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Risk classification for advanced disease !(post-orchiectomy)

Risk
status

Nonseminoma

Seminoma

Good risk

Testicular or retropeitoneal primary tumor?
and

no non-pulmonary visceral metastases and
Post-orchiectomy markers-all of:

Any primary

and

No nonpulmunary visceral
metastases and

AFP<1000 ng/ml Normal AFP
hCG<5000 iu/L Any hCG
LDH<1.5xupper limit of normal Any LDH3
Testicular or retropeitoneal primary tumor? | Any primary
Intermediate risk and no non-pulmonary visceral metastases | and

and

Post-orchiectomy markers-any of:
AFP 1000-10000 ng/ml

hCG 5000-50000 iu/L

LDH 1.5-10xupper limit of normal

No nonpulmunary visceral
metastases and
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Any hCG
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Poor risk

Mediastinal primary tumor?

or

Nonpulmonary visceral metastases
or

AFP>10000 ng/ml

hCG>50000 iu/L

LDH>10xupper limit of normal

No patients classified as poor
prognosis
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Stage 1A and non-bulky 1B seminoma after radiotherapy or postchemotherapy (assuming no
residual mass,or residual mass<3cm and normal tumor markers):
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Bulky clinical stage 11B,11C,and stage Il seminoma: surveillance postchemotherapy:
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Clinical stage 1without risk factors,! NSGT: active surveillance
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Clinical stage 1with risk factors, NSGCT: active surveillance
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Clinical stage IA/B NSGCT: Treated with 1 Cycle of Adjuvant BEP Chemotherapy or Primary
PLND
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Clinical stage I1-111 NSGCT: Surveillance after Complete Response to
Chemotherapy+postchemotherapy ‘RPLND
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Pathologic Stage I1A/B NSGCT: Post-Primary RPLND and Treated with adjuvant
Chemotherapy
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Pathologic Stage 11A/B NSGCT: Post-Primary RPLND and Not treated with Adjuvant

Chemotherapy*
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:germ cell tumor gl adgl gloyd (somid o255

Preferred Regimens

o BEP

Etoposide 100 mg/m2 1V on Days 1-5

Cisplatin 20 mg/m2 IV on Days 1-5

Bleomycin 30 units IV weekly on Days 1, 8, and 15 or Days 2, 9, and 16
Repeat every 21 days

o EP

(Option only for good-risk patients , patients with pathologic stage Il disease,
and patients with viable germ cell tumor at surgery following first-line
chemotherapy)

Etoposide 100 mg/m2 1V on Days 1-5

Cisplatin 20 mg/m2 1V on Days 1-5
Repeat every 21 days

Other Recommended Regimens
o VIP
(Option only for intermediate or poor-risk patients or patients with viable germ
cell tumor at surgery following first-line chemotherapy
Etoposide 75 mg/m2 1V on Days 1-5
Ifosfamide 1200 mg/m2 on Days 1-5 with mesna protection
Cisplatin 20 mg/m2 1V on Days 1-5
Repeat every 21 days

:Metastatic germ cell tumor iy egs ks Jloyd somid o35y

Conventional-Dose Chemotherapy Regimens

Preferred Regimens

oTIP
Paclitaxel 250 mg/m2 IV on Day 1
Ifosfamide 1500 mg/m2 IV on Days 2-5 with mesna protection
Cisplatin 25 mg/m2 IV on Days 2-5

Repeat every 21 days?
oVelpl
Vinblastine 0.11 mg/kg IV Push on Days 1-2
Ifosfamide 1200 mg/m2 IV on Days 1-5 with mesna protection
Cisplatin 20 mg/m2 IV on Days 1-5
Repeat every 21 days®
High-Dose Chemotherapy Regimens

Preferred Regimens
oCarboplatin/etoposide

Carboplatin 700 mg/m2 (body surface area) 1V

Etoposide 750 mg/mY IV
Administer 5, 4, and 3 days before peripheral blood stem cell infusion for
2 cycles

19| Page



oPaclitaxel/ifosfamide/carboplatin/etoposide
Paclitaxel 200 mg/m2 IV over 24 hours on Day 1

Ifosfamide 2000 mg/m2 over 4 hours with mesna protection on Days 2—-4Repeat every 14 days for 2
cycles followed by

Carboplatin AUC 7-8 IV over 60 minutes on Days 1-3Etoposide 400 mg/m2 1V
on Days 1-3
Administer with peripheral blood stem cell support at 14- to 21-dayintervals for 3 cycles

D¢ oolaiwl ,UG-CSF 4 coulhigh-risk . febrile neutropenia s, VelP sTIP -1
. cwlrelapsed testicular germ cell ol les sl 5550 oloyo pgo L Cisplatin o ifosfamide.paclitaxel ;| s 5-v
etoposide L vinblastin L s oM « ifosfamide ,cisplatin recurrent germ cell tumor ,o s as, oyle,o-Y

(sl 00,55 il shigh-dose sk s e SLE 51)Metastatic germ cell tumor 1y pgw b Slojd (oo w25,

Preferred Regimens (High-Dose Chemotherapy)

e  Carboplatin/etoposide
Carboplatin 700 mg/m2 (body surface area) 1V
Etoposide 750 mg/m2 IV
Administered 5, 4, and 3 days before peripheral blood stem cell infusion for 2 cycles

e Paclitaxel/ifosfamide/carboplatin/etoposide
Paclitaxel 200 mg/m2 IV over 24 hours on Day 1

Ifosfamide 2000 mg/m2 over 4 hours with mesna protection on Days 2—4Repeat every 14 days for 2
cycles followed by

Carboplatin AUC 7-8 IV over 60 minutes on Days 1-3Etoposide 400 mg/m2 IV on Days 1-3
Administered with peripheral blood stem cell support at 14- to 21-day intervals for 3 cycles

Other Recommended Regimens

oGemcitabine/paclitaxel/oxaliplatin
Gemcitabine 800 mg/m2 IV over 30 minutes on Days 1 and 8

Paclitaxel 80 mg/m2 IV over 60 minutes on Days 1 and 80xaliplatin 130 mg/m2 IV over 2 hours on
Day 1 Administered on a 21-day cycle for 8 cycles

Gemcitabine/oxaliplatin

Gemcitabine 1000-1250 mg/m2 IV over 30 minutes on Days 1 and 8followed by
Oxaliplatin 130 mg/m2 IV over 2 hours on Day 1
Administered on a 21-day cycle until disease progression or unacceptable toxicity
Gemcitabine/paclitaxel

Gemcitabine 1000 mg/m2 IV over 30 minutes on Days 1, 8, and 15

Paclitaxel 100 mg/m? IV over 60 minutes on Days 1, 8, and 15
Administered on a 28-day cycle for 6 cycles
Etoposide (oral)

Etoposide 50-100 mg PO daily on Days 1-21
Administered on a 28-day cycle until disease progression or unacceptable toxicity
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Useful in Certain Circumstances
Pembrolizumab (for MSI-H/dMMR or TMB-H tumors)"

Pembrolizumab 200 mg IV over 30 minutes on Day 1
Administered on a 21-day cycle until disease progression or unacceptable toxicity or up to 24
months
Pembrolizumab 400 mg IV over 30 minutes on Day 1
Administered on a 42-day cycle until disease progression or unacceptable toxicity or up to 24
months
sl gl Gleys pga bas ,0NIGN-A0SE Slejs conds « 995 soliwl (ylays pgo bas (ylgze VEIP LTIP 313
- Tumor mutational burden-high (TMB-H) [>10 mutations/megabase (mut/Mb)] tumors, as
«5,profiling (CGP) assay. determined by a validated and/or FDA-approved comprehensive genomic

dasl os,5 caly shigh-dose sb,s e M3 ,51)Metastatic germ cell tumor iy, psw s Slo,s conds

Preferred Regimens

» Gemcitabine/paclitaxel/oxaliplatin

Gemcitabine 800 mg/m2 IV over 30 minutes on Days 1 and 8
Paclitaxel 80 mg/m2 1V over 60 minutes on Days 1 and 8
Oxaliplatin 130 mg/m2 IV over 2 hours on Day 1

Administered on a 21-day cycle for 8 cycles

» Gemcitabine/oxaliplatin

Gemcitabine 1000-1250 mg/m2 IV over 30 minutes on Days 1 and 8
followed by

Oxaliplatin 130 mg/m2 IV over 2 hours on Day 1

Administered on a 21-day cycle until disease progression or unacceptable toxicity
* Gemcitabine/paclitaxel

Gemcitabine 1000 mg/m2 IV over 30 minutes on Days 1, 8, and 15
Paclitaxel 200 mg/m2 IV over 60 minutes on Days 1, 8, and 15

Administered on a 28-day cycle for 6 cycles

* Etoposide (oral)

Etoposide 50-100 mg PO daily on Days 1-21

Administered on a 28-day cycle until disease progression or unacceptable toxicity

Useful in Certain Circumstances

« Pembrolizumab (for MSI-H/dMMR or TMB-H tumors) 2

Pembrolizumab 200 mg IV over 30 minutes on Day 1

Administered on a 21-day cycle until disease progression or unacceptable toxicity or up to 24
months

Pembrolizumab 400 mg IV over 30 minutes on Day 1

Administered on a 42-day cycle until disease progression or unacceptable toxicity or up to 24
months

ol 7)) yloys pgms Lo ,shIGN-00SE Sleys cowis ¢ 050 ooliiul (yloys pgs b lgie 4VEIP LTIP 513

2-Tumor mutational burden-high (TMB-H) [>10 mutations/megabase (mut/Mb)] tumors, as
determined by a validated and/or FDA-approved CGP assay
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Testicular cancer staging and classification’

Stage and Stage grouping

Stage description

Stage 0 :
pTis NO MO SO

The cancer is only in the seminiferous tubules (small tubes inside each
testicle). It has not grown into other parts of the testicle (pTis). It hasn't spread
to nearby lymph nodes (NO) or to distant parts of the body (MO0). All tumor
marker levels are within normal limits (S0).

Stage 1:
pT1-pT4 NO MO SX

The tumor has grown beyond the seminiferous tubules, and might have grown
outside the testicle and into nearby structures (pT1-pT4). The cancer has not
spread to nearby lymph nodes (NO) or to distant parts of the body (MO0). Tumor
marker test results aren’t available, or the tests haven’t been done (SX).

Stage IA:
pT1 NO MO SO

The tumor has grown beyond the seminiferous tubules, but is still within the
testicle, and it hasn't grown into nearby blood vessels or lymph nodes (pT1).
The cancer hasn't spread to nearby lymph nodes (NO) or to distant parts of the
body (MO0). All tumor marker levels are within normal limits (S0).

Stage IB:
pT2-pT4 NO MO
SO

The tumor has grown outside of the testicle and into nearby structures (pT2-
pT4). The cancer has not spread to nearby lymph nodes (NO) or to distant parts
of the body (MO0). All tumor marker levels are within normal limits (SO0).

Stage IS:

Any pT (or TX)
NO MO

51-S3

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer has
not spread to nearby lymph nodes (NO) or to distant parts of the body (MO0).
At least one tumor marker level is higher than normal (S1-S3).

Stage Il

Any pT (or TX)
N1-N3 MO

SX

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer has
spread to 1 or more nearby lymph nodes (N1-N3), but it hasn't spread to distant
parts of the body (MO0). Tumor marker test results aren’t available, or the tests
haven’t been done (SX).

Stage IIA:

Any pT (or TX)
N1 MO

SO or S1

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer has
spread to at least 1 nearby lymph node (but no more than 5, if checked by
surgery), and none of the lymph nodes are larger than 2 centimeters (cm)
across (N1). The cancer has not spread to distant parts of the body (MO0). All
tumor marker levels are within normal limits (SO), or at least 1 tumor marker
level is slightly higher than normal (S1).

Stage I1B:

Any pT (or TX)
N2 MO
SOorS1

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer has
spread to at least 1 nearby lymph node that's larger than 2 cm but no larger
than 5 cm across, OR it has grown outside of a lymph node, OR more than 5
nodes contain cancer (found during surgery) (N2). The cancer has not spread
to distant parts of the body (MO0). All tumor marker levels are within normal
limits (S0), or at least 1 tumor marker level is slightly higher than normal (S1).

Stage 11C:

Any pT (or TX)
N3 MO

S0 or S1

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer has
spread to at least 1 nearby lymph node that's larger than 5 cm across (N3). The
cancer has not spread to distant parts of the body (MO). All tumor marker
levels are within normal limits (SO), or at least 1 tumor marker level is slightly
higher than normal (S1).
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The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer might
or might not have spread to nearby lymph nodes (any N). It has spread to
distant parts of the body (M1). Tumor marker test results aren’t available, or
the tests haven’t been done (SX).

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer might
or might not have spread to nearby lymph nodes (any N). It has spread to
distant lymph nodes or to the lungs (M1a). All tumor marker levels are within
normal limits (SO), or at least 1 tumor marker level is slightly higher than
normal (S1).

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer has
spread to 1 or more nearby lymph nodes (N1-N3), but it hasn't spread to distant
parts of the body (MO0). At least 1 tumor marker level is much higher than
normal (S2).

OR

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer might
or might not have spread to nearby lymph nodes (any N). It has spread to
distant lymph nodes or to the lungs (M1a). At least 1 tumor marker level is
much higher than normal (S2).

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer has
spread to 1 or more nearby lymph nodes (N1-N3), but it hasn't spread to distant
parts of the body (M0). At least 1 tumor marker level is very high (S3).

OR

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer might
or might not have spread to nearby lymph nodes (any N). It has spread to
distant lymph nodes or to the lungs (M1a). At least 1 tumor marker level is
very high (S3).

OR

Stage I11:

Any pT (or TX)

Any N M1

SX

Stage I1A:

Any pT (or TX)

Any N M1la

S0 or S1
Any pT (or TX)
N1-N3 MO
S2

Stage I11B
Any pT (or TX)
Any N Mla
S2
Any pT (or TX)
N1-N3 MO
S3
Any pT (or
TX) Any N M1a
S3
Stage I1IC

Any pT (or TX)
Any N M1b
Any S

The tumor might or might not have grown outside the testicle (any pT), or the
extent of the tumor can’t be assessed for some reason (TX). The cancer might
or might not have spread to nearby lymph nodes (any N). It has spread to
distant parts of the body other than the lymph nodes or to the lungs (M1b).
Tumor marker levels might or might not be higher than normal (any S).

JrAccording to American Joint Committee on Cancer/International Union Cancer
Consortium 2018 Tumor, Nodes, and Metastases (TNM) Staging Classification
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