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Abstract
Objective: In a prospective multicenter trial, it was our

intention to elucidate clinical prognostic factors of semi-

nomas with special reference to the importance of hu-

man chorionic gonadotropin (HCG) elevations in histo-

logically pure seminomas. Methods: Together with 96

participating urological departments in Germany, Aus-

tria, and Switzerland, we recruited 803 seminoma pa-

tients between 1986 and 1991. Out of 726 evaluable

cases, 378 had elevated, while 348 had normal HCG val-

ues in the cubital vein. Histology was reviewed by two

reference pathologists. HCG levels were determined in

local laboratories and in a study laboratory. Standard

therapy was defined as radiotherapy in stages I (30 Gy)

and IIA/B (36 Gy) to the paraaortal and the ispilateral

(stage I) and bilateral (stage IIA/B) iliac lymph nodes;

higher stages received polychemotherapy and surgery

in case of residual tumor masses. Statistics included chi-

square tests, linear Cox regression, and log-rank test.

Results: The HCG elevation is associated with a larger

tumor mass (primary tumor and/or metastases). HCG-

positive and HCG-negative seminomas had no different

prognostic outcome after standard therapy. The overall

relapse rate of 6% and the survival rate of 98% after 36

months (median) indicate an excellent prognosis. The

calculation of the relative risk of developing a relapse

discovered only stage of the disease and elevation of the

lactate dehydrogenase concentration and its prolonged
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marker decay as independent prognostic factors for sem-

inomas. A more detailed analysis of the prognostic sig-

nificance of the stage revealed that the high relapse rate

in stage IIB seminomas after radiotherapy (24%) is re-

sponsible for this result. Conclusions: We conclude that

HCG-positive seminomas do not represent a special enti-

ty. Provided standard therapy is applied, HCG has no

influence on the prognosis. Patients with stage IIB dis-

ease should be treated with chemotherapy because of

the demonstrated higher relapse rate outside the retro-

peritoneum.
Copyright © 1999 S. Karger AG, Basel

Introduction

Elevations of human chorionic gonadotropin (HCG)
levels in histologically pure seminomas lead to conjec-
tures about the histological origin, the prognosis, and the
adequate therapy of these tumors.

While elevated ·-fetoprotein (AFP) levels are inconsis-
tent with the diagnosis of a pure seminoma [1], immuno-
histochemistry was able to demonstrate syncytiotropho-
blastic giant cells and even mononuclear seminoma cells
to be the origin of the HCG production [2, 3]. Moreover,
marker investigations of blood samples of the testicular
vein demonstrated that nearly all seminomas are able to
produce HCG [4]. Reviewing the published results of oth-
er investigators, we revealed an incidence of about 20% of
the seminomas with elevated HCG serum titers in the
cubital vein and that a positive immunohistological stain-
ing was successful in only 14% of the cases [5].

The supposed poor prognosis of HCG-positive semi-
nomas was supported [6–9] or refuted [10–19] by reports
on small series. It was discussed, whether it represented
an intermediate form between seminomas and nonsemi-
nomas [20]. This disagreement contributed to the uncer-
tain situation and resulted in various recommendations to
treat HCG-positive seminomas. At the Consensus Con-
ference in Hull [21] it was suggested to regard patients
with HCG values 1200 U/l as having nonseminomas.

In 1986 we initiated a prospective multicenter trial to
assess prognostic factors of seminomas with special regard
to the influence of HCG. In this paper, we want to clar-
ify the mystery surrounding HCG-positive seminomas:
(1) Do HCG-positive and negative seminomas have dif-
ferent stage distributions? (2) Do they have a different
prognostic outcome after standard therapy? (3) Are there
any other prognostic factors than HCG elevations in sem-
inomas?

Table 1. Distribution of HCG values in
HCG-positive seminomas (n = 375)

HCG, IU/l n %

182 49
20–50 61 16
50–200 68 18

200–1,000 40 11
11,000 24 6

Patients and Methods

All patients having seminomas with serologically positive HCG
entered the study. AFP-positive tumors were excluded. Between Jan-
uary 1986 and December 1991, 803 patients from 96 urological
departments were recruited, 515 of these prospectively.

77 patients had to be excluded (elevated AFP, nonseminomas,
extragonadal tumors, missing data); in 8 patients the reference
pathologist found nonseminomatous elements. 726 cases were evalu-
able. Out of them, 378 had elevated HCG levels in the cubital vein
before (n = 375) or after (n = 3) orchiectomy (table 1). 348 patients
had normal HCG values. Overall, marker determinations were per-
formed in 726 patients for HCG and AFP, in 440 for lactate dehydro-
genase (LDH) and in 174 for PIAP. The markers were determined in
local laboratories by using different commercial assays. A second
sample was sent to the study laboratory in Munich. The tumor mark-
ers were considered elevated, if the values exceeded the normal
ranges. To determine a normal/prolonged marker decay, we used
half-lives of 36 h for HCG and of 24 h for LDH and PIAP. However,
we had to consider that the markers could be evaluated only accord-
ing to the clinical stage.

For staging purposes we used the following classification: I – no
metastases; IM – no visible metastases, but elevated tumor markers
after orchiectomy: IIA – solitary lymph node metastasis !2 cm; IIB1
– multiple lymph node metastases !2 cm; IIB2 – lymph node metas-
tases 2–5 cm; IIC – lymph node metastases 15 cm, and III – lymph
node metastases above the diaphragm and/or distant metastases.

We recommended a stage-dependent therapy: stage I – infra-
diaphragmatic radiation with 30 Gy (ipsilateral iliacal lymph nodes);
stage IIA/B – infradiaphragmatic radiation with 36 Gy (with iliacal
lymph nodes included), and stages IM, IIC, and III – primary chemo-
therapy and/or surgical resection of residuals. However, RPLND and
adjuvant chemotherapy in stage IIA/B were allowed because of the
uncertainty in that stage. 84% of the patients received standard ther-
apy (radiotherapy in stage I–IIB and polychemotherapy and surgery
in case of residual tumor masses in stage IIC–III). The median radia-
tion dose was 30 (range 26–36) Gy in stage I and 36 (range 30–41) Gy
in stage IIA/B.

Statistics
For a suggested association between two continuous variables,

the linear correlation was used. Independent variables were tested by
a chi-square (Pearson test with Yates’ correction, and for special tests
with low cell counts, Fisher’s exact test was used. To illustrate differ-
ences in progression risk for stage and for HCG status, Kaplan-Meier
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curves are given. A multivariate analysis of prognostic variables
seemed not to be appropriate because the numbers of relapses were
too low (6% of the whole group). The Cox proportional hazards mod-
el was used in order to assess how a putative prognostic factor actual-
ly affects the risk of progression. As tumor stage is obviously a prog-
nostic factor, the other variables were stratified according to the four
levels ‘stage I’, ‘stage IIA’, ‘stage IIB’, and ‘stage IIC/III’. The strati-
fied relative risk estimates can be interpreted as the excess risk modi-
fication when the stage is already considered. Unstratified risk esti-
mates are given for comparison. All relative risk estimates are calcu-
lated along with confidence intervals at the local 5% level. Contin-
uous variables have been polychotomized at clinically motivated
points. Patient not receiving standard therapy have been excluded
from this analysis. Patients who developed a secondary tumor or a
contralateral testicular tumor were considered observed without pro-
gression up to that point and censored at that point.

Results

The stage distribution (for this analysis we used only
those patients who were consecutively documented in 14
of the participating hospitals) showed significant differ-
ences for HCG-positive and HCG-negative seminomas.
72% of all patients had stage I disease. HCG-positive
seminomas were more often associated with metastat-
ic disease than HCG-negative cases (37 vs. 18%, p !

0.0001), predominantly with larger retroperitoneal lymph
node metastases.

8 of 515 prospectively enrolled patients had nonsemi-
nomatous elements when the histological slides were
reviewed. Immunohistochemistry was positive in 59% of
the serologically HCG-positive seminomas.

98% of the patients are alive after a median follow-up
period of 36 months after standard therapy. 7 patients
died of their disease, and 3 patients died of therapy-relat-
ed complications (leukopenia after chemotherapy for
multiple relapses, pulmonal embolism under chemothera-
py for relapse after radiotherapy, and respiratory insuffi-
ciency after retroperitoneal lymph node dissection after
chemotherapy). 3 patients died of other causes, and a fur-
ther 2 of unknown reasons. 42 patients (6%) developed a
relapse, 22 (3%) a contralateral testis tumor, and 9 (1%) a
secondary nontesticular carcinoma.

There were no differences in the relapse-free survival
rates between HCG-positive and HCG-negative semino-
mas. Significant associations between relapse and pI cate-
gory, LDH level elevation, and metastases could be estab-
lished (table 2). The HCG level had no influence on the
prognosis of the outcome: either a simple elevation or lev-
els 1200 U/l or a prolonged marker decay. A multivariate
analysis was not done because of the small number of
relapses.

Table 2. Univariate analysis of parameters predictive for progres-
sive disease 24 months after standard therapy

Variable Patients Progres-
sion, %

p

pT1
1pT1

434
94

5
13

!0.01

Infiltration of
Rete testis no

yes
298
230

7
5

NS

Tunica albuginea no
yes

475
53

5
13

0.022

Epididymis no
yes

491
37

5
16

!0.01

Spermatic cord no
yes

500
28

6
14

!0.0061
(trend)

Vascular invasion no
yes

242
112

5
10

NS

Size of primary
tumor, cm

!3
3–6
6–10

110

126
253
123
30

2
6
6

13

0.054
(trend)

Size of primary
tumor, cm

!6
66

379
153

4
7

NS

Immunohisto-
chemistry

negative
positive

157
158

8
7

NS

HCG normal
elevated

280
321

4
7

NS

HCG level, U/l !200
1200

533
54

5
9

NS

HCG decay normal
prolonged

261
66

6
11

NS

LDH normal
elevated

245
115

3
9

0.015

LDH decay normal
prolonged

175
38

6
16

0.05

PIAP normal
elevated

47
92

0
7

0.073
(trend)

PIAP decay normal
prolonged

61
21

2
5

NS

Metastases no
yes

427
165

4
10

!0.01

Stage I
Im
IIA
IIB1
IIB2
IIC/III

427
16
42
23
15
69

4
6
2

13
33
9

!0.0001
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Table 3. Relative risk rates for different levels of diagnostic measures, stratified according to tumor stage

Level Number
of
patients

Number of
patients with
progression

Nonstratified risk with
95% confidence interval

lower
boundary

relative
risk

upper
boundary

Stratified risk with
95% confidence interval

lower
boundary

relative
risk

upper
boundary

454 18
Stage IIA 44 1 0.1 0.6 4.2
Stage IIB 38 8 2.4 5.6 12.8
Stage IIC/III 69 7 1.2 2.8 6.7

No metastases 438 17
Metastases 167 17 1.4 2.7 5.3

Missing 61 6
Tumor size !3 cm 128 2
Tumor size 3–6 cm 262 15 0.6 1.4 3.3 0.6 1.4 3.3
Tumor size 6–10 cm 124 7 0.5 1.4 3.8 0.4 1.1 3.1
Tumor size 110 cm 26 4 0.9 3.1 10.4 0.6 2.2 8.0

Missing 65 1
pT1 444 21
pT2 68 8 1.3 3.0 6.7 1.0 2.2 5.1
pT3 28 4 1.3 3.8 10.9 0.9 2.6 8.0

Missing 65 1
Infiltration of rete testis 305 21 0.3 0.7 1.4 0.4 0.8 1.6

Missing 65 1
Infiltration of tunica albuginea 485 26 1.1 2.5 5.9 1.0 2.4 5.6

Missing 65 1
Infiltration of epididymis 503 27 1.5 3.7 8.9 0.8 2.0 5.2

Missing 65 1
Infiltration of germinal cord 512 29 1.0 2.8 8.1 0.7 2.0 6.0

Missing 243 9
No vascular invasion 247 14
Vascular invasion 115 11 0.7 1.6 3.6 0.6 1.4 3.1

Missing 61 6
Negative immunohistochemistry 164 12
Positive immunohistochemistry 158 13 0.5 1.2 2.6 0.5 1.2 2.6

HCG normal 349 15
HCG elevated 256 19 0.9 1.8 3.5 0.7 1.4 2.8

HCG !200 U/l 550 58
HCG 1200 U/l 55 6 0.9 2.1 5.1 0.7 1.7 4.5

Missing 270 11
HCG decay normal 269 15
HCG decay prolonged 66 8 0.9 2.2 5.2 0.6 1.7 4.7

Missing 234 17
LDH normal 269 15
LDH elevated 117 10 1.2 3.2 8.4 1.1 3.1 8.8

Missing 386 16
LDH decay normal 182 11
LDH decay prolonged 37 7 1.2 3.2 8.3 1.0 3.0 9.5

Missing 464 27
PIAP normal 47 0
PIAP elevated 94 7 – – – – – –

Missing 520 32
PIAP decay normal 65 1
PIAP decay prolonged 20 1 0.2 3.3 52.8 0.4 6.2 98.9
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Fig. 1. Stage-related relapse-free survival of
patients with seminomas after standard ther-
apy. EFS = Event-free survival.

Instead of this, we calculated the relative risk of devel-
opping a relapse (table 3): stage IIB had the highest risk
after radiotherapy. Moreover, an elevation of the LDH
level and its prolonged marker decay seem to be indepen-
dent predictive factors for a relapse because the relative
risk does not change when we stratify for clinical stage.

The cumulative relapse-free 3-year survival rate in
stage I was 94% for HCG-positive and 96% for HCG-neg-
ative seminomas. The results in stage IIA (one positive
node !2 cm) were similar. Patients with stage IIB had a
worse prognosis after radiotherapy, especially when the
lymph nodes exceeded 2 cm (tables 2, 3). The relapse rate
of irradiated stage IIB patients is even higher than that of
patients with more advanced stages after chemotherapy.
Comparison of the relapse rate of stage IIB patients
revealed a significant difference from patients with lower
stages and an obvious but not significant difference from
patients with higher stages (fig. 1).

Details of the relapsing patients are summarized in
table 4. 6 or 7 patients out of 9 developed their relapse
outside the retroperitoneum.

Discussion

The primary histological diagnostic error was very low,
as only 1.5% of the patients had nonseminomatous ele-
ments in the histological material reviewed. In our series,
the meticulous histological investigations resulted in a
better correlation between the serologically measured
HCG values and the immunohistochemical staining than

described in the literature. 59% of the specimens stained
positive, whereas the early publications reported on 14%
HCG-positive stainings by immunohistochemistry [5].
During the course of the study, it was shown that about
80% of the patients with seminomas had elevated HCG
values in the testicular vein, even when the samples from
the cubital vein were negative [4, 22]. Today, we have to
assume that each seminoma is able to produce HCG. This
assumption is supported by the fact that HCG could be
stained in STGC or mononuclear seminomas despite neg-
ative serum values. Thus, we have to conclude that an
HCG-positive seminoma is not a special entity.

We could demonstrate that pathological HCG levels
are correlated with the total tumor burden, i.e., the size of
the primary tumor as well as the stage of the disease [23].
Our data confirm the results of other authors who found
higher stages in seminomas with HCG or LDH elevations
[1, 24, 25].

The prognosis of HCG-positive seminomas has been a
subject of debate. Some investigators have observed the
same good results as for HCG-negative seminomas [10,
14, 16, 18, 19, 26–28], while others stated a poorer out-
come [6, 7, 17, 29–32]. Nearly all reports were based on
small, retrospectively documented series. Only the retro-
spective analysis of Mirimanoff et al. [25] attained 132
HCG-positive cases from ten centers in Switzerland.
Schwartz et al. [33] reported on 191 stage I seminomas
that could be completely reviewed, retrospectively. 13%
of them had preoperatively elevated serum levels of
HCG. All normalized after orchiectomy, and none suf-
fered a recurrence after a median follow-up period of 50
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Table 4. Characteristics of the patients with relapse in stage IIA/B

No. Stagea HCG Radiation
Gyb

Time to
relapse
months

Localization of
relapse

Marker
AFP

Elevated
HCG

Elevated
LDH

Relapse
PIAP

Treatment
of relapse

Outcome
monthsc

IIB2 + P 42 24 mediastinum – + + ? 4 !
carboplatin

NED 52

A110/01 IIB2 + P 38 24 retroperitoneum – + + + 4 ! PEB NED 17

5600/04 IIB2 + P+S 40 4 bone ? ? + ? radiation,
surgery,
4 ! PEB

DOD

5600/08 IIB2 + P+S 36 9 marker only – + – ? 1 ! PEB,
radiation

NED 42

5600/09 IIB2 + P 36 6 bone – + ? ? 4 ! PEB DOD

2007/51 IIB1 + P 40 15 retrosternal – + – ? 3 ! PEB lost to
follow-up

7000/04 IIB2 – P 29 12 retroperitoneum ? ? ? ? surgery +
radiation

lost to
follow-up

1004/25 IIB2 – P 36 15 retroperitoneal +
pulmonal

? ? ? ? 4 ! PEB NED 48

8007/08 IIB1 – P 40 2 bone – + + – 4 ! VIP NED 45

a Stage IIB1 = Lymph node metastases !2 cm; IIB2 = lymph node metastases 2–5 cm.
b P = Periaortal; S = supradiaphragmal.
c NED = No evidence of disease; DOD = died of disease.

months. In our literature review we found no difference
between HCG-positive and HCG-negative seminomas in
stage I. A poorer outcome was demonstrated only in meta-
static (and unknown) stages.

According to our results, the prognosis was excellent
when standard therapy was applied (radiotherapy in
stages I–IIB and polychemotherapy and/or surgery for
residuals in stages IIC/III) after a median follow-up peri-
od of 36 months. Only 6% of the entire group relapsed,
and 98% are alive and free from disease. There was no
difference between HCG-positive and HCG-negative
seminomas. All stages had comparable relapse and sur-
vival rates.

In none of our analyses we found an influence of HCG
on the prognosis. This is valid for the simple preoperative
HCG elevation and values 1200 U/l as well. The limit of
200 U/l was defined at the Consensus Meeting in Hull
[21]: As to the experience of most of the participants, high
HCG titers were predominantly observed in bulky tumors
which require chemotherapy anyway. For the expected

small number of patients with seminomas with HCG
titers 1200 U/l and small metastatic lymph nodes, the
participants precautiously recommended chemotherapy.
Our results conclude this would apply to only 3% of all
seminomas and to 8% of the HCG-positive seminomas.

In contrast, patients with elevated LDH levels had a
significantly worse prognosis (p = 0.015), and those with
elevated PIAP showed a trend to a poorer outcome (p =
0.073) than patients with normal marker values. The cal-
culation of the relative risk discovered only clinical stage
and the elevation of the LDH concentration and its pro-
longed marker decay as independent prognostic factors.
Interestingly, stage IIB patients had the worst therapeutic
outcome as compared with all other stages when standard
therapy was applied. As even more advanced stages had a
more favorable outcome, it must be concluded that radio-
therapy for stage IIB seminomas should no longer be
regarded as standard therapy. After radiotherapy, the
relapse-free survival rate was only 75% for HCG-positive
and 76% for HCG-negative seminomas. A comparison
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Table 5. Literature review of the results of radiotherapy in stage IIA/B seminoma

Authors Year of
publication

n Relapse-free
survival, %

Survival
%

Relapse rates, %

IIA IIB

1985 24 96 100 0 6
Gregory and Peckham [12] 1986 39 87 95 11 18
Zagars and Babian [36] 1987 37 95 95 ? ?
Mason and Kearsley [37] 1988 25 96 96 ? ?
Pfannmüller-Schurr et al. [35] 1988 69 88 ? 0 24
Kellokumpu-Lehtinen and Halme [15] 1990 56 82 94 ? ?
Bayens et al. [34] 1992 29 76 93 0 33
Hanks et al. [13] 1992 107 96 97 ? ?
Gospodarowicz et al. [11] 1994 56 89 96 12 9
Present series 80 87 97 2 24
Overall 522 90 96 7 22

Table 6. Relapse sites (n = 28) after radio-
therapy in stage IIA/B seminomas [11, 12,
15, 34] (multiple sites possible)

Localization n

6
Mediastinal/supraclavicular,

or supradiaphragmatic 14
Pulmonal 5
Hepatic 1
Bones 6
Miscellaneous 3

with other published results was hampered by the fact that
most radiotherapists use classifications that do not allow a
safe differentiation of stages IIA and IIB from higher
stages. Some even classify lymph node masses of up to
10 cm as IIA [8]. We summarized the data of seminomas
with low-volume metastases, considering only reports
with at least 20 cases in stage IIA/B (table 5), and found
the same trend as in our study. Patients with metastases
between 2 and 5 cm had a recurrence rate of 22% (range
6–40%) [12, 34, 35]. Most of the relapses are localized
outside the retroperitoneum (table 6), presuming a sys-
temic disease which requires systemic therapy. 30% of the
relapsing patients died of their disease. Despite the small
number of cases evaluated, we recommend chemotherapy
for these patients, especially because patients with stage
IIC/III had a better outcome after chemotherapy than
those with stage IIB after radiotherapy.

Concluding Remarks

HCG-positive seminomas have significantly higher
stages than those with normal values in the cubital vein.
HCG has no negative influence on the relapse rate of sem-
inomas. The risk of relapse is higher for patients with pT
category higher than 1 and for those with elevated LDH
levels. Obviously, seminomas – irrespective of their HCG
status – are sufficiently treated by the current standard
therapy. Therapy should only be altered in stage IIB (me-
tastases 2–5 cm), as local radiotherapy cannot prevent the
demonstrated systemic relapses. Therapy recommenda-
tions are radiotherapy for patients with clinical stages I
and IIA (no lymph node metastases or !2 cm) and chemo-
therapy for patients with lymph nodes 12 cm or distant
metastases.
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