour markers: AFP, B-HCG, LDH every 2 weeks

Clinical staging procedure 2 (6—8 weeks after orchiectomy):
Tumour markers: AFP, B-HCG, LDH

CT of thorax, abdomen, pelvis

Hormone levels as above

General clinical examination

l NSCGT, CS1:

Oral and written information to the patient, according to VASC status. Oral (Sweden), written
(Norway) informed consent regarding database registration and monitoring.

/ ~

VASC- : Surveillance or BEP x 1 VASC+ : BEP x 1 or BEP x 2

Send in the SWENOTECA registration form to the national secretariat. After BEP, send in
the treatment form. Follow-up according to plan. Send in FU forms after each follow-up.
In case of relapse - new full staging. Histological verification of relapse if possible,
especially if normal tumour markers (mature teratoma?).
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SWENOTECA VI

SWENOTECA VI
Treatment Program for Non-Seminomatous Germ Cell Testicular Cancer
(NSGCT) in Clinical Stage I (CS1).

A risk-adapted treatment program within a total cancer care program.
. Patients with microscopic vascular invasion (VASC+) in the primary tumour:
Option between one or two courses of adjuvant BEP chemotherapy.

. Patients without vascular invasion (VASC-): According to patient preference,
primary surveillance or one course of adjuvant BEP chemotherapy.

1. Background

1.1 General information

Testicular cancer accounts only for 1-2% of all male malignancies. It is, however, the most
common cancer affecting young men in their second to fourth decade of life. The incidence is
increasing. In Norway 267 new cases of testicular cancer (age-standardised incidence: 10 per
100,000 males) are diagnosed each year (1), and in Sweden, there were 263 new cases (6 per
100,000 males) in 2002 (2).

Testicular cancer are in 95% germ cell tumours (3). About 50% are pure seminomas, while
remaining cancers are defined as non-seminomatous germ cell tumours (NSGCT). About 50%
of the NSGCT patients have clinically detectable metastases at the time of diagnosis, mainly

in the retroperitofgal fygph nofjes c lungs (4) _However,d e pdbulation-based
series about 27— @pat ricifa sl g1 | staLVIe ' tastases
revealed during strvelllafCe, of at PatliolOgigaY staPing by sulge =7). e than 90% of

the relapses will be detected during the first 18—24 months.

The most valid predictor of subclinical disease and later metastases in CS1 NSGCT is
vascular invasion in the primary tumour (VASC+). The presence and percentage of
embryonal elements, and the size of the primary tumour are other factors with predictive
value. Vascular invasion in the primary tumour is found in about 30% of CS1 patients. The
risk of subsequent metastases without adjuvant chemotherapy is in the order of 50%, for CS1
patients with VASC+, and 15-20% for CS1 patients without vascular invasion (VASC-),
respectively (5—-8). The presence, or absence of vascular invasion has been incorporated into
the 2002 TNM (Tumour, Node and Metastasis) staging system. Testicular tumours with
VASC+ are defined as T2 (or higher), and CS1 patients with VASC+ are classified as having
stage 1B (9).

If patients with CS1 and VASC+ are treated with 2—3 courses of adjuvant cisplatin-based
combination chemotherapy, the relapse rate is reduced to about 2%. The few patients that
relapse after such adjuvant chemotherapy are nearly always salvaged by secondary
chemotherapy and/or surgery (10-13).

There are limited data using only one adjuvant course of BEP chemotherapy in CS1 NSGCT,
but the reported relapse rate is low (1/42 and 0/18) and toxicity limited (14, 15).
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1.2 International guidelines for the treatment of CS1

According to recent international reviews and guidelines for the treatment of CS1 NSGCT,
retroperitoneal lymphadenectomy, close surveillance, or adjuvant chemotherapy result in the
same ultimate cure rate in the order of 98%. However, the relapse rate as well as the
morbidity differs (8, 14, 15, 19).

1.3 Recent experience from the Swedish-Norwegian Testicular Cancer
(SWENOTECA) group

1990-94. 250 patients with CS1 NSGCT were included into a prospective multicentre
protocol, and treated according to three risk strata, based upon the presence or absence of
vascular invasion, and the pre-orchiectomy level of serum AFP. Patients were assigned to
surveillance, RPLND, or prophylactic chemotherapy. After a median follow-up time of 40
(7-68) months, all patients were alive and without evidence of disease. The actuarial relapse
rate of the 106 presumed low risk patients were 22% (all cured by salvage chemotherapy),
and only one of the 32 presumed high risk patients treated with adjuvant chemotherapy (3
courses of BEP) relapsed, with a resectable retroperitoneal mature teratoma (mature teratomas
are generally chemoresistant). VASC+ was found to be the most important indicator of
subclinical metastases. Forty-one percent of the CS1 VASC+ patients not receiving adjuvant
chemotherapy had either pathological stage 2 disease (PS2) at staging RPLND, or relapsed
after RPLND despite having PS1 disease (13).

1995-2002. In 1995 a new treatment program was launched by the SWENOTECA. 625

patients remaining ingCS1 NSGYCT at the second clinical staging 6 weglss aftgr orchiectomy,
were included i @ isk aﬂ’g&freaya) (rll‘\d\t the second
clinical staging albo ¥ ol thasfallic atic (Wcla treated
accordingly. Patients with vascular invasion Were offered adjuvant chemotherapy, and those
without were either randomised or had their own choice between one course of adjuvant
chemotherapy or surveillance. The adjuvant chemotherapy was either “classical” CVB
regimen (cisplatin, vinblastin and bleomycin), or ’standard” BEP combination (bleomycin,
etoposide and cisplatin). The CVB regimen was considered too toxic in an adjuvant setting, as
35% of the patients were hospitalised because of acute toxicity. Randomisation between 1
CVB and no adjuvant chemotherapy was stopped in 1998. BEP x 1 was offered as optional
adjuvant chemotherapy for VASC- patients, while patients with VASC+ were offered BEP x
2 as the standard adjuvant treatment. In 1999 discussions were started regarding a reduction
of the number of adjuvant courses of BEP to patients with high risk of microscopic metastatic
disease, VASC+, as the results of giving 1 course to those with lower risk of microscopic
metastatic disease were promising. The number of patients with VASC+ disease, possible to
include within the SWENOTECA program were calculated to be too few to perform a
randomised study, as the difference between two different regimens was presumed small.
During the year of 2000 it was implemented to offer VASC+ patients BEP X 1, followed by
strict surveillance. At least yearly monitoring of the outcome has been performed. The results
for both VASC- and VASC+ are presented below. The chemotherapy given according to
VASC status is demonstrated in Table 1. In VASC+ patients there was no statistical
difference regarding relapse rate whether one or two courses were given (chi2-test).
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Table 1. Number of relapses and relapse rates (RR) (Kaplan-Meier method) and 95%
confidence intervals (C.1.) at 5+ years, according to VASC status and number of
chemotherapy courses in 625 CS1 patients.

Number of courses Vasc + Vasc —
of adjuvant n =200 n =425
chemotherapy

n |relapse| % RR (95% C.I.) | n [relapse| % RR (95% C.1.)
1 course 90 5 19.6 (1.3-18) 105 4 |44 (0.8-8)
2 courses 100 1 1 (0-2.7) 1 0
No chemotherapy 10 5 50 (24-76) 3191 36 |12.5 (10-15)
Total 200 11 6.3 (3-9) 425| 40 [10.5 (8-12)

After a median follow-up time of 46 (6-90) months, the actuarial relapse rate for VASC— and

VASC+ patients was 10.5% and 6.3% respectively. None of the 625 patients included in these
SWENOTECA treatment programs died of progressive germ cell cancer. One VASC- patient

with relapse died from salvage treatment.

Treatment of recurrence in 10 patients treated with adjuvant chemotherapy is demonstrated in
table 2. All these patients were salvaged.

The treatment given was: chemotherapy (n=2), chemotherapy+surgery (n=5), or surgery only
(n=3). One of these patients had a second retroperitoneal recurrence that was salvaged with
surgery, chemotherapy and consolidating radiotherapy.

|
Table 2. PresentNoQurranlrm gneered \M arlnl d\otherapy and

treatment of recurrence.

First sign of n Primary Continued
recurrence salvage treatment salvage treatment
Pathological RPLND: 4 pts 3 x BEP-IF: 1 pt
abdominal CT, Mk- 6 (3 mature teratoma)

BEP x 4: 1 pt 0

(seminoma: cytology before

treatment)

BEP x 2: 1 pt RPLNE: I pt

(mature teratoma)

Pathological pulm 1 BEP x 4: 1 pt 0
X-ray, Mk-
Pathological CT and 3 BEP x 2 +PEI x2: 3 pts RPLNE: 3pts
Mk+

Of the 10 patients that relapsed despite adjuvant chemotherapy, 4 had mature teratoma
retroperitoneally, 3 of which were treated with surgery only. Only 3/10 were marker
positive at the time of relapse.
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Summary of recent experience:

The SWENOTECA experience with CS1 patients diagnosed during 1995-2002 will be
analysed and reported more in detail, but can at present be summarised in the following
conclusions:

. 625 consecutive CS1 NSGCT patients were treated as part of a bi-national treatment
program. No patient died of progressive NSGCT. One patient died from salvage
treatment related toxicity.

. The relapse rate in CS1 VASC- patients was comparatively low, about 13% after
orchiectomy alone, even if some further relapses may be seen after an extended follow-
up. The 6 weeks of observation before the second clinical staging may be one reason for
this low relapse rate.

. The toxicity of the CVB regimen was unacceptable compared to the toxicity of the
BEP-regimen.

. The relapse rate (Kaplan-Meier) after
- one adjuvant course of chemotherapy for VASC- cases was 4.4% (4/105).
- one adjuvant course of chemotherapy for VASC+ cases was 9.6% (5/90).
- two adjuvant courses of chemotherapy for VASC+ cases was 1% (1/100).

. One course of adjuvant chemotherapy lowers the relapse rate from about 13% to 4.5%
for CS1 VASC-, and from 50% to 10% (5/90) for VASC+ patients.
. The toxicity of one or two courses of BEP as adjuvant chemotherapy was acceptable.

. About 50% of VASC+ patients would probably be candidates for 3 or more courses of

BEP-basediNhefhotherap ith ithQut additignal e no adjuvant

treatment vja Il :@ I i frﬂ

. With 1 adjuvant course of chemother®a about 10% of the VASC+ patients needed
salvage treatment, 1/5 only surgery.

. The current experience is based on a still limited material. The recurrence rates are low
and a longer follow-up time is needed in order to draw firm conclusions.

. Based on our own experience, the SWENOTECA group has reached consensus that one
course of BEP chemotherapy should be offered as the main therapeutic option after
orchiectomy for patients with CS1 VASC+. The patient information should inform of
the option to choose BEP X 2. Surveillance as an option for CS1 VASC+ is not
recommended by the SWENOTECA group. Patients with CS1 VASC- should be
offered to choose between surveillance and one course of BEP.

10
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2. Purpose of the SWENOTECA VI treatment program
for patients with NSGCT in CS1

2.1 To offer patients and participating clinicians:
* The benefit of a modern, standardised program for the clinical staging procedures.
» Risk-adapted options for adjuvant treatment or close surveillance.
* A comprehensive follow-up program, with an audit by SWENOTECA institutions.

2.2 To register and compare the outcome of patients according to their choice of
therapy, with emphasis on:

* The relapse rate and pattern of relapse for the presumed low-risk patients.
* The relapse rate and pattern of relapse for the presumed high-risk patients.

» The toxicity after short adjuvant chemotherapy versus full treatment of relapse
respectively.

* Time to relapse, the histological type of the recurrence, and the response to salvage
chemotherapy and/or surgery.

3. Diagnosis, pre- and postorchiectomy examinations,
clinical staging

Diagmsist@arl@nger valid

Testicular cancer usually presents as a pain unilateral intrascrotal mass and is in the
majority of cases diagnosed by palpation. Fewer than 10% will present clinical symptoms
mimicking epididymitis. Ultrasound of both the testicles should be performed, and
exploration should be performed in all cases when clinical or ultrasound investigations cannot
exclude a tumour. Trans-scrotal fine needle aspiration or biopsy from the tumour should not
be performed.

3.2 Serum tumour markers

Increased levels of serum AFP (50-70%) and of B-HCG (40—60%) are seen in patients with
NSGCT. LDH is a less specific marker. Elevated levels of LDH occur in 80% of patients with
advanced testicular cancer.

3.3 Tests to be performed before orchiectomy;
* Serum levels of AFP, 3-HCG, LDH Mandatory!
* Serum levels of PLAP, optional
e Serum levels of LH, FSH, testosterone and SHBG
* All patients should be offered pre-orchiectomy sperm count with cryopreservation
» Ultrasound examination of both testicles
* General physical examination

11
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3.4 Inguinal exploration and orchiectomy

An incision similar to 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 there is no doubt of the diagnosis,
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. If any doubt of the diagnosis, the spermatic cord is clamped before mobilization
of the scrotal content, and the tunica vaginalis is opened for direct testicular inspection.
Frozen sections are unreliable and in most cases, orchiectomy should be performed without
delay. The vas and the spermatic vessels are ligated and divided separetely close to the
peritoneal fold.

The specimen is urgently sent for definitive histology. If possible, send the specimen fresh on
ice to the pathology department.

3.5 Biopsy of the contralateral testis

Biopsy of the contralateral testis should be done because of the risk of cancer in situ (CIS),
and this is best done at the time of the orchiectomy. See Addendum, chapter 15. The testis
should be held firmly and a transscrotal incision is made laterally on the tunica vaginalis, long
enough to see it clearly. After incising the parietal layer, make a small incision in the tunica
albuginea to allow testicular tubules to bulge out. Snip off a tuft of tubules cleanly with fine
sharp scissors. Plunge scissors and biopsy at once into a specimen pot containing Bouin's
solution. If there is a risk that the specimen will be in the fixative for more than 24 hours, it is

recommended togse fptieve’s fgative. If Stieve’s fluid is used, the spgcmmengan be stored in
the fixative for 2 icﬁ[m | d itvr\‘;ail‘r-‘l:ﬂlised diagnosis
by an experiencel p ist. FOlx Bt Dy spe aNeflyde should be

avoided since it destroys testicular morphology. Close incision in the tunica and skin
separately with interrupted 40 absorbable sutures.

3.6 Pathology of the testis

Following orchiectomy, the pathological examination of the testis should include the
following:

Macroscopic features and sampling:
. Side, testis size, tumour size and the macroscopic features of the tumour, and if
macroscopic engagement of epididymis, spermatic cord and tunica vaginalis.

. Sampling; 1 cm? 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.

Microscopic features and diagnosis:

. Histological type, and specification of individual components according to the 1998
WHO classification.

. Presence or absence of tumoural vascular invasion. Mandatory!

. Presence or absence of rete testis, tunica albuginea, tunica vaginalis, epididymis or

spermatic cord invasion.

12
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3.7

Presence or absence of intratubular germinal neoplasia in non-tumoural parenchyma.

pT category according to TNM 2002:
pTX -Primary tumour cannot be assessed (no orchiectomy has been performed)

pTO
pTis
pTl

pT2

pT3
pT4

-No evidence of primary tumour

-Intratubular germ cell neoplasia (cancer in situ, CIS)

-Tumour limited to the testis and epididymis without vascular/lymphatic
invasion; tumour may invade tunica albuginea but not tunica vaginalis

-Tumour limited to the testis and epididymis with vascular/lymphatic invasion, or
tumor extending through tunica albuginea with involvement of tunica vaginalis
-Tumour invades spermatic cord with or without vascular/lymphatic invasion
-Tumour invades scrotum with or without vascular/lymphatic invasion

Immunohistochemical studies: Should be used in case of diagnostic difficulties.

Tests to be performed directly after orchiectomy - Clinical staging procedure 1

Serum levels of AFP, -HCG, LDH
Chest X-ray

CT of thorax, abdomen and pelvis should be performed shortly after orchiectomy.
If there is clinically any indication of advanced metastatic disease it should be
done before orchiectomy.

Abdominal CT is necessary to determine the status of the retroperitoneal and
pelvic lymph nodes during the clinical staging procedure. CT may be difficult to
evaluate in slim young men and children who lack retroperitoneal fat, why a

compigmfntary ultfhsound may be performed. However, fle®vic Ifmph nodes are
diffi @at{@;ﬂ . Fic nal:laaj(MRI) may also
be helpful aSPdiagho ol s w¥hetially oo c¥fluation of pelvic

lymph nodes.

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

3.8 The 6-8 weeks observation period before final clinical staging

Serum levels of AFP and B-HCG must be monitored weekly, or at least every second week
during this observation interval before the final clinical staging. The results must be evaluated
in regard to the expected decrease according to the half time values of 3 days for B-HCG and
7 days for AFP. The values should be plotted against the semi-logarithmic standard plots
shown in figures chapter 17 and 18.

Any clear deviation from these plots indicates metastatic disease, thus ending the
observation period.

13
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3.9 Final clinical staging — Clinical staging procedure 2
(To be performed in patients who are in CS1 after the 1* staging procedure)

Final clinical staging at 6—8 weeks from orchiectomy should include:
. Repeated clinical examination of potential metastatic sites, and the remaining testis.

. CT of thorax, abdomen and pelvis, with special emphasis on the retroperitoneal, iliacal
and mediastinal lymph nodes. Note that CT is the main imaging modality for the final
clinical classification!

. Magnetic resonance imaging (MRI) is presently not recommended as routine staging
procedure. However, MRI can be very helpful when abdominal CT is inconclusive (or
in cases of allergies to iodinated contrast media).

. Serum levels of AFP, B-HCG, LDH
. Serum levels of LH, FSH, testosterone and SHBG

. Other investigations that may be indicated on an individual basis.

4. Information to the patient, therapeutic decision and
implementation

The written information (chapter 11-14) regarding the treatment options must be given to the
patient, with adequate time for remaining questions. The patient should always be offered a

new consultationj\yitlin a shorfjtime. Furthermore. written informatich 8houll be given of the
registration in th EQA @ ﬁ @ e(Fnalv/aD 1 @| onitoring of
the case records.

In Norway the written information must be signed by the patient.
In Sweden the patient’s consent is noted in his case records.

The patient should be treated and followed according to the same principles if he does not
consent to be registered with full name in the database, but in such case an anonymous
registration form, with only a registration number and code made by the responsible clinician
must be sent to the SWENOTECA secretariat.

Immediately after the informed consent has been given, and the treatment (BEP x 1, BEP x 2,
or surveillance only) is decided, the SWENOTECA “Registreringsblankett” should be sent to:

. Kontor for klinisk kreftforskning, Haukeland Universitetssykehus, 5021 Bergen
(Norwegian patients)

. Regionala tumdrregistret, Universitetssjukhuset i Lund, 221 85 Lund
( Swedish patients)

14
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5. The adjuvant BEP chemotherapy

If adjuvant chemotherapy is given, it should be started as soon as possible after the final
clinical staging. The standard five-day BEP-regimen is used, chapter 19. Bleomycin is given
on day 1, 5 and with full blood counts on day 15. The SWENOTECA “Behandlingsblankett
2A” is filled in and sent to the national SWENOTECA secretariat. Registration of toxicity is
especially important.

6. The follow-up procedures

All the CS1 NSGCT patients, regardless of any adjuvant therapy, are to be followed very
closely, and according to the follow-up schedule specified in chapter 20. Ultrasound
examination of the abdominal and pelvic lymph node areas may be performed in slim patients
instead of CT, according to the clinician responsible for the follow-up. If there is any
ambiguity, a CT or MRI examination must be performed. CT or MRI must be performed at
least once yearly.

The SWENOTECA follow-up form must be filled in and sent to the national SWENOTECA
secretariat, preferably after each visit, or at the least once yearly if there is no relapse.

If some of the follow-up consultations are delegated to a local hospital, the responsible
SWENOTECA clinician must ensure that good compliance to follow-up can be continued,
and that any relapse is reported promptly to the SWENOTECA secretar.iat.

No lo nger valid

7. Treatment in case of re

The SWENOTECA Follow-up form must be filled in, and sent to the national
SWENOTECA secretariat 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 follow-up program, if indicated.

If a pathological level of AFP, B-HCG and/or LDH is detected, the serum tumour markers
examinations must be repeated as soon as possible. A rapid renewal of pertinent clinical and
radiological examinations, before the next scheduled control should be considered. An
ultrasound examination of the contralateral testicle should also be performed, if there is no
other sign of evident metastases despite elevated serum tumour markers. Biopsy of any
evident metastatic/tumour lesions is advisable, but not mandatory if there is clear and
persistent serum tumour marker elevation.

If pathological levels of the specific markers AFP and/or HCG-beta are found, with or
without clinical or radiological evidence of metastases, salvage chemotherapy, according to
the principles and schedules in the SWENOTECA IV protocol should be instituted as soon as
possible. In patients having received adjuvant treatment, and if more chemotherapy is needed,
however, BEP should be changed to PEI when the maximum accumulated dose of Bleomycin
reaches 300 000 units = 300 mg.

15
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If there are indications of metastatic disease radiologically, or clinically, without elevation of
serum AFP or 3-HCG, a growing teratoma should be suspected. If feasible, surgery according
to the principles of post-chemotherapy surgery for metastatic disease should be performed to
obtain histological verification. If a mature teratoma has been completely removed and there
is no serum tumour marker elevation pre- or postoperatively, no postoperative chemotherapy
is necessary. Chemotherapy should be instituted only when viable cancer is found.

Discussions with other experienced SWENOTECA clinicians are encouraged.

8. Monitoring and reporting the results of the program

The SWENOTECA registration form must be sent to the national SWENOTECA secretariat
immediately after inclusion, the treatment form for patients receiving adjuvant BEP at the
first follow-up visit after the chemotherapy, and the follow-up form should preferably be sent
in after each follow-up visit, and at lest yearly, if there is no relapse.

In cases of relapse, it is very important that a complete follow-up form, with all details
regarding the relapse reaches the national SWENOTECA secretariat as soon as possible.
The treatment form must be forwarded to the secretariat after completion of the salvage
therapy.

The national SWENOTECA secretariat, together with the Program Coordinators are

responsible for Nrin o all the incoming forms, and to perform an pdate fegarding the
actuarial relapse fa4a vallia Ot fuq*fsah‘[l] beigm, as detailed in
paragraph 2.2 ab8ve, tst ye r g t be re¥icWedhi] @ participating

clinicians, and if necessary on-site monitoring and retrieval of all pertinent data, based upon
the patient’s case record should be performed, provided that the patients have given
permission to such on-site monitoring at inclusion into the program.

9. Ethical considerations

Based upon the SWENOTECA III experience with 100% cure rate, a randomised comparison
of adjuvant chemotherapy versus surveillance is not feasible for patients with Non-
seminomatous Germ Cell Testicular Cancer in clinical stage 1 (NSGCT CS1).

The VASC+ patients are expected to have a 50% relapse risk after the final clinical staging
without adjuvant chemotherapy. One course of adjuvant BEP will however reduce the relapse
rate to about 5—10%. Thus, in treating adjuvantly, fewer patients will have to receive salvage
chemotherapy in the form of 3—4 courses of BEP. The risk of long-term side effects is
considerably higher if multiple chemotherapy courses are given, and thus the aim is to reduce
potentially toxic treatment to a minimum, without jeopardising the outcome of the patient.
The psychological distress from having a recurrence is poorly studied, but should also be
taken into account when discussing adjuvant therapy with the patient.

For patients with VASC- CS1 disease, the relapse rate is reduced from about 15% to about

5%, if adjuvant BEP x 1 is given. About 10% of the VASC negative CS1 patients are
expected to be spared the frustration of relapse, and the more intensive chemotherapy, and/or
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the morbidity of RPLND surgery, if they undergo adjuvant chemotherapy with BEP x 1,
compared to those who choose surveillance only.

Two courses of BEP have been shown to be very effective in preventing relapse both in high-
risk CS1 patients, and in CS1 patients found to have retroperitoneal metastases at staging
RPLND (8, 17, 18). However, based on the preliminary data from the SWENOTECA 111
protocol on 625 CS1 patients (See Table 1), treated according to the different risks of
microscopic disease, based on the presence or absence of microscopic vascular invasion, the
conclusion is that one course of adjuvant chemotherapy will give a clinically important
reduction in the risk of relapse for patients with NSGCT CS1. For patients with VASC+, this
risk reduction is believed to outweigh the inconvenience and side effects of one course of
chemotherapy. For those who wish to reduce this risk even further (from about 10% to 2%),
the option to receive BEP x 2 as adjuvant therapy for VASC+ disease is possible. Patients
treated with BEP x 2 need less intense follow-up.

We expect the therapeutic options (one BEP versus surveillance for VASC- patients) to be
equally effective in the long perspective. As they are so different regarding short-time toxicity
and inconvenience, patterns of relapse and need for salvage therapy, the patients should have
the opportunity to decide themselves what option is best suited for their situation and
temperament. When carefully registered, followed up and analysed, the experience collected
from such large and unselected patient series will be of practical and scientific interest. If the
preventive effect of BEP X 1, and the toxicity profile continues to be as good as we expect,
the future management and follow-up procedures of patients with NSGCT CS1 may become
significantly easier and more cost effective.

s common reaf NG @n@a;;sevalli@md

monitoring of the pertinent data from an ex nced data management secretariat are
important features in securing the 100% tumour specific survival achieved in two prior
SWENOTECA programs for NSGCT CS1. We are convinced that nearly all patients will
agree to have their staging, treatment and follow-up data registered and monitored. The
patients are, however, free to abstain from such external registration and monitoring, if they
prefer to.
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11. Patientinformation September 2004

Stadium I icke-seminomat0s testikelcancer utan kirlinvaxt

Idag botas néstan 100 % av patienter med testikelcancer i stadium I (= utan spridning av
tumoren). Det finns idag olika behandlingsalternativ, med sina respektive for- och nackdelar.
Vi vill darfor att du ldser igenom denna information, och darefter funderar dver vilket
behandlingsalternativ du tror skulle passa dig bést.

Du har opererats for testikelcancer av sé kallad icke-seminomatos typ. Vid den utredning som
gjorts har det inte pavisats spridning av tumédren. Andé kan det hos en del patienter fore-
komma spridning av enstaka tumdrceller och da oftast till lymfkortlar inne 1 bukhdlan. Risken
for spridning av testikelcancer av den typ du har dr relativt 1ag, cirka 15%. Spridningen visar
sig i regel inom de forsta 18 ménaderna efter testikeloperationen. I séillsynta fall kan aterfall
uppkomma senare.

Problemet &r att man idag inte pa forhand kan veta vilka patienter som utan forebyggande
tilliggsbehandling kommer att forbli friska (ca 85%), eller vilka som kommer f4 aterfall av
sin sjukdom (15%). Med tilliggsbehandling, s.k. adjuvant cytostatikabehandling, kan man
minska risken for aterfall men samtidigt behandlas alla, som &nd4 inte skulle fatt aterfall,
(85%) 1 onddan.

Vi har idag effektiv behandling som kan bota de allra flesta patienter som fétt aterfall av sin
testikelcancer. Denna behandling innebér cirka 3—4 cytostatikakurer (cellgiftsbehandlingar).

I manga fall gen@Nfols dageftey egQu ratign fag attavliesgageribllagbster av dotter-
tumorer som kanfifi re t i i';genva T

I Norge och Sverige, som sedan ldnge har ett nira samarbete vad géller behandling av
testikelcancer, anvéinds for ndrvarande tvd behandlingsprinciper (A eller B) for patienter med
icke-seminomatds testikelcancer i stadium .

A) Regelbundna kontroller med blodprov och rontgenundersdkningar under cirka tio &rs tid.
Behandling ges om sjukdomen skulle dterkomma. Detta dr en vedertagen princip som
anvands pa manga héll i Europa och USA. Fordelen 4r att ingen behandlas i onddan.
Nackdelen &r att de patienter (ca 15%) som fér aterfall, miste behandlas med cytostatika 1
3—4 ménader samt 1 vissa fall genomgé en omfattande operation. Sddan behandling leder i
de allra flesta fall till bot, men behandlingen &r tung och medfor risk for bestdende
biverkningar.

B) En kort forebyggande cytostatikabehandling, samt dérefter kontroller med blodprov och
rontgenundersdkningar under cirka tio ars tid. Vi vet att risken for aterfall efter tva kurer
cytostatika dr mycket liten (ca 2-3%), och vér erfarenhet hittills ar att risken for aterfall
ocksé efter en forebyggande kur dr liten (ca 5%). Fordelarna med att ge en forebyggande
cytostatikakur dr att de flesta dterfall forhindras samtidigt som risken for bestdende
biverkningar efter en cytostatikakur &r liten. Nackdelen dr att cirka 85 % av patienterna
behandlas i onddan. Vi vet inte idag sdkert hur stor risken ar for att fa aterfall trots denna
forebyggande behandling. Déarfor maste kontroller ske regelbundet enligt ovan.
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Forebyggande cytostatikabehandling

All cytostatikabehandling ger akuta biverkningar som nigon enstaka géng kan vara allvarliga.
Biverkningarna av en enda cytostikakur med de for testikelcancer aktuella medicinerna
(bleomycin, etoposid, platinol, s.k. BEP-kur), kommer i de allra flesta fall att vara mattliga,
och mindre uttalade @n vid den mer l&ngvariga behandling som maste ges om man far ett
aterfall. En BEP-kur ges som intravends infusion (dropp i armens blodkérl) av medicinerna
etoposid och platinol under fem dagar samt en injektion av bleomycin dag 1, 5 och 15. Man
vardas inne pa sjukhus under de fem dagar d& droppen ges. De mest besvirande biverkning-
arna av BEP-kuren &r illamdende och krikningar under och nigra dagar efter behandlingen.
Dessa besvir kan dock i allméinhet forhindras effektivt med hjilp av moderna mediciner mot
illamaende. Oftast kommer héaravfall ca 2—4 veckor efter man fatt sin 5-dagars-behandling.
Haret borjar vixa igen efter nagra veckor. Antalet vita blodkroppar kommer att sjunka de
forsta tva veckorna efter start av behandlingen och man kan pga detta vara mer kénslig for
infektioner. Aven andra blodvirden kan paverkas, men efter cirka tre veckor har de i
allménhet normaliserats. En del patienter kan kidnna en besvérande trotthet, som kan vara
bestdende under 3—4 veckor. Det dr ocksa ként att 3—4 cytostatikakurer kan ge kvarstdende
biverkningar i form av horsel- och njurfunktionsskador. Efter vad vi kdnner till idag sa ar
sannolikheten liten for att 1 BEP-kur skulle ge 1dngtidsbiverkningar.

Vivill be om ditt tillstind att, ipom de sekretesskyddade databaser vi har, fa registrera
uppgifter som rofN\inksjgedom, . N [ gmpetyv i kan ocksé vid
behov behova gm a thm:g{@ IﬁérM?Infl:d(omplettera
dessa uppgifter som vanligen ldamnas pa fo ta blanketter. Denna registrering har
betydelse for att mojliggdra kontinuerlig utvardering av de olika behandlingsalternativen,

samt for att framdver kunna dra slutsatser som skall leda till att bista tainkbara behandling ges
till patienter med testikelcancer.

Om du inte samtycker skall du meddela detta till oss.

kontaktperson telefonnummer
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12. Patientinformation September 2004
Stadium I icke-seminomat0s testikelcancer med kérlinvaxt

Idag botas néstan 100 % av patienter med testikelcancer i stadium I (= utan spridning av
tumoren). Det finns idag olika behandlingsalternativ, med sina respektive for- och nackdelar.
Vi vill dérfor att du laser igenom denna information, och dérefter funderar 6ver vilket
behandlingsalternativ du tror skulle passa dig bést.

Du har opererats for testikelcancer av sa kallad icke-seminomatds typ. Vid den utredning som
gjorts har det inte pavisats spridning av tuméren. And4 kan det hos en del patienter fore-
komma spridning av enstaka tumorceller, och da oftast till lymfkortlar inne i bukhalan.
Risken for spridning av testikelcancer av den typ du har ar relativt hog, cirka 50%.
Spridningen visar sig i regel inom de forsta 18 ménaderna efter testikeloperationen. I sillsynta
fall kan 4terfall uppkomma senare.

Problemet dr att man idag inte pa forhand kan veta vilka patienter som utan forebyggande
tilliggsbehandling kommer att forbli friska (50%), eller vilka som kommer fa aterfall av sin
sjukdom (50%). Med tilliggsbehandling, s.k. adjuvant cytostatikabehandling, kan man
minska risken for aterfall men samtidigt behandlas alla, som &ndé inte skulle fatt aterfall,
(50%) i onddan.

Vi har idag effektiv behandling som kan bota de allra flesta patienter som fatt aterfall av sin
testikelcancer. Denna behandling innebér cirka 3—4 cytostatikakurer (cellgiftsbehandlingar).

I manga fall gen@nofcgs déireftei en bukoperation for att avligsna everguella Ister av dotter-

tumorer som kanfif? @re t i}eiFeHV a I

I Norge och Sverige, som sedan ldnge har ett ndra samarbete vid behandling av testikelcancer,
anvinds for ndrvarande tva behandlingsprinciper (A eller B) for patienter med icke-semino-
mat0s testikelcancer 1 stadium I och péavisad karlinvéxt. Det tredje alternativet (C) anvénds i
bl. a. Danmark och USA, och kraver mycket tita kontrollundersdkningar.

A) En kort forebyggande cytostatikabehandling, samt dérefter kontroller med blodprov och
rontgenundersdkningar under cirka tio ars tid. Vi vet att risken for aterfall efter tva kurer
cytostatika dr liten, (ca 2-3%), och var erfarenhet hittills &r att risken for aterfall ocksé
efter en forebyggande kur dr liten (5—10%). Fordelarna med att ge en forebyggande
cytostatikakur dr att manga éterfall forhindras samtidigt som risken for bestdende
biverkningar efter en cytostatikakur &r liten. Att ge endast en forebyggande cytostatika-
behandling édr en behandling under utvédrdering. Vi vet inte idag sékert hur stor risken &r
for att fa aterfall trots denna forebyggande behandling. Darfor maste kontroller ske
regelbundet enligt ovan.

B) Tvé forebyggande cytostatikakurer, samt kontroller med blodprov och rontgenunder-
sokningar under 10 ar, men glesare d4n om endast en kur ges. Denna behandling ges pa
ménga stéllen i vérlden till patienter med icke-seminomatds testikelcancer stadium I med
pavisad karlinvaxt. Vi vet att risken for aterfall efter tva kurer cytostatika &r liten (ca 2—
3%). Biverkningarna efter 2 kurer dr ndgot mer uttalade och ihéllande &n efter en kur.
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C) Tita kontroller med blodprov och rontgenundersokningar under cirka tio ars tid.
Behandling ges om sjukdomen skulle dterkomma. Detta dr en vedertagen princip som
anvinds pa en del hall i Europa och USA. Fordelen dr att ingen behandlas i onddan.
Nackdelen ar att de patienter som far aterfall (ca 50%), méste behandlas med cytostatika 1
3—4 manader samt i minga fall genomga en omfattande operation. Sddan behandling
leder i de allra flesta fall till bot men behandlingen dr intensiv och medfor risk for
bestaende biverkningar. Vi rekommenderar inte detta alternativ.

All cytostatikabehandling ger akuta biverkningar som nagon enstaka géng kan vara allvarliga.
Biverkningarna av en enda cytostikakur med de for testikelcancer aktuella medicinerna
(bleomycin, etoposid, platinol, s.k. BEP-kur), kommer i de allra flesta fall att vara méttliga,
och mindre uttalade @n vid den mer l&ngvariga behandling som maste ges om man far ett
aterfall. En BEP-kur ges som intravends infusion (dropp i armens blodkirl) av medicinerna
etoposid och platinol under fem dagar samt en injektion av bleomycin dag 1, 5 och 15. Man
vérdas inne pé sjukhus under de fem dagar da droppen ges. De mest besvirande biverk-
ningarna av BEP-kuren &r illamaende och kridkningar under och nagra dagar efter behand-
lingen. Dessa besvir kan dock i allménhet forhindras effektivt med hjilp av moderna medi-
ciner mot illamdende. Oftast kommer héravfall ca 2—4 veckor efter man fétt sin 5-dagars-
behandling. Haret borjar véxa igen efter ndgra veckor. Antalet vita blodkroppar kommer att
sjunka de forsta tva veckorna efter start av behandlingen och man kan pga detta vara mer
kinslig for infektioner. Aven andra blodvirden kan paverkas, men efter cirka tre veckor har
de i allminhet normaliserats. En del patienter kan kinna en besvérande trotthet, som kan vara
bestdende under 3—4 veckor. Det &r ocksa kint att 3—4 cytostatikakurer kan ge kvarstaende
biverkningar i form ay horsel och njurfunktlonsskador Efter Vad vi kinner gl idag sé dr

sannolikheten lit viljer 2 BEP-
kurer, ges kur 2 ffe fte st é T

Vi vill be om ditt tillstdnd att, inom de sekretesskyddade databaser vi har, fa registrera
uppgifter som ror din sjukdom, behandlingen och forloppet av sjukdomen. Vi kan ocksa vid
behov behdva gi igenom dina journalhandlingar och tumdrpreparatet, for att komplettera
dessa uppgifter som vanligen ldmnas pé fortryckta blanketter. Denna registrering har
betydelse for att mojliggora kontinuerlig utvirdering av de olika behandlingsalternativen,
samt for att framdver kunna dra slutsatser som skall leda till att bésta tdinkbara behandling ges
till patienter med testikelcancer.

Om du inte samtycker skall du meddela detta till oss.

kontaktperson telefonnummer
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13. Pasientinformasjon September 2004
Stadium I non-seminom testikkelkreft uten karinnvekst (CS1 VASC-)

I dag helbredes nesten 100 % av pasienter med testikkelkreft i stadium I (uten pavist
spredning av svulsten). Det finnes ulike behandlingsprinsipper, med forskjellige fordeler og
ulemper. Vi ber derfor at du leser ngye gjennom denne informasjonen, og selv vurderer
hvilket behandlingsopplegg du synes passer best for din situasjon.

Du er operert for testikkelkreft av sékalt non-seminom type. Etter grundig utredning er det
ikke pavist spredning av kreftsvulsten, men vi vet at det likevel er en risiko for at enkelte
kreftceller kan ha spredt seg; da oftest til lymfeknuter pa bakre bukvegg. En slik
mikroskopisk spredning gir senere dattersvulster (metastaser) i lymfeknutene, eventuelt ogsa
til lunger og andre organ. Risikoen for spredning av din type testikkelkreft er relativt lav, ca.
15 %, dersom ingen tilleggsbehandling gies. Eventuell spredning viser seg vanligvis innen de
forste 18 méneder etter testikkeloperasjonen. Dessverre kan vi ikke forutsi hvem som fér
tilbakefall.

Vi har i dag effektiv behandling som kan helbrede de aller fleste som fér pévist tilbakefall fra
testikkelkreft. Denne behandlingen inneberer ca. 4 intensive cellegiftkurer (cytostatika-
behandlinger). I de fleste tilfelle utfores deretter en relativt omfattende operasjon for & fjerne
eventuelle rester av dattersvulster som kan gjensta etter cellegiftbehandlingen.

I Norge og Sverige, som lenge har samarbeidet om testikkelkreftbehandling, anvender vi for
tiden to forskjellM.l andlin alternatlver (A + B) for pasienter mei mon-sgminom

testikkelkreft i st QD e r V a

A) Regelmessige og tette etterkontroller lodpraver og rentgenundersekelser i ca. 10 ar.
Pasienter med tilbakefall behandles straks dette pavises. Dette er et internasjonalt
veletablert opplegg. Fordelen er at ingen far unedvendig behandling. Ulempen er at de
pasienter (15 %) som fér tilbakefall i kontrollperioden, mé cellegiftbehandles 1 3—4
méneder, og i mange tilfelle gjennomgar en omfattende operasjon. Nesten alle pasienter
med tilbakefall helbredes, men behandlingen er ganske intensiv og medferer en viss
risiko for varige bivirkninger. Alternativ A (neye etterkontroll og kun behandling ved
tilbakefall) er i dag en etablert behandling ved den type testikkelkreft du har, og
representerer ikke utprovende behandling.

B) Pasientene far én forebyggende cellegiftkur, etterfulgt av neye etterkontroll tilsvarende
alternativ A. Vi vet at risiko for tilbakefall etter to forebyggende cellegiftkurer er meget
liten (mindre enn 5 %). Vér erfaring hittil er at risikoen for tilbakefall etter kun én kur
ogsé er liten. Fordelen med & gi én forebyggende cellegiftkur er at de fleste tilbakefall
forhindres, samt at risiko for varige bivirkninger etter er meget liten. Ulempen er at ca.
80—-85 % av pasienten far en unedvendig cellegiftkur. Vi vet forelopig ikke sikkert hvor
stor risikoen er for tilbakefall etter kun en slik forebyggende cellegift-kur, og vil derfor
kontrollere alle like noye som de som velger ikke & fa en slik kur. Alternativ B (kun én
forebyggende BEP cellegiftkur) mé fortsatt ansees & vare utprovende behandling ved den
type testikkelkreft som du har, i motsetning til & gi to BEP-kurer. Det kreves derfor
skriftlige samtykke for & inngd 1 en studie av slik utprevende behandling.
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Forebyggende cellegiftbehandling

All cellegiftbehandling gir akutte bivirkninger, som i enkelte tilfelle kan vere alvorlige.
Bivirkningene av en enkelt cellegiftkur med de velprevde medikamentene bleomycin,
etoposid og cisplatin (sdkalt BEP-kur) vil i de aller fleste fall vaere begrensede og mindre
uttalte enn ved den mer langvarige behandlingen som méi gies ved tilbakefall. En BEP-kur
gies som intravengs infusjon (drypp i en vene pd armen) av etoposid og cisplatin i 5 dager pé
rad, samt en injeksjon av bleomycin dag 1, 5 og 15. Man ma vere innlagt i sykehus de 5
dager som infusjonen gies. Den mest ubehagelige bivirkning av BEP-kuren er kvalme og
brekninger under og noen dager etter behandlingen. Dette kan vanligvis hindres eller dempes
ved moderne kvalmeforebyggende medisiner. De fleste vil f4 haravfall 2—4 uker etter start av
5 dagers behandlingen. Héret vil begynne & vokse ut igjen etter noen uker. Antall hvite
blodlegemer kommer til & falle de 2 forste ukene etter behandlingsstart og man kan da vere
mer utsatt for infeksjoner. Ogsa andre blodverdier kan pavirkes, men etter 3 uker er de
vanligvis normalisert. En del pasienter vil merke plagsom tretthet, som kan bestd 3—4 uker.
Etter 3—4 slike BEP-kurer kan man se varig redusert hersel og (moderat) pavirket
nyrefunksjon. Sannsynligheten for slike langtids-bivirkninger etter kun en BEP-kur anser vi

som liten, og vesentlig mindre enn om 3—4 eller flere kurer mé gies ved péavist tilbakefall av
testikkelkreft.

Konfidensialitet og dataregistrering

Forskningsmedarbeiderne har taushetsplikt pa linje med de som behandler deg i1 sykehuset.
Dataregisteret er sikret mot uvedkommende innsyn etter retningslinjer i norske helselover.
Behandlingsprotokollen og dette informasjonsskriv er godkjent av Regional komite for
medisinsk forskningsetikk.

|
yiberoman i [NHD) %@H@@{M atigh
behandlingen og det videre sykdomsforlop.use opplysningene lagres 1 den sikkerhets-

belagte medisinske databasen som er opprettet ved Kontor for Kliniske Kreftforskning,
Haukeland Universitetssykehus, Bergen. Vi ber ogsa om din tillatelse til at forsknings-
medarbeidere herfra kan gé gjennom din journal for & komplettere og kontrollere de
registrerte opplysninger. Slik registrering og kontroll er nedvendig for kontinuerlig & vurdere
fordeler og ulemper ved de ulike behandlingsalternativer, og dra erfaringer som kan lede til
best mulig behandling for pasienter med testikkelkreft. Etter var mening vil en slik lopende
registrering og mulighet for ekstern kontroll innebere ekstra kvalitetssikring ogsé for ditt eget
etterkontroll-opplegg.

Du kan reservere deg for en slik person-identifiserbar registrering og ekstern kontrollmulighet
av dine journalopplysninger. Vi ensker i s fall & kunne registrere relevante opplysninger om
deg i databasen kun via et lopenummer, og hvor din identitet bare er kjent av din behandlende
sykehusavdeling.
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SAMTYKKEERKLZAERING

Jeg har lest og forstatt ovenstdende informasjon, og gir / gir ikke (stryk det som ikke passer)
tillatelse til at medisinske opplysninger som er relevante for min behandling og etterkontroll
av min sykdom registreres med mitt navn og personnummer i en medisinsk database ved

Kontor for Klinisk Kreftforskning (KKK) ved Kreftavdelingen, Haukeland
Universitetssykehus, Bergen.

Ved behov kan / kan ikke (stryk det som ikke passer) forskningsmedarbeider fra KKK fa
kontrollere relevante opplysninger i min sykehusjournal.

blokkbokstaver

No longer valid
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14. Pasientinformasjon September 2004
Stadium I non-seminom testikkelkreft med karinnvekst (CS1 VASC+)

I dag helbredes nesten 100 % av pasienter med testikkelkreft i stadium I (uten pavist
spredning av svulsten). Det finnes ulike behandlingsprinsipper, med forskjellige fordeler og
ulemper. Vi ber derfor at du leser ngye gjennom denne informasjonen, og selv vurderer
hvilket behandlingsopplegg du synes passer best for din situasjon.

Du er operert for testikkelkreft av sékalt non-seminom type. Etter grundig utredning er det
ikke pavist spredning av kreftsvulsten. Det er imidlertid pavist innvekst av kreftceller i blod-
eller lymfekar omkring primaersvulsten i testikkelen. Vi vet at risikoen for spredning, oftest til
lymfeknuter pd bakre bukvegg, statistisk sett er relativt hoy (ca. 50 %)i slike tilfeller dersom
ingen tilleggsbehandling gies. Eventuell spredning viser seg vanligvis innen de forste 18
méneder etter testikkeloperasjonen. Dessverre kan vi ikke forutsi hvem som fér tilbakefall.

Vi har i dag effektiv behandling som kan helbrede de aller fleste som far pavist tilbakefall av
testikkelkreft. Denne behandling inneberer ca. 4 intensive cellegiftkurer (cytostatikakurer).

I de fleste tilfelle utfores deretter en relativt omfattende operasjon for & fjerne eventuelle
rester av dattersvulster som kan gjensté etter cellegiftbehandlingen.

I Norge og Sverige, som lenge har samarbeidet om testikkelkreftbehandling, anvender vi for

tiden to behandlingsalternativer (A + B) for pasienter med non-seminom testikkelkreft i

stadium I med pévist karinfiltrasjon. Det tredje alternativet (C) anvendes bl.a. i Danmark og

USA og krever sgertgette kont oller, men anbefales ikke vanligvis 1 l(rgﬁ Sverige.
1,

A) Pasientene f ngg e[c‘el etrgt ava er tilsvarende

alternativ A. V1 vet at risiko for tilbakef®1l etter to forebyggende cellegiftkurer er meget
liten (mindre enn 5 %). Vi erfaring hittil er at risikoen for tilbakefall etter kun én kur
ogsé er liten (5—10 %). Risiko for varige bivirkninger etter én cellegiftkur er meget liten.
Ulempen med dette behandlingsalternativet er at ca. 50 % av pasientene far en
unedvendig cellegiftkur. Vi vet forelopig ikke sikkert hvor stor risikoen er for tilbakefall
etter kun én forebyggende cellegift-kur. Derfor er tette etterkontroller nedvendig og
viktig.

B) Pasientene far to forebyggende cellegiftkurer, og blir deretter fulgt med regelmessige
etterkontroller. Risikoen for tilbakefall etter to forebyggende cellegiftkurer er meget liten
(mindre enn 5%). Dette behandlingsalternativet er etablert 1 mange land. Bivirkningene
etter to cellegiftkurer er ofte mer uttalte sammenlignet med bare én kur.

C) Regelmessige og tette legekontroller med blodprever og rentgenundersekelser i ca. 10 ar.
Dersom dattersvulster pavises, vil cellegiftbehandling etter internasjonale retningslinjer
straks bli iverksatt. Fordelen med dette behandlingsalternativet er at ingen fér
ungdvendig behandling. Ulempen er at de ca. 50 % av pasientene som far tilbakefall ma
cellegiftbehandles i 3—4 maneder, og i mange tilfelle ogsa gjennomgé en omfattende
operasjon. Nesten alle pasienter med tilbakefall helbredes, men behandlingen er ganske
intensiv og medferer en viss risiko for varige bivirkninger.
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Forebyggende cellegiftbehandling

All cellegiftbehandling gir akutte bivirkninger, som i enkelte tilfelle kan vere alvorlige.
Bivirkningene av én cellegiftkur med de velprovde medikamentene bleomycin, etoposid og
cisplatin (sdkalt BEP-kur) vil i de aller fleste tillfeller vaere begrensede og mindre uttalte enn
ved den mer langvarige behandlingen som gis ved tilbakefall. En BEP-kur gies som
intravengs infusjon (drypp i en vene péd armen) av etoposid og cisplatin i 5 dager pa rad, samt
in injeksjon av bleomycin dag 1, 5 og 15. Man ma vare innlagt i sykehus de 5 dager som
infusjon gies. Den mest ubehagelige bivirkning av BEP-kuren er kvalme og brekninger under
og noen dager etter behandlingen. Dette kan vanligvis hindres eller dempes ved moderne
kvalmeforebyggende medisiner. De fleste vil fa hiravfall 2—4 uker etter start av 5 dagers
behandlingen. Héret vil begynne & vokse ut igjen etter noen uker. Antall hvite blodlegemer
kommer til & falle de 2 forste ukene etter behandlingsstart og man kan da vere mer utsatt for
infeksjoner. Ogsé andre blodverdier kan pavirkes, men etter 3 uker er de vanligvis
normalisert. En del pasienter vil merke plagsom tretthet som kan bestd 3—4 uker. Etter 3—4
slike BEP-kurer kan man se varig (moderat) redusert hersel og (moderat) pavirket
nyrefunksjon. Sannsynligheten for slike langtids-bivirkninger etter kun én BEP-kur anser vi

som liten, og vesentlig mindre enn om 3—4 eller flere kurer mé gies ved péavist tilbakefall av
testikkelkreft.

Konfidensialitet og dataregistrering

Forskningsmedarbeiderne har taushetsplikt pd linje med de som behandler deg i sykehuset.
Dataregisteret er sikret mot uvedkommende innsyn etter retningslinjer i norske helselover.
Behandlingsprotokollen og dette informasjonsskriv er godkjent av Regional komite for
medisinsk forskningsetikk.

i veroman i INHQD) l@mgeprmy ahd..-

behandlingen og det videre sykdomsforlap se opplysningene lagres 1 den
sikkerhetsbelagte medisinske databasen som er opprettet ved Kontor for Kliniske
Kreftforskning, Haukeland Universitetssykehus, Bergen. Vi ber ogsd om din tillatelse til at
forskningsmedarbeidere herfra kan ga gjennom din journal for & komplettere og kontrollere
de registrerte opplysninger. Slik registrering og kontroll er nedvendig for kontinuerlig a
vurdere fordeler og ulemper ved de ulike behandlingsalternativer, og dra erfaringer som kan
lede til best mulig behandling for pasienter med testikkelkreft. Etter vr mening vil en slik
lopende registrering og mulighet for ekstern kontroll innebare ekstra kvalitetssikring ogsé for
ditt eget etterkontroll-opplegg.

Du kan reservere deg for en slik person-identifiserbar registrering og ekstern kontrollmulighet
av dine journalopplysninger. Vi ensker i s fall & kunne registrere relevante opplysninger om
deg 1 databasen kun via et lopenummer, og hvor din identitet bare er kjent av din behandlende
sykehusavdeling.
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SAMTYKKEERKLARING

Jeg har lest og forstatt ovenstadende informasjon, og gir / gir ikke (stryk det som ikke passer)
tillatelse til at medisinske opplysninger som er relevante for min behandling og etterkontroll
av min sykdom registreres med mitt navn og personnummer i en medisinsk database ved
Kontor for Klinisk Kreftforskning (KKK) ved Kreftavdelingen, Haukeland
Universitetssykehus, Bergen.

Ved behov kan / kan ikke (stryk det som ikke passer) forskningsmedarbeider fra KKK fa
kontrollere relevante opplysninger i min sykehusjournal.

blokkbokstaver

No longer valid
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15. Addendum — Carcinoma-in-situ of the testis

Definition

Testicular carcinoma-in-situ (CIS) represents a specific histological pattern characterised by
presence in the seminiferous tubules of cells possessing several cellular characteristics of
malignancy: abundant, glycogen-rich cytoplasm, large irregular nucleus with coarse
chromatin clumps, aneuploid DNA content and multiple nucleoi (Skakkebak 1978). In
typical cases, the CIS cells and normally looking Sertoli cells are the only cell types present
in the tubules. However, in some cases the CIS cells can be spread among cells of normal
spermatogenesis. The proportion of tubules containing CIS cells vary from few to near 100%
and usually the CIS tubules are dispersed throughout the whole testis (Jacobsen GK. et al.,
1981).

Natural course

CIS was originally reported in two infertile men who subsequently developed testicular germ
cell cancer (TGCC) (Skakkebak 1972). Studies of infertile men as well as TGCC patients
harbouring CIS in the contralateral testis indicated that following the diagnosis, 50% of the
men develop invasive tumours in 5 years and 70% in seven years (Giwercman et al., 1987).
Spontaneous regression of CIS has not been reported, and it seems probable that the majority
— if not all — cases of CIS progress into an invasive stage of TGCC (seminoma or non-
seminoma).

Biological aspects .

Epidemiological [Ntajandagnmuin glestgelecpragl igmindyc t wa its origin in the
early foetal life (N ‘ @ ot a‘II,IS 0 @ Elrkke%;ﬁw%). It has
been suggested that CIS cells are foetal gonwa#tes which have undergone malignant
transformation (Skakkebak et al., 1987). The aetiology behind arise of CIS and thereby
TGCC is unknown. The rapid increase in the incidence of TGCC, which has taken place
during the past few decades, indicates an impact of environmental and/or life style related
factors affecting the individual already in early foetal life (Skakkebak et al., 2001). Mother
smoking during the pregnancy and chemicals acting as ‘endocrine disrupters’ have been
linked to the aetiology of the CIS. The fact that CIS probably arise in the early foetal life does
also have practical clinical implications. Provided that the screening method has sufficient

sensitivity (see below), if CIS is not found in an adult man, his subsequent risk of developing
TGCC is negligible.

High risk groups

Danish studies have shown presence of CIS in 5-6% of men diagnosed with unilateral TGCC
(von der Maase et al., 1986). However, the high risk of CIS in the contralateral testis is not a
Danish phenomenon only, since similar figure was also found in a German study (Dieckmann
and Loy 1996). Unfortunately, corresponding figures from other countries are lacking.

Other high risk groups for CIS of the testis are: men with a history of cryptorchidism (2—-3%)
(Giwercman 1992); patients with infertility problem due to impaired testicular function (3%
in men with non-obstructive azoospermia); men with an extragonadal germ cell tumours (up
to 50%) (Daugaard et al., 1987); individuals with intersex conditions and gonadal dysgenesis
(rare conditions with very high risk of gonadal malignancy) (Miiller 1987).
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Clinical features

CIS of the testis does not present with any specific clinical features. Testes harbouring CIS
may be atrophic but CIS can also be found in normal-size gonads. Testicular palpation can be
associated with some tenderness but usually is not associated with any abnormal findings.
There are no specific serum markers of CIS.

Testicular ultrasound

Recent data have indicated that testicular microlithiasis (TM) - detection of multiple, small
hyperechogenic lesions in the testis — is associated with high risk of CIS (Lenz et al., 1987,
von Eckardstein et al., 2001). Thus, in a study of 78 men with TGCC the predictive value of
TM for the contralateral testis to contain CIS was 22.2% (Lenz et al., 1996). Although a
single case of CIS was found in a testis without TM, in such case the predictive value that the
testis would not contain CIS was 97.6% (Lenz et al., 1996). This result was confirmed in
another study (von Eckardstein et al., 2001).

Recommendations for use of ultrasound and its implications:

1) TGCC patients: since testicular biopsy can easily be performed in these men at the time
of orchidectomy, ultrasound as a screening for CIS in the contralateral testis is not
recommended. However, in rare cases where the biopsy performed at the time of
orchidectomy fails (e.g. because formaldehyde was used for fixation or tissue was taken
from epididymis and not from testis), ultrasound can be used for decision whether to
repeat the biopsy (+TM) or not (- TM);

2) In men seeking for infertility and presenting with testicular atrophy (one or both testes
with orchldometer measure below 15 ml) and/or history of cryptorchldlsm testicular

biopsy is 1n
3) The cl1n1ca1 se Ma 4 unknown and
the method is, therefore not recomme as a general screening for early TGCC.

Diagnosis

The only reliable method of diagnosing CIS is performing open surgical biopsy (Dieckmann
et al., 1999). It has to be stressed that the sensitivity of a needle biopsy has not been
investigated. In TGCC patients the biopsy can ideally be done at the time of orchidectomy.
The risk of serious complications following open surgical biopsy is very low and significantly
less than the probability of developing contralateral TGCC (Bruun et al., 1987). The
advantage of diagnosing the malignancy at a pre-invasive stage is the possibility of
preserving the testis and thereby the endogenous androgen production (Giwercman et
al., 1991) (see below). It is recommended that the biopsy is performed in all men undergoing
orchidectomy, since no clinical or laboratory test are sufficiently reliable to exclude TGCC
patients not being at risk of having CIS.

A single biopsy, approximately 3 mm in diameter disclose CIS in 95% of the cases when this
condition is present (Dieckmann et al., 1999). Therefore, provided that the risk of contra-
lateral CIS is 5%, if no CIS is found the risk of subsequent second testicular tumour is less
than 0.3%. However, such high sensitivity in the diagnosis of CIS can only be obtained if: a)
the tissue is properly handled; b) the diagnosis is performed by a pathologists experienced in
this area.

For fixation of the biopsy specimen formaldehyde should be avoided since it destroys

testicular morphology. Bouin’s fixative can be used if the tissue is to be handled by the local
pathological department. If Stieve’s fluid is used, the specimen can be stored in the fixative
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for 2-3 days, which makes it possible to send it by mail for centralised diagnosis by an
experienced pathologist.

For pathological investigation, routine haematoxylin-eosin staining is sufficient. However,
immunohistochemical staining with use of an antibody against Placental-like Alkaline
Phosphatasis can facilitate the diagnosis. It is important that the whole tissue block is
thoroughly investigated since such procedure minimise the risk of missing the diagnosis of
focal CIS.

Management of CIS

1) Unilateral TGCC and CIS in the contralateral testis:

a) In patients not receiving chemotherapy: CIS cells can be eradicated by localised
irradiation given as 8 daily doses of 2 Gy (total dose — 16 Gy). Although some of the men
subsequently develop androgen insufficiency, in more than 50% androgen replacement is
not required, at least during the first years post-irradiation;

b) In patients receiving chemotherapy: Platinum containing chemotherapy may eradicate
CIS. However, patients with CIS may develop invasive cancer in spite of chemotherapy
(Christensen et al., 1998). The safest alternative is to give localised irradiation as
indicated under (a). However, an alternative is to repeat the biopsy, 1-2 years after
completion of chemotherapy, and perform ultrasound every 6 months until biopsy. If CIS
cells are present, localised irradiation should be offered. However, it should be kept in
mind that following chemotherapeutic treatment the CIS cells may be reduced in number
without being completely eradicated. The sensitivity of testicular biopsy is, therefore,
expected to be lower than the figures given above and the risk of Jate coptralateral TGCC
exists. Even [\th sy ~C. Fongi rasgu bgmagrformed once
= =Norlonger-vall

2) Patients with extragonadal disease and 1S in one testicle: Orchidectomy of the affected
testicle is recommended;

3) Bilateral CIS: Irradiation as indicated under 1 a;
4) Unilateral CIS and no malignancy in the other testis: Orchidectomy.

Guidelines for follow-up after testicular irradiation for CIS:

e Control testicular biopsy should be done 12-24 months after irradiation and should
disclose Sertoli-cell only pattern. Presence of germ cells indicate failure of the
radiotherapy;

e Serum levels of testosterone, SHBG, LH, FSH and oestradiol should be checked prior to
the radiation therapy, 6 and 12 months after. Subsequently the tests should be repeated
with 12-24 months interval. Symptoms of hypogonadism combined with subnormal or
low normal (even men with testosterone levels within the reference interval can be
hypogonadal) total and free (adjusted for SHBG level) testosterone as well as high LH can
be indicative of need for androgen substitution;

e Testicular ultrasound should be performed 3 months after radiotherapy, and every second
year during 10 years follow-up.

Treatment of CIS and preservation of fertility potential

Testicular irradiation will lead to eradication of all germ cells and permanent sterility.
Therefore, if the patient has a wish of future fertility following precautions should be taken:
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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) some months to few years of
surveillance, while the couple is trying to obtain pregnancy can be recommended. During
this period testicular palpation and ultrasound should be performed every 6™ month;

In other cases 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.
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16. Behandling av kvarvarande testikel med elektroner

STRALKVALITE

Elektronenergi viljs sé att minimidosen i testis dr 16 Gy. Dos per fraktion: 2 Gy.

Uppléiggning

For uppldggningen behdvs ett stod for blyskyddet (t.ex. en trekant av frigolit), 1 cm tjockt
vattenekvivalent bolus, 0.8—1 cm tjockt blyskydd samt ytterliggare bolus (ej med pé bilden).
Blyskyddet och det bolus som skall placeras under testikeln har en halvméaneformad urfasning

for battre passform mot scrotum.

N d <
Patienten placeras i ryggldge med benen fixerade brett isér.
Placera blystodet (trekanten av frigolit) mellan benen. Nérmast under testikeln placeras 1 cm

vattenekvivalent bolus foljt av ett 0.8—1 cm tjockt blyskydd. Blyskyddet kan med fordel besté
av flera tunnare skivor.

-

L o '____,

h

Tejpa undan penis uppat. Kring testikeln placeras vattenekvivalent bolus med en utstrackning
pa minst 2 cm lateralt. Det ar viktigt att bolusen har en sé bra passform som mgjligt.

Vid anvéindandet av ’laga” elektronenergier kan det vara aktuellt att placera bolus dven
ventralt om testikeln.
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17. AFP, halveringstid =7 dygn
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18. BHCG, halveringstid = dygn

Kong, lu/L

100 000 -
50 000 - \
20 000 -
_ \k
10 000 <[
5 000

2000 \‘\
1000 -

500
200 -
100

50 \
T ~
X R

5 8 11 14 17 20 23 26 29 32 35 38 41 44 47 50
Tid

39



No longer valid



SWENOTECA VI

19. BEP-regim

Testikelcancer

Preparat Dos/ Maxdos/ Antal Dos Antal Administreringssitt Dag
dostillfidlle dostillfdlle doser/ interv. doser/
mg/m? mg dygn tim  cykel
1. Bleomycin* 30 O00IE™** 1 3 im/iv inj/inf 1,5,15
2. Etoposid 100 1 5 ivinf 60 min 1-5
3. Cisplatin 20 1 5 ivinf 60 min 1-5

* da patienten erhallit en kumulativ dos bleomycin pa 300 000 IE gives regimen
utan bleomycin

** totaldos
Prep
1 1 1 1
2 22222 Ny cykel
3 33333 {
1T 1T 11 [ |
Dag 12345 15 22

Cykellangd: 21 dagar
Blandning och administrering v g v

Speciella atgarder

|
No-longer-valid
Cisplatin gives med forcerad dltres

S-kreatinin infor varje gy

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

Bleomycin: om toxisk reaktion vid bleomycintillforsel (feber, frossa) gives steroider exempelvis
Deltison 25 mg po. eller 3—4 mg Betapred. Fortséttningsvis gives steroider profylaktiskt fére bleomycin.

Dosreduktionsrekommendationer Preparat, % av fulldos
Granulocyter x 109/L TPK x 10°/L 1 2 3

1.0-1.4 >50 Ge behandling med G-CSF efter

<1.0 <50 Behandlingen uppskjutes, i forsta hand 3 dagar

Clearance: ml/min 70-79 100 100 100 dag1-4
60-69 50 100 100 dag1-3
<60 50 100 ek

***cisplatin ersétts med karboplatin doserat enl Calverts formel:

Totaldos karboplatin, mg = 7 (okorrigerat clearance ml/min + 25)

Ex. okorrigerat clearance = 50 ml/min. 7(50 + 25) = 525 mg. Karboplatin gives dag 1.
Dock om nedsatt njurfunktion beror pa tumorobstruktion gives fulldos cisplatin.

Anmarkning

Ingér i vardprogram for non-seminomatos testikelcancer.

Bleomycin: CAVE! Risk for allvarlig pneumonit foreligger. Var observant pa tecken pa pneumonit. Okad
risk vid ackumulerad totaldos >400 000 IE; hos éldre patienter; vid hog O,-koncentration i inandningsluft;

tidigare eller samtidig stralbehandling mot thorax; nedsatt njurfunktion.

September 2004
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BEP

Blandning och administrering

Preparat Blandas i Administrering  Skoljdropp Spoldropp Kemiskt Kommentar
ml satt tid NaCl, ml NaCl, ml  stabil
250
Cisplatin
} 1000 NaCl 1iv inf 60 min 48 tim,
Etoposid rumstemp
Bleomycin im
Prehydrering:

1 000 NaCl under 2 tim.

Hydrering under behjNding.

500 ml Mannitol 15% §i 1 \@:rl‘e]l 1 tinin a I

Under behandlingsdygnen gives ytterligare minst 0'ml vitska po el'1v

Posthydrering:

dygnet efter sista cisplatininfusion minst 2 500 ml; om patienten ej sjdlv kan dricka denna méingd, skall

vitska givas iv.
Diuresen under behandlingsdygnet samt dygnet efter sista cisplatinbehandlingen skall vara > 400 ml/4 tim.
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20. Uppfoljningsschema for non-seminom-patienter stadium I, CS1: surveillance, adjuvant BEP x 1 eller BEP x 2.

Namn: Personnr:
Orchidectomidatum: VASC+/ VASC-: Forekomst av moget teratom 1 testikeltumdren:
Datum definitiv stadieindelning CS1: Datum fardigbehandlad:

Detta schema bifogas patientjournalen, och datum sitts vid varje kontrollpunkt.
OBS! Om 2 BEP, kontroller var 3:e minad forsta aret, kontrolltyp A ménad 3 och 9, kontrolltyp C ménad 6 och 12.

Kontroll typ Tm: Endast tumormarkérer, serum AFP, B-HCG och LDH. (Sdtt upp patienten for telefonsamtal pa mottagn.lista)

Kontroll typ A: Klinisk undersékning, serum AFP, B-HCG och LDH
Kontroll typ C: Klinisk undersokning, serum AFP, B-HCG, LDH, Kreatinin, rtg pulm samt CT buk-béacken.
(UL kan utforas varannan gang pa smala personer, men CT eller MRI bor géras minst 1 gang per dr)
Kontroll typ D: Som C med tilldgg av s-Testosteron, SHBG, LH, FSH, anteckning om fertilitet samt erbjudande om spermieogram.
Tm C
0 1.5 3
Tm m Kontroller andra aret
12 15 18 21 24 Mdnader fran avslutad beh
Tm C Tm D Kontroller tredje éaret
24 27 30 33 36 Mdnader fran avslutad beh
A C Kontroller fjirde aret
36 42 48 Mdnader fran avslutad beh
A D Kontroller femte aret
48 54 60 Manader fran avslutad beh

Ar 6-10 frin avslutad behandling kontrolleras patienten en ging arligen med kontrolltyp A. Ovriga undersékningar p4 indikation.

OBS! Om moget teratom forelag i orchidectomipreparatet rekommenderas kontrolltyp C ar 7 och 10!
September 2004

1A VOALONAMS
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SWENOTECA Non-seminom
Registreringsblankett 1

Personnr

Namn

Svenska patienter Norskapatienter
Swenoteca sekretariatet Kontor for Klinisk kreftforskning
Regionala tumérregistret Onkologisk avdeling
Universitetssjukhuset i Lund Haukeland Sykehus

221 85 Lund 5021 Bergen

Klinik, Sjukhus

Lakare
Orchiektomi
Datum g man dag Malign tumor i testis Kontralat. testisbiopsi
nej |:|ja ‘ | ‘ | ‘ | ‘ nej |:| ja Cis |:| ej Cis |:| ej utfort
ar
STUKNUSIKINIK ..o, PAtOIOg KIINIK ..o PAD nrorchiektomi | | | 1 4 4 |- | |
Inguinal orchiektomi : ho sida Spermiogram utfort : fore orchiektomi
“ nej ’—‘ ja, om ja: va sida “ nej ’—‘ ja, omja: efter orchiektomi

Tumormarkorer

OBS! Det ar viktigt att enhet anges eftersom den kan vara olika beroende pa sjukhus

Ovre normalvérde, eget lab Enhet:

AFP

Enhet:

w1

Enhet:

Foére orchiektomi:

‘ér mén ‘dag ‘ AFP ‘ [ R I , u |:| ej utfort |:| normalt |:| forhojt
Datum | | |

B-HCG ‘ L L , u |:| ej utfort |:| normalt |:| forhojt

LD ‘ [ [ ) u |:| ej utfort |:| normalt l:| forhojt
Efter orchiektomi vid definitiv
stadieindelning: = R [ ejuttort [ Jnormat [ forhojt

ar an dag
Datum ‘ | r | ‘ | ‘ B-HCG ‘ [ | | ,u |:|ej utfort |:| normalt |:| forhojt
[ ]
|:| normalt |:| forhojt

Metastaser

Lymfkdrtelmetastaser Storsta metastas (mm x mm) | Extralymfatiska metastaser Storsta metastas (mm x mm)
Inguinalt [ |nej i Lo Ixl Lunga | |nej i Lo Ixl
Abdominellt |:|nej |:| ja \ L \ x\ L \ Antal lungmetastaser \\_‘

o . . Hiama [__| nej L i
Mediastinalt |:|nej |:| ja \ L \ X‘ L \ Skelett |:| nei |:| a
Supraklav |:|nej |:| ja ‘ L ‘ x‘ L ‘ Lever |:| nej |:| ja

Annat |:| nej |:| ja, lokal(-er) .....cccovieniiiiiiienee.
ar man dag
Hormonstatus Datum ‘ \ ‘ \ ‘ | ‘
Ref. intervall eget lab: Ovre normalvérde eget lab:
Testosteron | | |_| | |nmolL SHBG nmol/L FSH o LH o
Patientvarde:
ej utfort ej utfort ej utfort ej utfort

Testosteron L] rmoi suBG| || | | nmolL FSH‘D o o i L o
Definitiv klinisk stadieindelning® Datum \ér‘ \méT | dag‘ |

T —_ -
Vaskular invasion

j Csli ’—‘ nej ja ’—‘ oklart

|:| Csll |:| CSlil |:| Csiv

CSMk+

Abdominella lymfkértlar
0 A |:| B

| Io

[ L nej

Var patienten i CS 1 vid forsta utredningen

| lia

| lc
ar

man dag

Datum for forsta utredning‘ \ ‘ \ ‘ |

Gruppering enl MRC ®

|:| smallvolume|:| large volume|:| very large volume

Prognos enl Icccc®
god |:| intermediar

| |daiig

Behandling
Csli |:| ingen adj. behandling |:| BEPx 1 |:| BEP x 2 |:| annat, SPecif; ...
CSll-IvV ’—‘ BEP ’—‘ annat, SPECIf;......coooviiiiiii e
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Klinisk stadieindelning: modifierad efter RMH
CS| Ingatecken pa metastaser

CS Mk+  AFP och/eller B-HCG kvarstaende forhojda (faller ej enl sin halveringstid)
meninga metastaser pavisbara

Csli Metastaser begransade tillabdominella lymfkortlar
A maximal diameter <2 cm
B maximal diameter 2—5 cm
C maximal diameter >5-10 cm
D maximal diameter >10 cm
csli Metastaserilymfkortlar ovan diafragma
CSIv Extralymfatiska metastaser

Forlungmetastaser galler:

L <3 metastaser, ingen >2cm

>3 — <20 metastaser, ingen >2cm
<20 metastaser, >2cm

>20 metastaser

N

L
L3
L,

Forabdominellalymfkortlar galler:
0 inga metastaser
A-D enlovanCSll

Gruppering enl Medical Research Council

Smallvolume disease CSMk+, 11, o, 1, oIV s o110 .
--N@ longer.valid
Verylargevolumedisease ~ CS IV ., . ,; extralymfatiskaextrapulmonellametastaser

(skelett, lever, hjarna)

International Germ Cell Consensus Classification
God prognos: testikular el. retroperitoneal primartumor

och ingaicke-pulmonella viscerala metastaser (lever, skelett, cns m.m.)

och allamarkérer "goda”

AFP <1000 pg/L (~1000 IU/L)
HCG <5000 IU/L (=1000 pg/L)
LD <1.5xN

Intermediar prognos: testikular el. retroperitoneal primartumaor
och ingaicke-pulmonellaviscerala metastaser
och n&gon "intermediar" markor
AFP >1000-<10000 pg/L
HCG >5000 - <50 000 IU/L eller
LD >15xN-<10xN

Dalig prognos: Mediastinal primartumaor
eller icke-pulmonella viscerala metastaser
eller ndgon "dalig" markor
AFP  >10000 ug/L
HCG >50 000 IU/L eller
LD >10x N
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SWENOTECA Non-seminom Personnr
Behandlingsblankett - Kemoterapi 2A Namn

Svenskapatienter Norskapatienter

Swenoteca sekretariatet Kontor for Klinisk kreftforskning

Regionala tumdrregistret Onkologisk avdeling

Universitetssjukhuset i Lund Haukeland Sykehus

221 85 Lund 5021 Bergen

Klinik, Sjukhus Lakare

BEHANDLING 1

Regim Start av behandling, datum & mén dag
| |BEP | | annan, Specify...cccoorrrriiiiiiinnnree o Antalcyker | |

Orsak till behandling

j CSl vasc- ’—‘ CSl vasc+ ’—‘ CSli-Iv ’—‘ recidiv ’—‘ annat, Specif; ...

Behandlingen avslutad ar mén dag Orsak: enligt program biverkningar

(=sista behandlingsdag) ‘ | ‘ | ‘ | ‘ bnstande effekt annat, SPECIf;......ccccvvivveiiiiieeiiiie e
Effekt av beh 1 Grundas pa  JcrROD[ |sb Datum ar man dag
AFP| | | | | | | pHcel | | | | | | cTMRelmotsv:| | R PO [ lejbedombart | | | | | |
Toxicitet@)Grad 3/4 Hamatologisk Hb D nej D ja Perifer neuropati D nej D ja

vita D nej D ja Obstipation D nej D ja
wromb | |nej | |ja Infektion e [ ia

Renal S-kreat D nej D ia Annan allvarlig tox D nej D ja, SPECifi....cccevvierinnnn.
Fortsattbehandling
J Ingen ytterligare beh \_‘ Kirurgi \_‘ Hogdoskemoterapi med rescue
|| Byte av kemoterapi || Radioterapi || Annan beh, SPeCf;.........ccovvviiiiiissinirriiiiininns
BEHANDLING 2
Regim Start av behandling, datum  é&r man dag
BEP-if/PEI |:| annan, Specif;......ccccvciiiiiiiiennns ‘ | ‘ | ‘ | ‘ Antal cykler ‘ | ‘

Orsak till beh. [ ] t1/2marker l&ngsam | | biverkningar av beh. 1 [ | recidiv

| | annan bristande effekt, SPeCif; .........cc..oooouee | | vitalcancer vid RPLND [ [annan orsak; .........ccccouumresveessnnns
Behandlingen avslutad ar man dag Orsak: | | enligt program [ | biverkningar
(=sista behandlingsdag) bristande effekt annafll SPECIf;......cccevviieeeiiiiee e
Effekt av beh 2 Datum ar mén dag
APl démbart \\\\‘

Toxicitet@ Grad 3/4 Hamatologisk Hb Dnej Perifer neuropati D nej D ja

vita Dnej D ja Obstipation D nej D ja
ja

tromb Dnej D ja Infektion D nej

Renal S-kreat Dnej D ja Annan allvarlig tox D nej D ja, Specif..ccceevieeiiiinenn.
Fortsattbehandling
J Ingen ytterligare beh \_[ Kirurgi \_[ Hogdoskemoterapi med rescue
“ Byte av kemoterapi ’—‘ Radioterapi ’—‘ Annan beh, Specif;.......ccccviiiiiiiiiiniee
BEHANDLING 3
Regim Start av behandling, datum  ar man dag
“ PEI ’—‘annan, SPECIHT;..ciiieiiiiii e ‘ | ‘ | ‘ | ‘ Antal cykler ‘ | ‘
Orsak till behandling: |:|vital cancer vid RPLND |:| recidiv |:| annat, SPecif; ..o
ar man dag
Behandlingen avslutad (=sista behandlingsdag) ‘ \ ‘ \ ‘ | ‘
Effekt av beh 3 Grundas pa |:| CR@D SD Datum &r mén dag
AFP| | | | | | | BHCG| | | | | | | CTMRelmotsv:[_ |PR [ |PD [ |ejbedémbart | | | | | |
Fortsattbehandling
J Ingen ytterligare beh \_‘ Kirurgi \_‘ Hogdoskemoterapi med rescue
|| Byte av kemoterapi || Radioterapi || Annan beh, SPeCf;.........ccovveiiiiiisiniiiriiiiiinnns
BEHANDLING4
Start av behandling, datum  ar mén dag
GIVEN TeQIM: ittt ‘ | ‘ | ‘ | ‘Antal cykler ‘ | ‘
Orsak till behandling: ’—‘vital cancer vid RPLNE ’—‘ recidiv ’—‘ annat, SPeCif; ......cccoieiiiiiiiiiieiieniiiciae
ar man dag
Behandlingen avslutad (=sista behandlingsdag) ‘ | ‘ ‘
Effekt av beh 4 Grundas pa CR@ Datum & man  dag
AFP| | | |, , | BHCG| |, | | | | | cCT/MRelmotsv: PD ’—‘EJ beddmbart ‘ | ‘ | ‘ |

Fortsattbehandling

J Ingen ytterligare beh \_[ Kirurgi \_[ Hogdoskemoterapi med rescue
“ Byte av kemoterapi ’—‘ Radioterapi ’—‘ Annan beh, Specif;.......ccccvviiiiiiiiie
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@ Remissionsbeddmning. Effekt av behandling

Komplett remission: Fullstandigt forsvinnande av samtligatumdérmanifestationer pa
CT/MR ellermotsvarande. Normalatumdrmarkdorer.

Partiell remission: Reduktion av matbar tumér med mer an 50 % (mer an 50 % reduk-
tion av produkten av de storsta perpendikuldra diametrarna) utan
samtidig progress pa andralokaler. Tumormarkorer normalaeller
faller enligt t1/2.

Oforandrattumdrstatus: Bedomes med utgdngspunkt fran status vid behandlingens borjan.

Progressiv sjukdom: Okning av tumormanifestationer skall vara >25 %, eller
tillkomst av nya tumérmanifestationer, eller 6kning av tumor-
markorer >10 %.

Ejbedtmbart: Objektiv parameter saknas (t ex vid adjuvant behandling) eller ej

undersoktvid undersokningstillféllet.

(2) Gradering av toxicitet (WHO 1979)

Grad 3 Grad 4
Hematologisk (vuxna)
Hemoglobing/L 65-79 <65
Vita x 10%/L 1,0-1,9 <1,0
Trombocyimr x J0°/L 2549 <25g =
- NO longer valid
S-Kreatinin 5-10x >|0x N
Neurotoxicitet
Perifer Intolerabla parestesier Forlamning
och/eller
uttalad svaghet
Obstipation* Uppspand buk Uppspéand buk och
krakningar
Infektion Svarinfektion Svérinfektion med
blodtrycksfall

N =Ovre normalgransen
* = Obstipation, inkluderar ej obstipation p g a morfinpreparat
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SWENOTECA Non-seminom Personnr

Behandlingsblankett - Kirurgi 2B Namn
Svenska patienter Norska patienter

Swenoteca sekretariatet Kontor for klinisk kreftforskning
Regionala tumoérregistret Onkologisk avdeling
Universitetssjukhuset i Lund Haukeland Sykehus

221 85 Lund 5021 Bergen

Klinik, Sjukhus

Lakare

En blankett 2B ifylles for varje kirurgiskt ingrepp (forutom primér orchiectomi = registreringsblankett)

KIRURGI
Datum ar méan dag
I T TR
ar

Patolog KINIK........ooiiiiiiie i PAD nr [ I R N ‘ *‘ | ‘
Orsak till kirurgi

postkemoterapi, som led i primarbehandling |:| recidiv |:| anNan, SPECIF, ..ooiuiiiiiieiiee e
Tumdrstatus vid kirurgi
Markorer (AFP, B-HCG): || normait | |ferhojt
Resttumar i buk: |:| ingen resttumor (normalt rtg fynd) |:| <lcm |:| >lcm
Resttumor i lunga: |:| nej |:|ja
Annan: |:| nej |:|ja, SPECIT, e
Typ av kirurgi
|| unilatRPLND
| bilatRPLND .
:| excision av resttumor ( @ I @hﬁ g %naﬂVca..I...l. .....................................
:| annan op, SPECIT; ..ooviiviiiiiiee e
PAD
|| nekrosffibros | [ maturt teratom | | vital cancer/omoget teratom | | normala lymfkértlar

Operation radikal

j nej ’—‘ ja

Kirurgisk livshotande komplikation

|| nej [ ]J SPECH; oo

Fortsattbehandling

J Ingen ytterligare beh \_[ Kirurgi \_[ Hogdoskemoterapi med rescue

“ Kemoterapi ’—‘ Radioterapi ’—‘ Annan beh, Specif;.......cccconiiiiiiiiniee
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SWENOTECA Non-seminom Personnr
Uppfoljningsblankett 3 Namn
Svenska patienter Norska patienter
Swenoteca sekretariatet Kontor for klinisk kreftforskning
Regionala tumérregistret Onkologisk avdeling
Universitetssjukhuset i Lund Haukeland Sykehus
221 85 Lund 5021 Bergen
Klinik, Sjukhus
Lakare
Klinisk beddmning
ar man dag
Datum for bedomning ‘ ‘ ‘ ‘ ‘ ‘ ‘ Niva E Normalt Foérhojt

utfort

Fysikalisk undersokning | Jnei [ Jnomal [ Jrecidiv [ Joklart fynd |  __ I N N

Lungréntgen | |nej [ Jnormal [ |recidiv | |oklart fynd
CT av thorax | |nej | Jnormal | |recidiv | |oklart fynd

prcel o L) [ [

CT av buk och backen | |nej [ |normal [ |recidiv | |oklart fynd | LD , L 1 ] ]

Ultraljud av buk och backen | |nej | |normal | |recidiv [ |oklart fynd

Annan, specif;.......ccccovuneeenn. |:|nej |:|n0rmal |:|recidiv |:|oklart fynd

Performance status enl Karnofsky ®

Karnofsky index

100 80 60 40 20 nedsatt p g aannan sjukdom
|| [ ] [ ] [ ] [ ] [ ]

Seneffekt av behandling Utvéarderat ett &r efter slutford beh  Analyseras 3och 5 ar efter behandling

Niva
Retrograd ejakulation

el [ i ]
Minskad libido m & :a I O n g E TFOSte%I I dI/L

SHBG nmol/L

Impotens |:| nej |:| ja
ESH ‘_l_‘ ) u UL
Annan [ Jnei [ Jia spect; Lo L T

Ej utfért  Normalt Forhojt

JUdd
JUdd
JUdd

LH

Status
Tumdrstatus
“ inga tecken pa sjukdom ’—‘ stabil eller minskande resttumaor ’—‘ recidiv ’—‘ ej beddmbart

ar man dag
Recidiv Datum for recidiv \ | \ | \ | \
Recidivlokaler Storsta metastas Extralymfatiska metastaser Storsta metastas
Lymfkortlar Nej Ja  Ejevaluerbart (mm x mm) Nej Ja Ej evaluerbart (mm x mm)
Inguinalt || [ ] L Ik fftunga [ L] I T
Abdominellt | | [ ] C oL Ixl o Jfrever [ [ ] I T I
Mediastinalt [ | [ ] L Ixl oy | Hiama [ [ ] I I S
Supraklav [ | [ ] L L Ixl ) || skelett [] [] I I I S B

ANNan, SPECIf;...ccccevviiie e Annan, SPecCif; ....cccccveiiiieiiiie e

Symptom eller unders6kning(ar) som forst signalerade recidiv: (flera alternativ kan anges)
|| symptom || markor (AFP, B-HCG)
| |CT/IMRelmotsvarande | | annan, SPecif; .......oooovvvvvvvrrerrrrrrenerneeee.

Fortsatt behandling

J Ingen ytterligare beh \_[ Kirurgi \_[ Hogdoskemoterapi med rescue

| | Kemoterapi | | Radioterapi | | Annan beh, SPeCifi...........ccccooooee....
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@

Karnofsky index

100 =Ingabesvéar
80 =Kan med viss svarighet fungera normalt
60 =Kraver hjalp tidvis med ADL men klarar sig huvudsakligen sjalv och behdver hjalp ibland
40 = Oftasjukhusvardad, kraver assistans med ADL och behéver vard

20 =Kraver sjukhusvard helatiden

No longer valid
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SWENOTECA Personnr
Hogdosterapi 4

Namn

Svenska patienter Norskapatienter
Swenoteca sekretariatet Kontor for klinisk kreftforskning
Regionala tumérregistret Onkologisk avdeling
Universitetssjukhuset i Lund Haukeland Sykehus

221 85 Lund 5021 Bergen

Klinik, Sjukhus

Lakare

Stamcellsskord

Perifer |:| Benmarg

Datum  &r man dag Antal leukafereser Antal CD*+celler x 105/kg Antal CFU-GM x 10%/kg
Start av stamcellsskord 1 ‘ ‘ ‘ ‘ ‘ ‘ ‘

E

L]

Start av stamcellsskord 2 | | |, | | | L]

Start av stamcellsskord 3 ‘ | ‘ | ‘ | ‘ [_[

Hogdoskemoterapi

CYKEL 1 Startdatum (T-7) ]

Langd cm Vikt . \_/ kg Cr-EDTA clearence ml/min

Given dos under behandlingstiden, mg/m?

Etoposid Karboplatin Cyklofosfamid Mesna

ar man dag

Infusion av stamceller (dag 0) Datum ‘ | ‘ | ‘ | ‘

ar man dag

Trombocyttransfusion given | | nej | ]ia Antal \ | \

Benmargsrestitution

ANC >1.0 x 10°/L Lo Trombocyter >20x10°L | | | | | | |

Livshotande komplikation
| | nej [ 80 SPEC VArdtid p& avdelning | | |dagar

CYKEL 2 Startdatum (T-7) L]

Langd cm Vikt . \_‘ kg Cr-EDTA clearence ml/min

Given dos under behandlingstiden, mg/m?

Tiotepa Karboplatin Cyklofosfamid Mesna

ar man dag
Infusion av stamceller (dag 0) Datum ‘ | ‘ | ‘ \ ‘
Antal CD%*"* celler givna x 108/ml Volym \_‘_‘_‘_‘ ml

ar man dag ar man dag
Behandling med G-CSF paboriad, datum | | | | | | | Avslutad, datum | | | | | | |

Trombocyttransfusion given [ nej | ia Antal |

Benmargsrestitution

ANC >1.0 x 109/L L Trombocyter >20x10°L | | | | | | |

Livshotande komplikation
| nej [ 180 SPECI s VArdtid p& avdelning | | |dagar
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SWENOTECA Personnr
Dddsfallsblankett 5

Namn

Svenska patienter Norskapatienter
Swenoteca sekretariatet Kontor for Klinisk kreftforskning
Regionala tumérregistret Onkologisk avdeling
Universitetssjukhuset i Lund Haukeland Sykehus

221 85 Lund 5021 Bergen

Klinik, Sjukhus

Lakare

AVLIDEN

Datum &r man dag

Obduktion utférd || nej [ lia

DODSORSAK

D6d i sin tumérsjukdom | | nej | s

Déd i annan sjukdom || nej | |ia

Ddd i annan sjukdom med kvarvarande tumor |:| nej |:| ja

Dod i behandlingskomplikation || nej |80 VIIKEN? oo

KOMMENTAR
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