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Social Science & Medicine

ELSEVIER journal homepage: www.elsevier.com/locate/socscimed

Stability and change in disease prestige: A comparative analysis of @ o g
three surveys spanning a quarter of a century

Dag Album *°, Lars E.F. Johannessen °, Erik B. Rasmussen ”

* Department of Sociology and Human Geography, University of Oslo, PO.Box 1096, Blindern, 0317 Oslo, Norway
" Centre for the Study of Professions, Oslo and Akershus University College of Applied Sciences, Norway

Table 2
Disease prestige. Rank and mean scores (SDs) in 1990, 2002 and 2014 samples,
sorted after the 2014 sample.

Samples 1990 2002 2014 Bechterew's disease 23 49(16) 23 49(15) 26 48(14)
—_— —_— —_— Femoral neck fracture 27 41(15) 25 46(1.5) 27 47(1.5)
N 98 241 291 Arthritis 25 46(16) 27 44(13) 28 46(1.3)
R — 2 68(15) 1 6.9 (1.4) 1 69 (1.5) Inguinal hernia 28 39(1.8) 28 42(15) 29 42(1.5)
T ——— 3 66(1.6) 3 66(1.7) 2 67(17) Psoriasis 31 3.7(14) 30 38(1.2) 30 39(13)
e . Cerebral palsy 32 36(16) 31 36(14) 30 39(15)
Myocardial infarction 1 71(1.2) 1 69(14) 2 6.7(1.6) Selioliatis 34 32(18) 34 32(14) 32 35(16)
Testicle cancer 5 6.3(1.6) 5 6.5(15) f 4 6.6(1.6) f AIDS p 29 3‘8 (2-8) 32 3‘5 (2']) 33 3‘4 (]'9)
Spleen rupture 5 6.3(1.7) 3 6.6(1.5) 5 64(1.5) ek 29 3.8 (2'0) 32 3'5 (]'5) 33 3'4 (1'5)
Eg:g;mc’:;’c’:rmbm’sm 1? g'é E}g; 1‘15 gi E}i; 3 2';1 8:; Depressive neurosis 35 29(12) 35 3.1(13) 35 32(13)
A ‘ ; ' d ; ’ Hepatocirrhosis 37 28(14) 35 3.1(1.5) 35 3.2(16)
Extra-uterine pregnancy 8 6.1(1.8) 7 6.1(1.6) 8 6.0(1.7) Anxiety neurosis 35 29(12) 37 28(14) 37 29(14)
Ovarian cancer 13 9.0 (1.5) 11 97 (1.5) 9 5.9 (1.5) Flbromyalgla 38 24 (13) 38 23 (12) 38 24 (]3)
Thyroid cancer 9 6.0(1.5) 9 59(1.5) 9 59(1.6)
Angina pectoris 4 64(1.3) 8 60(14) 11 58(1.5)
Pancreatic cancer 16 53(19) 18 52(1.7) 12 57(1.7) SWENOTECA @.@ ST. OLAVS HOSPITAL B NTNU
AppendlCltlS 16 53 (21) ]4 5.5 (]'7) 13 56 (]7) Swedish Norwegian Testicular Cancer Group TRONDHEIM UNIVERSITY HOSPITAL



Primaer kirurgisk behandling
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Estimated age-standardized incidence rates (World) in 2020, testis, males, all ages

e =
= o aw

e =5

]
©ASR (World) per 100 000 ;

Bl 03118
Bl ss-103
B 7458
P 5974
L 4459

2.9-4.4

1.5-2.9 - Not applicable

0.0-1.5 No data
All rights reserved. The designations employed and the presentation of the material in this publication do not imply the expression of any opinion whatsoever Data source: GLOBOCAN 2020 ‘}’//Y' \‘%) World Health
on thg part ofthg World Health(OrganizatiAon‘/ Ir}terna?ional Agency for Resear‘ch on Cancer concerning. the legal status of any country,(territory, city‘or area Graph prodgction: TARC \\é‘ y&’ Organization
or of its authorities, or concerning the delimitation of its frontiers or boundaries. Dotted and dashed lines on maps represent approximate borderlines for (http://gco.iarc.fr/today) -
which there may not yet be full agreement. World Health Organization © International Agency for

Research on Cancer 2021
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* 300 pasienter drlig

* Hoy insidens

* 1 % av norske menn vil
utvikle testikkelkreft

Greenland

Bl 125-146
Bl 104-125
[ 83-104
I 62-83
41-62

Not applicable

v),JAﬂq

NORDCAN  omciomrs i

NORDCAN | IARC - All Rights Reserved 2021 - Data version: 9.1 e @
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Gradvis ekende forekomst

* Pkende insidens i de fleste
vestlige land

* Prevalensen agker drastisk

15-24 years

, 590 cases

|30 7% Testis

Central nervous system
Hodgkin lymphoma
Leukaemia

Melanoma of the skin

Colon
daki MALES 6047 cases
18.0%
Bone
12.6%
Other endocrine glands
8.0%
Thyroid gland
4 6.5%
Remaining sites
6.10
5.4%
4.9%
4.9%
4.4%
3.2%
26.1%

25-49 years

Testis

Melanoma of the skin
Central nervous system

Colon

Leukaemia

Kidney (excl. renal pelvis)
Non-Hodgkin lymphoma

Prostate

Rectum, rectosigmoid

Thyroid gland

Remaining sites

Testis

J

1974 1979 1983 1987 1991

SWENOTECA see ST. OLAVS HOSPITAL

® TRONDHEIM UNIVERSITY HOSPITAL

Swedish Norwegian Testicular Cancer Group

1995 1999 2003 2007 2011

1971-1978

@NTNU



Prevalens

Other  Oropharyneal
Lymphoid and 3% 3%
haematological
9%

Gastrointestinal
16 % * Relativt sjelden sykdom,

Lung men lav median alder,

4% god prognhose og okt
frekvens har medfert at
prevalensen har okt
kraftig

Melanoma
9% e Qver 60% av
testikkelkreftoverlevere
fikk diagnosen for mer
enn 10 ar siden

Testicular
6%

Prostate
36 %

SWENOTECA «2+ STOLNREETA @NTNU



Fra unge menns tragedie til modellsykdom

* | 1960 drene var
testikkelkreft hyppigste
dedsdrsak av
enkeltsykdommer i Norge

SﬁW E N O T EAC A o . ST. OLAVS HOSPITAL @ NTNU



Rates per 100 000 (Norwegian standard)
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22.54
20,0+
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5.0
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5-year relative survival (%)

-20

-10
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— ncidence
Mortality
— S UrVival

SWENOTECA ... ST. OLAVS HOSPITAL

Swedish Norwegian Testicular Cal

r Group

TRONDHEIM UNIVERSITY HOSPITAL E NTNU



Incidens og mortalitet, testikkelkreft

Etter Bray et al, Eur J Cancer 38 (2002) 99 - 166

Dode pr. tilfelle
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e 1844, University of Giel3en

* Peyrone’s yellow salt, i.e. cis- 0 N
diamminedichloroplatinum (I1)

Peyrone’s chloride,
[PtCIa(NH3)5]

Michele Peyrone
1813-1883

“l am determined to pursue this subject with all my energies,
without having regard for the difficulties to be encountered at
every step in such expensive and delicate a research”

SWENOTECA «2+ STOLNREETA @NTNU



Cisplatin Episode 2 - USA

* 1965, Michigan State University

* Tilfeldig funn:

* | en petriskdl med e. coli der man
hadde et elektrisk felt, sa delte
ikke e.coli seg, men dannet lange
filamentase trader

Barnett Rosenberg 1924-2009

SWENOTEGA «2. ST.OLAVS HOSPITAL QY N'TN U




Cisplatin Episode 2 - USA

698 NATURE February 13, 1965 o 205

* Mange variabler i eksperimentet, tett .
samarbeid om d indentifisere hva som "y pi hadvdng S
hadde skjedd

excoss®,

* Hypotesen var til slutt at elektrodene
som var laget av platinum, dannet
(NH,),PtCl, som gav det observerte
resultatet, senere ble det observert at
dette stoffet reagerte i elektrisk felt og
man fikk identifisert Pt(NH;),Cl,
(Peyrone’s yellow salt) som det mest
potente forbindelsen til @ hemme
celledeling SWENOTEGA «3. ST.OLAVS HOSPITAL @Y N'TIN U

® TRONDHEIM UNIVERSITY HOSPITAL




Cisplatin Episode 2 - USA

[CANCER RESEARCH 30, 1799-1802, June 1970}

The Successful Regression of Large Solid Sarcoma 180 Tumors by
Platinum Compounds’

* Dyreforsek publisert 1970 Barnett Resenberg and Loreta VanCamp

Biophysics Department, Michigan State University, East Lansing, Michigan 48823
CONTROL SARCOMA 180

* Menneskestudier i regi av NCI| 1972

DIED - day 2

* 1972-1974: Cisplatin var for toksisk i doy 8 doy 12 day 16 doy 20
monotera pl (kvalme, nyreskode, TREATED - SINGLE INJECTION CIS - Pt(II) (NHy),Cl, - 8 mg/kg - DAY 8

herselskade, nevropati) og fase | |
¥

*

B

studier var mislykket, men noen CR
day8 doy 12 day 16 day 20 day 36

hos pasienter med testikkelkreft
SWENOTECA . , ST. OLAVS HOSPITAL BNTNU




* 1974, Indiana University

* Fase Il studie: Cisplatin,
vinblastine, bleomycin

* 50 pasienter, 32 kurert (65%)

Cis-Diamminedichloroplatinum, Vinblastine, and Bleomycin Combination
Chemotherapy in Disseminated Testicular Cancer

LAWRENCE H. EINHORN, M.D., F.A.C.P.,; and JOHN DONOHUE, M.D.; Indianapolis, Indiana
(Reprinted with permission from Ann Intern Med, 87: 293-298, 1997)

Lawrence Einhorn 1942-

SWENOTECA «2+ STOLNREETA @NTNU



Cisplatin Episode 4 - Norge

* Cisplatin-sommeren 1978

* 36 menn med metastatisk cancer
testis ventet pd behandling

* Olbjern Klepp snek cisplatin
gjennom tollen pd Fornebu 16. mai
1978, forste pasienter behandlet
18. mai

* 90% av pasientene responderte

* Etablering SWENOTECA 1981

SWENOTECA q:m ST. OLAVS HOSPITAL BNTNU



SWENOTECA

* Swedish Norwegian Testicular
Cancer Group

 Etablert i 1981

* Utarbeider retningslinjer for
testikkelkreft

* Tett samarbeid mellom
onkologer og urologer

* www.swenoteca.org

YOU ARE A GREAT, GREAT

ONCOLOGIST ~

VERY GOOD, VERY SPECIAL,

SﬁW E N O T EAC A o . ST. OLAVS HOSPITAL @ NTNU


http://www.swenoteca.org/

BEP: Internasjonal gullstandard kjemoterapi

 Cisplatin 20 mg/m? Dag1l -5
e Etoposid 100 mg/m? Dagl -5

* Bleomycin 30 000IE Dag 1,5, 15

* Gis hver 3. uke

SWENOTECA «2+ STOLNREETA @NTNU



BEP

B,
* Aldri dosereduser @&'

* Hold intervaller KE E P
* Alltid bleomycin til tross for CAL M

neytropeni elon

CARRY
ON



BEP

Hoyemetogen They say laughter is the best
medicine, unless you ,

Nefrotoksisk have cancer, in wh|cb
case chemotherapy is
more effective

Ototoksisk

Nevrotoksisk

MY
ONCOLOGIST
DOES MY HAIR

your{@cards

someecards.com

Myelotoksisk

* Pneumonitt

SWENOTECA «2e STOMMRAPRIM @NTNU



VED DIAGNOSETIDSPUNKT (fer
orkiektomi):

* Ultralyd begge testikler

e CT thorax/abd/bekken
(metastaser?)

* Tumormarkerer AFP, hCG og LD

* Hormonanalyser (testosteron,
FSH, LH, SHBG)

SWENOTECA ses ST. OLAVS HOSPITAL

eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee

® TRONDHEIM UNIVERSITY HOSPITAL

@NTNU



e Seminom

* Nonseminom (alle andre som
ikke bestdr av rent seminom)

* Embryonalt karsinom

Plommesekktumor
Choriocarsinom
Teratom

Seminom

Rent seminom

Nonseminom
(embryonalt karsinom
0g teratom)

SWENOTECA ese SIOLVSHOPOIAL O@NTNU

Swedish Norwegian Testicular Cancer Group



Seminom: Nonseminom
» Medianalder 35-37 ar « Medianalder 25-29
» Senere spredning « Tidlig spredning
 Oftest lymfogen spredning * | tillegg til lymfogen spredning,
« Ekstremt strélefelsom ofte hematogen spredning
« Responderer godt pa kiemoterapi » Mindre stralefelsom
« Produserer ikke AFP (NB: noen har » Responderer godt pa
habituelt forhoyet AFP) kjemoterapi
« ThCG 20 - 40% « 1 AFP og/eller hCG hos >70%



Cryopreservering av saeo

NORMAL  YouR
SPERM.  SPERM

Tilbys pasienten fer orkiektomi om mulig

Redusert fertilitet hyppig ved testiscancer

Spesielt viktig ved kontralateral atrofisk testikkel

Pasienten skal tilbys testikkelprotese

SWENOTECA ﬁ:m ST. OLAVS HOSPITAL @NTNU



BLOOD TEST
[&PrRomoTION

* hCG Jan- e 2015
Are you at risk?

Halveringstid < 3 degn sermnzaTiae | T O MARKER®
RM 37.00 RM 185.00
NP:RM 47 NP : RM 2

95
(AFT, CEA, CA 125, CA 15.3, CA 19.9)

INFLUENZA

¢ A F P TUMOR MARKER*
VACCINE )
. RM170.00
RMS85.00 i M
NP : RM105 (AFT, CEA, PSA, CA 19.9)

Halveringstid < 7 degn

Yearly blood testing is a simple yet powerful strategy to help you
proactively take charge of your current and future health.

Can detect the silent warning signals such as diabetes and Heart
disease.

Blood testing can aiso detect blochemical changes that threaten
well-being and quality of life.

» Skal felges til normalisering etter orkiektomi, og

« Laboratory test
« Charges includes registration fees

e ¢ 03-7806 211

under eventuell kjemoterapi (metastatisk sykdom)

SWENOTECA «2+ STOLNREETA @NTNU



Stadieinndeling, SWENOTECA / RMH

CS1:

* Ingen kliniske/radiologiske tegn til

metastaser

CS Mk+:

* Forheyde serum tumormarkerer (AFP og/eller
hCG) som eneste tegn til metastaser

CS II:

* Spredning til lymfeknuter under diafragma

CS

* Spredning til lymfeknuter over diafragma

CS1v

* Ekstralymfatiske metastaser

> A:
> B:
> C:
> D:

Lymfeknuter i buken
Lymfeknuter i buken
Lymfeknuter i buken
Lymfeknuter i buken

<2cm
2-5cm
>5-10cm
>10cm

Non-seminom

N T © o

o o o O -~

o o o O o

o~ o~ N N o~
SWEN

Swedish Norw

OTECA

Seminom

2002
2004
2006
2008
2010

*  Seminom (54%)
86% CS |

*  Nonseminom (46 %)
57% CS |

" Kliniskt stadium

CS v
CS I, Mk+
CSlI

*SWENOTECA 2001-2010

,eo ST. OLAVS HOSPITAL B NTNU






=8 j Fass I l Annenlege l
Henvises direkte til kreftavdeling, ikke vent pd Ei | . )
histologisk svart T
l
e
Organiser kontroller av tumormarkerer ved utreise r e
P s
Nonseminom: Blir kalt inn til endelig staging 6-8 uker ! ’ ‘ { e }
etter orkiektomi l [—‘T_" |
=
Seminom: Blir kalt inn elektivt forlepende ‘
sesknngomny 1
Info-skriv om testikkelkreft blir sendt til pasientens l Emetnemes
(kan ogsd finnes pd www.swenoteca.org)
i Oppteigning Onkologisk avceling

Samtykke SWENOTECA
SWENOTECA «z ST OLAVS HOSPTA-@NTNU



Utredning av pasienter med testikkelkreft CS |
Endelig staging 6-8 uker etter orkiektomi (nonseminom)

e Klinisk us.

The right word

may be effective,

but no word was ever
as effective as

a rightly timed pause.

* CT thorax/abdomen/bekken

 Tumormarkerer/hormonanalyser \“ Mark Twain

* Evt. regranskning av histologi

SWENOTECGA e« ST. OLAVS HOSPITAL @ NTNU



sSeminom CS |

* Risikofaktorer

e Stromal innvekst i rete testis
* Tumor >4 cm

e Risiko for recidiv
e 5-8 % ved O risikofaktorer
e 20 % ved 1-2 risikofaktorer

:. ST.OLAVS HOSPITAL
ged\ws/h\rl\logegwla\ang:u;lr—CaEergoupA\ ¢ ; ¢ iON DOHEl M UVEVE RS?YSH OSPITAL B NTN U



* Strdlebehandling
* Adjuvant RT mot paraaortale +
iliacale lymfeknuter
* Adjuvant kjemoterapi

* 1 kur karboplatin reduserer
tilbakefall av sykdom med ca 60-
70 %, dvs fra 15 % til 5-6 %

e Surveillance

e Kun tette kontroller i 10 ar, 15 %
tilbakefall

JOURNAL OF CLINICAL ONCOLOGY

Management of Seminomatous Testicular Cancer: A Binational
Prospective Population-Based Study From the Swedish Norwegian
Testicular Cancer Study Group (SWENOTECA)

Torgrim Tandstad, Rune Smaaland, Ame Soiberg, Roy M. Bremnes, Carl W. Langberg, Anna Laurell,

Ulrika K. Stierner, Olof Stahi, Eva K. Cavallin-StahL, Olbjorn H. Kiepp, Olav Duhl, and

Gabriella Cobn-Cedermark

From St Otava University.

Trondhem, Stavanget Unversty Hosgs ABSsSTBRACT

M Radiation therapy [ Surveillance M Chemotherapy

100+

80

Percentage of Patients

20+

0_
2000 2001 2002 2003 2004 2005 2006
Year

Fig 1. Development in the treatment of clinical stage 1 seminoma, 2000
to 2006.

SWENOTECA «3+ STOLNSEOITA- @NTNU



* Alle modaliteter gir
samme overlevelse
pa kort sikt 98-99 %

* Ulike bivirkninger

* Ulike seneffekter

SWENOTECA «2+ STOLNREETA @NTNU



* Strdlebehandling: @ker
risiko for annen
dodelig kreft senere i
livet

* |kke lenger standard
behandling

Percent

# at risk: 398 204 21 141 ”n 47 18 4
o 1 1 A1 1 1 1 1 1 J
0 5 10 15 20 25 30 35 40 45
Years after radiation

Fig 1. Survival of all 453 patients. Vertical bars are 95% Cls. The number
of men at risk is shown above the abscissa. The individually age- and
race-adjusted expected survival curves from life-tables for the male US
population in 1975, 1985, and 1995 are also shown. These survival curves
give the age- and race-adjusted expected survival rates for individuals
subjected to the force of mortality in the US male population for that year.

SWENOTECA ... ST. OLAVS HOSPITAL

Swedish Norwegian Testicular Cancer Group TRONDHEIM UNIVERSITY HOSPITAL

@NTNU



* 88 % ingen nytte av
behandling

* 12 % slipper tilbakefall
(3 kurer kjemoterapi, 98
% overlevelse)

SWENOTECA «2+ STOLNREETA @NTNU



* 85 % kurert av orkiektomi
alene

* 15 % far tilbakefall (3 kurer
kjemoterapi, 98 %
overlevelse)

SWENOTECA «2+ STOLNREETA @NTNU



Samvalg: Diskusjon med pasienten etter

muntlig/skriftlig informasjon

* Ingen risikofaktorer:

e Surveillance

e 1-2 risikofaktorer:

* Surveillance eller en kur adjuvant karboplatin

* Straleterapi kan vurderes i individuelle tilfeller,

men er ikke anbefalt som noen standard

behandling

SWENOTECA ... ST. OLAVS HOSPITAL

Swedish Norwegian Testicular Cal

r Group

TRONDHEIM UNIVERSITY HOSPITAL

@NTNU



SWENOTECA ABC-study

High-risk CS1 Seminoma
Stromal invasion rete testis
and/or >4cm
1:1 randomization

Primary endpoint:

Relapse rate

Secondary endpoints:

Short-term toxicity

Long-term toxicity

Health related quality of life Overall survival
Health economy analysis

Carboplatin x 1 AUCY

Status:

Inclusion pr. April 27, 2022 285/348
Protocol: www.swenoteca.org
Pl: T. Tandstad

SWENOTECA ... ST. OLAVS HOSPITAL

Swedish Norwegian Testicular Cancer Group TRONDHEIM UNIVERSITY HOSPITAL

@NTNU


http://www.swenoteca.org/

LVI+: Tumorceller i kar

* Risiko for tilbakefall ved surveillence:
o LVI+: 50% (30 % av pasienter)
* LVI-: 15% (70 % av pasienter)

* 90 % av tilbakefall kommer de forste to ar
etter orkiektomi

* Ca 2/3 av alle residiv kommer
retroperitonealt

SWENOTECA «2+ STOLNREETA @NTNU



Nonseminom CS | terapimuligheter

* RPLND

* Unilateralt

* Adjuvant kjemoterapi

* 1 kur BEP, reduserer risiko for tilbakefall

med 90-95 %

e Surveillance

e Kun tette kontroller i 5 ar, 25 % tilbakefall
(15 % hos VASC- og 50 % hos VASC+)

.5. ST.OLAVS HOSPITAL
ged\wi\{\logegw[;lTegu;lr—ca%ergoué N ; ) iONgE|M UVEVERS?YSHOSF”TAL B NTNU



* 75 % er kurert ved orkiektomi alene

* 25 % vil fa tilbakefall (3 kurer BEP + (kirurgi)

* Kun 15 % med LVI-

* Hele 50 % med LVI+

SWENOTECA eee

wwwwwwwwwwww gian Testicular Cancer Group

FOR YOUR SAFETY.
THESE STALLS ARE
MONITORED BY A
gINGLE PERSON
N A DISCREET
LOCATION

ST. OLAVS HOSPITAL

TRONDHEIM UNIVERSITY HOSPITAL

Search ID: Ifin524

e

@NTNU
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JGURNAL o CLINICAL ON(X)I‘OGY

* Reduserer risiko for tilbakefall med i s mn e i
sk-Adapted Treatment in ical e
Nonsemixl:omatous Germ Cell Testicula% Cancer:
The T anagement Program

ngnm Tandstad, Olav Dahl, Gabriella Cohn-Cedermark, Eva Cavallin-Stahl, Ulrika Stierner, Ame Solberg,
Carl Langberg, Roy M. Bremnes, Anna Laurell, Hans Wijkstrom, and Olbjern Klepp

e oy . & A B STRAGCT

* Kun 15 % av pasienter med LVI- har TN p—— :
90_
nytte av behandlingen g
3 80
£
. s 70
* 50 % av pasienter med LVI+ har nytte &
60
av behandlingen w| I I
01 2 3 456 7 8 9 1011 12
Al of Onoology Time (years)
mamﬁ%sﬁ’i Figure 1. Kaplan-Meier curves for relapse-free rates by risk group; (A)
patients without lymphovascular invasion; (B) patients with lymph
One course of adjuvant BEP in clinical stage | invasion.
nonseminoma mature and expanded results
from the SWENOTECA group
PN I I, oy SWENOTECA «3. STOLAVSHOSPTAL @NTNU

U. Stiemer 2. R. Wahlauist'3. N. Wall* & G. Cohn-Cedermark'*-'® on behalf of SWENOTECA



Pas deltar i beslutningen etter muntlig/skriftlig informasjon

e LVI+: 1 kur adjuvant BEP

* LVI- : Surveillance, men mulighet for 1 kur adjuvant BEP etter pasientens

onske

SWENOTECA «2+ STOLNREETA @NTNU






Henvisningsrutiner urolog-onkolog

* Ved metastaser skal pasienten utredes og behandles snarest ved

Universitetssykehus (Oslo, Bergen, Trondheim, Tromso)

* Henvis pasienten direkte, enten ved intern henvising eller kontakt (telefon,

fax). Ikke avvent til epikrise!

* Utbredt metastasering, klinisk sikker testikkelkreft og patologiske verdier av

hCG eller AFP og kritisk syk pasient:
* Start av kjemoterapi hayeste prioritet ofte

uten forutgdende orkiektomi

SW E N O T EAC A o . ST. OLAVS HOSPITAL @ NTNU



Metastatisk sykdom

Metastaser pa
diagnosetidspunkt:

* 15 % ved seminom

e 45 % ved non seminom

* Helbredelse oppnads hos >90%

* Prognose er avhengig av

stadium og tumormarkearer

SWENOTECA oo ST.OLAVS HOSPITAL @ NTNU



* Tar hensyn til:

Primeert utgangspunkt (gonadal / ekstragonadal)

Histologisk type (seminom / nonseminom)

Lokalisering av evt. ekstragonadal primaertumor

Lokalisering av viscerale metastaser (kun lunge-

metastaser versus andre ikke-nodale metastaser)

Serum-verdi av AFP, hCG, LDH

Predicting Outcomes in Men With Metastatic ﬁ
Nonseminomatous Germ Cell Tumors (NSGCT):
_Results From the IGCCCG Update Consortium

Silke Gillessen, MD'#?; Nicolas Sauvé, MSc*; Laurence Collette, PhD*; Gedske Daugaard, MD®; Ronald de Wit, MD®;

Costantine Albany, MD’; Alexey Tryakin, MD**; Karim Fizazi, MD'?; Olof Stahl, MD**; Jourik A. Gietema, MD'?; Ugo De Giorgi, MD'*;
Fay H. Cafferty, PhD'*; Aaron R. Hansen, MD'®; Torgrim Tandstad, MD'®; Robert A. Huddart, MD'”; Andrea Necchi, MD'%;
Christopher J. Sweeney, DM'?; Xavier Garcia-Del-Muro, MD?°; Daniel Y. C. Heng, MD?*; Anja Lorch, DM?*#%; Michal Chovanec, MD**;
Eric Winquist, MD?*; Peter Grimison, MD?*; Darren R. Feldman, MD?”*; Angelika Terbuch, MD?*’; Marcus Hentrich, MD*°;

Carsten Bokemeyer, MD*’; Helene Negaard, MD**; MD*; MD*; David J. Vaughn, MD*;
Cora N. Sternberg, MD**; Axel Heidenreich, MD*”; lnd.lm&yv MD; for the Intemational Germ Cell Cancer Classification
Update Consortium
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© Survival and New Prognosticators in Metastati %=
- Seminoma: Results From the IGCCCG-Update
_Consortium

Jorg Beyer, MD'; Laurence Collette, PhD; Nicolas Sauvé, MSc?; Gedske Daugaard, MD’; Darren R. Feldman, MD**;

Torgrim Tandstad, MD*; Alexey Tryakin, MD”*; Olof Stahl, MD®; Enrique Gonzalez-Billalabeitia, MD*®''; Ugo De Giorgi, MD'%;
Stéphane Culine, MD'”; Ronald de Wit, MD'*; Aaron R. Hansen, MD'®; Marko Bebek, MD'*; Angelika Terbuch, MD'”;

Costantine Albany, MD'*; Marcus Hentrich, MD'?; Jourik A. Gietena, MD™; Helene Negaard, MD*'; Robert A. Huddart, MD**;

Anja Lorch, MD™?%; Fay H. Cafferty, PhD?%; Daniel Y. C. Heng, MD*; Christopher J. Sweeney, MD*’; Eric Winquist, MD™*;

Michal MD; Christi MD’; Daniel Stark, MD"; Peter Grimison, MD'?; Andrea Necchi, MD"’; Ben Tran, MD*;
Axel Heidenreich, MD**; Jonathan Shamash, MD; Cora N. Stemberg, MD*’; David J. Vaughn, MD**; Ignacio Duran, MD*’;

Carsten Bokemeyer, MD*°; Anna MD*'; Richard MD*?; Samson Assele, MSc?; and Silke Gillessen, MD**#44*
for the International Germ Cell Cancer Classification Update Consortium
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Overlevelse Prognostiske

Grupper

e Seminom
* God proghosegruppe: 95%
* Intermediaer: 88%

* Nonseminom
* God proghosegruppe: 96%
* Intermediaer: 90%
* Darlig: 67%

I. Prognostic risk group classification according to IGCCCG

Nonseminoma Seminoma
Good prognosis
Primary site: Testis or retroperitoneum Any primary site

and

No non-pulmonary visceral metastases (for
example liver, bone, brain)

and all good markers

R-hCG < 5000 IU/L (1000 pg/L) and

AFP < 1000 pg/L and

LDH < 1.5 x ULN

and

No non-pulmonary visceral metastases
(for example liver, bone, brain)

and

any B-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

R-hCG = 5000 IU/L and < 50000 IU/L or
AFP 21000 and < 10000 pg/L or

LDH 2 1.5 x ULN <10 x ULN

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

Poor pr

Mediastinal primary

or

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

or any poor markers

R-hCG > 50000 1U/L) or

AFP > 10000 pg/L or

LDH > 10 x ULN

nosis

No seminoma with poor prognosis

SWENOTECA «go STOLAVSHOSPTAL @ NTNU

Swedish Norwegian Testicular Cancer Group



Formal med dagens behandling: Bevare kurasjon, minske
bivirkninger

* Mindre stralebehandling
* Mindre cellegift

* Feerre tilbakefall

e Bedre livskvalitet



BEP x 3

* Nonseminom: RPLND ved restforandringer (over 1 cm, uansett plan)
etter fullfert kjemoterapi

* Seminom: PET av restforandringer etter fullfert kjemoterapi over 3 cm
(ved positive PET, videre utredning og evt kirurgi)

SWENOTECA «2+ STOLNREETA @NTNU



lll. Flowchart RPLND Clinical Stage IIA-1IB (< 3 cm) Seminoma

Staging'?

Preoperative FDG-PET-CT

Upstaging Positive FDG-PET- Negative FDG-PET
cr? [—]
Tumour marker Tumour marker
positive negative
Histological

confirmation

Seminoma  Other?

Treat according to stage Primary unilateral RPLND
and risk group
v ! v

Not more than two lymph ~ More than two lymph Mk+

nodes with disease and nodes with disease or after
no retroperitoneal largest retroperitoneal RPLND

tumour >3 cm tumour >3 cm
BEPx 1 BEP x 3
Follow-up

To properly stage patients in CS 1A, see 5.7.1
ZNot more than two lymph nodes or disease outside unilateral RPLND template
3Surveillance if benign, treat according to stage and risk group if nonseminoma

Unntak 1

Metastatisk seminom:
1-2 lymfeknutemetastaser

max sterrelse 3 cm

SWENOTECA @.a ST. OLAVS HOSPITAL

Swedish Norwegian Testicular Cancer Group

TRONDHEIM UNIVERSITY HOSPITAL

@NTNU



VI. Flowchart Nonseminoma CS IIA Mk- at Diagnosis/Staging

Benign

A

Treatment as CS I'

TM+

Biopsy
Biopsy il lusive or not feasibl
Markers after 3 weeks
™-
New staging 6 weeks CT and TM
=== Regression CS 1A Mk-

|

New staging procedure 6 weeks CT and TM

' | B

PD2CSIIB or TM+

= Regression CS I1A Mk- PD2CSIIB or TM+
RPLND with preoperative
PET/CT
Teratoma/benign GCC other than
teratoma
v 1 l
Follow-up Follow-up @ BEPXx1

GCC other than
teratoma

—

-

4
Treatment

according to
appendix VI

SWENOTECA “. ST. OLAVS HOSPITAL

Swedish Norwegian Tes

Unntak 2

Metastatisk
nonseminom CSIIA

r Gro TRONDHEIM UNIVERSITY HOSPITAL

@NTNU



BEP x 4

* Nonseminom: RPLND ved restforandringer (over 1 cm, uansett plan)
etter fullfert kjemoterapi

* Seminom: PET av restforandringer etter fullfert kjemoterapi over 3 cm
(ved positive PET, videre utredning og evt kirurgi)

SWENOTECA «2+ STOLNREETA @NTNU



Evaluering under behandling

* CT thorax/abdomen/bekken

e Tumormarkerer bor falle i henhold til
halveringstid (AFP 7 degn, hCG 3
degn)

* Om tumormarkerene faller for sent
blir behandlingen intensifisert

SWENOTECA A: ST. OLAVS HOSPITAL @NTNU
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Flowchart Metastatic Nonseminoma Intermediate and Poor

Prognosis, excluding Non-pulmonary Visceral Metastasis or
Primary Mediastinal Tumour?!

BEP x 2

Response evaluation

v v
t% on time? t% delayed?
BEPx 2 PEI® x 3 (Stem cell harvest)

Response evaluation?

}

Surgery of remaining lesions*

v +
Teratoma/Necrosis/Benign GCC other than teratoma
Follow-up Discuss within SWENOTECA

Eksempel pa

SWENOTECA @.a ST. OLAVS HOSPITAL

Swedish Norwegian Testicular Cal

r Group

TRONDHEIM UNIVERSITY HOSPITAL

intensivering

@NTNU



Metastasekirurgl etter kiemoterapl

* Non-seminom
RPLND ved restglandler > 1 cm.

1/3 av pasientene har vitalt tumorvey,
1/3 har teratom, som ma fjernes radikalt

1/3 har kun nekrose/fibrose

Kirurgi ved evrige restforandringer

(lunge, lever, hjerne...)

:. ST.OLAVS HOSPITAL
ged\ws/h\rl\logegwl;lTeg:u;lr—CaEergoupA\ ¢ ; ¢ TSRON DOHE| M UVIEVE RS|0TYSH OSPITAL B NTN U



Htterkontroll ved testikkelkretft

* Ved tilbakefall er det alltid
kurativ behandlingsintensjon

Etterkontroller spesielt viktig der

man har "valgt bort” adjuvant

. _ behandling
* | Norge sentralisert til

regional onkologisk avdeling

07.11.2011, 14:09:11
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Etterkontroll ved testikkelkrett, prinsipper

yr7rre Ty T
[
¢
R

* Regelmessige
kontroller
Se swenoteca.org

* Innhold

* Klinisk status (obs
gjenveerende testis)

* MR abd/bekken
* Tumormarkerer
* (Rtg thorax)

“OK, Mrs. Dunn. We'll slide you in there, scan your
brain, and see if we can find out why you’ve
been having these spells of claustrophobia.”

s ST. OLAVS HOSPITAL
S%ed\\s/h\ll\logeg\[;]Teg:u;lr—Ca%ergoué @;@ TSRONgEIMUVIEVERScI'I?YSHOSPITAL ENTNU



XV. Follow-up schedule for nonseminoma stage |, 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

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

Control type B: Patient contact, AFP, 3-hCG, LDH, S-creatinine, MRI of the retroperitoneum/
(abdominopelvic CT).

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:

™ B ™ C Follow-up year 1

0 3 6 9 12
™ B ™ B Follow-up year 2

12 15 18 21 24
™ C Follow-up year 3

24 30 36
™ B Follow-up year 4

36 42 48
™ C Follow-up year 5

48 54 60

Postpubertal teratoma: No TM check-up month 3, 9, 15, 21

Etterkontroller
eksempel

SWENOTECA ses ST.OLAVS HOSPITAL

Swedish Norwegian Testicular Cancer Group

®

TRONDHEIM UNIVERSITY HOSPITAL

@NTNU



Seminom-metastaser for og etter en abdominal CT...

SWENOTECA & oo ST.OLAVS HOSPITAL @ NTNU



Secondary cancer from medical imaging?
* CT abdomen 10 mSv
* CT abdomen /pelvis 14 mSv
* CT whole body 20-25 mSv

Abdominal imaging during follow-up

* SWENOTECA CSI nonseminom:
e 1998: 14 CT abdomen/pelvis
e 2012: 6 MRI abdomen/pelvis

MRI
* No ionizing radiation

Whole body PET-CT

* Up to 32 mSv},i.e.0.032 Gy
* Bladder 80 mSv

TA+ NEW ENGLAND JOURNAL of MEDICINE

1
“ REVIEW ARTICLE II

CURRENT CONCEPTS
Computed Tomography — An Increasing
Source of Radiation Exposure

D Abdominal CT. 240 mAs N Engl) Med 2007;357:2277-84.
’

.14

e =il Total

0.12 =@= Digestive
== Other

0.104 \ == |eukemia

Estimated Lifetime Attributable Risk
of Death from Cancer (%)

Age at Time of CT Study (yr)

Background radiation: 2.4 mSv

Q

GUWENOTECA <2« STOMRASET @NTNU

"Huang et al. Radiology 2009



* De fleste tilbakefall kommer innen 18
maAaneder

e Oftere sene residiv ved seminom

* 60 - 70% av residivene farst
retroperitonealt

* Ved nonseminom 60 - 70% forhayet
AFP/hCG v. residiv

Peter C Black ad

Patterns of Relapse in Patients With Clinical Stage I
Testicular Cancer Managed With Active Surveillance

Christian Kollmannsberger, Torgrim Tandstad, Philippe L. Bedard, Gabridla Cohn-Cedermark,
n,” s‘m PrmW Chu n; MMA ]nw Tor mPonics. Fndmrgk, Wmdt Smmkamhmml.AmhthMhm

>
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Very high cure rate

* CS|
* 5 years OS: >98%*?
* Metastatic

* Nonseminoma: 5 years OS: >90%3

* Seminoma: 5 years OS: >96%2

Long life-expectancy following
treatment (40-70 years)

SWENOT E CA ... ST. OLAVS HOSPITAL
Tandstad et al. JCO 2009; 2Tandstad et al. JCO 2011; 3Olofsson et al. JCO 20711 s vomesen Testouiar Gancer Gro TRONDHEIM UNIVERSITY HOSPITAL E NTNU
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» Relative survival of TCS
(graph should be flat if
survival was comparable
with general population)

« Late effects affecting
mortality does not show
until 20+ of follow-up

Relative survival (%)

0 -
0 10 20 30 40 50
Years since diagnosis
1953-1959 1960-1969 ————- 1970-1977
1970-1979  --------- 1978-1979 1980-1989
1990-1999 2000-2012

Kvammen & Tandstad et al. (in press)
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RULE #1
I'M ALWAYS RIGH

RULE #2
WHEN WRONG,
REFER TO RULE #1

SWENOTECA «2+ STOLNREETA @NTNU



