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Nodular primary cutaneous melanoma
is associated with PD-L1 expression

Background: In previous studies, patients with Stage III melanomas
expressing PD-L1 in more than 5% of their neoplastic cells had improved
recurrence-free survival with anti-PD1 adjuvant therapy. Objectives:
We examined PD-L1 expression as a possible biomarker of primary
cutaneous melanomas in the vertical growth phase. Materials and
Methods: This was a retrospective study including 66 patients with
invasive primary cutaneous melanomas. We assessed patient clinical
and histopathological data and performed immunohistochemical assays
with melanoma specimens from the patients to evaluate PD-L1, PD-
1, CD3, CD8 and FoxP3 expression. Results: We observed PD-L1
expression in 21% (14/66) of our samples, and this expression corre-
lated with increased melanoma thickness (p = 0.002) and nodular-type
melanoma (p = 0.001). After adjusting for tumor thickness using a logis-
tic regression test, the association of PD-L1 with nodular-type melanoma
persisted. Nodular-type melanoma was 6.48 times more likely to be
positive for PD-L1 than other histological types (p = 0.014; 95% CI:
1.46-28.82). As expected, PD-L1 expression correlated with the number
of PD-1-expressing cells in the tumor-infiltrating lymphocyte popula-
tion (p = 0.04). No correlation with PD-L1 was observed for age, sex,
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Dermatopathology Unit,
athology Service, Massachusetts General
ospital, Harvard Medical School,
arren Building 825, 55 Fruit Street,
oston MA 02114, USA

tumor site, skin phototype, ulceration status, sentinel lymph node status,
metastasis development or survival. Regarding the immune profile of the
tumor-infiltrating lymphocytes of PD-L1-positive and -negative groups,
eprints: Mara Giavina-Bianchi
marahgbianchi@gmail.com>

no significant differences were observed in the numbers of CD3 + ,
CD8 + FoxP3-, CD8-FoxP3+ and CD8 + FoxP3+ cells by immunohis-
tochemistry. Conclusion: Nodular-type melanoma is associated with
PD-L1 expression and may be a suitable candidate for adjuvant therapy
of primary melanomas treated with immunotherapy.
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he achievement of prolonged recurrence-free sur-
vival (RFS) using immunotherapy as an adjuvant
therapy, encourages researchers to explore when

atients with melanoma should start adjuvant therapy and
ho should receive it, as immunotherapy is an expensive

reatment that can have great toxicity [1, 2].
ccording to databases from countries with a high inci-
ence of melanomas, tumors with a thickness < 2 mm are
he most frequent primary melanomas, and they are pre-
icted to account for the majority of deaths in the future
3, 4]. Thus, there is a rationale for the use of adjuvant
mmunotherapy in primary melanomas. However, how to
etermine who would benefit from this approach remains
52
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nclear.
he program cell-death 1 (PD-1) protein is expressed in
ctivated T and B lymphocytes, and NK cells inhibiting
he immune response. Program cell-death ligand 1 (PD-
1), a cell-surface molecule present in some tumors and
ntigen-presenting cells, binds to the receptor PD-1 on T
ymphocytes and plays a critical role in suppressing the
ar melanoma, PD-L1, PD-1, CD3, CD8, FoxP3, tumor
cytes, Breslow index, tumor microenvironment

immune response [5]. Recently, one study showed that of
patients with melanomas undergoing immunotherapy, those
with ≥5% PD-L1 expression had greater RFS than those
with <5% PD-L1 expression [1].
In this context, to identify more suitable candidates for
adjuvant therapy among primary melanomas, we aimed
to analyze the differences in PD-L1 expression in vertical
growth-phase primary melanomas according to demo-
graphic, clinical and histopathological aspects as well as the
immune profile of tumor-infiltrating lymphocytes (TILs).
doi:10.1684/ejd.2020.3846
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Materials and methods

This was a retrospective study of a cohort of 66 patients
with primary cutaneous melanomas in the vertical growth
phase. Data were collected from the Division of Derma-
tology, University of São Paulo, Brazil. This work has
been approved by the University of São Paulo, Brazil
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igure 1. Immunohistochemistry panel for detection of PD-
D-L1 in melanoma cells; only membranous stain was consid
tain is a membranous marker, mainly in TIL. C) CD3+ cells
embranous stain, while CD8-FoxP3+ cells show only light b

urple membrane (arrows).

7659137.0.3001.0065) and Partners Institutional Review
oard (2013P000172) of Harvard University, Boston, USA.
ur data included sex, age, phototype, tumor loca-

ion, sentinel lymph node status, metastasis development,
elanoma-specific survival, thickness, tumor subtype

nd ulceration status, and TIL grade, as described
reviously [6].
mmunohistochemical (IHC) detection of all markers was
erformed with formalin-fixed, paraffin-embedded tissue
ections (figure 1). For PD-L1, we used a mouse monoclonal
ntibody clone, 405.9A11 (Dana Farber Hospital, USA).
elanomas that had membrane staining of more than 5%

f the tumor cells were considered positive (figure 1A). PD-
and CD3 immunohistochemical detection was performed

n the same manner, using the antibody, Nat105, from Cell
arque and the Leica Biosystem DAB kit (Cat #DS9800)

nd LN10 from the Leica Bond Polymer Refined Detection
it (Cat# DS9800) and Bond Polymer Red Detection Kit

Cat# DS9390), respectively. CD8 and FoxP3 double stain-
ng utilized the antibodies SP16 (Biocare Medical) detected
ith Red Permanent chromogen (DAKO) and FJK-16 s

eBioscience) using Blue substrate (Vector Labs), respec-
ively (figure 1B-D). Tonsil tissue was used as a positive
ontrol [7]. We adapted the morphometric point-counting
ethod to evaluate the volume density of lymphocyte sub-

ets [8, 9]. For PD-1-positive cells, we used the same modus
perandi, but we counted all cells present within a 10 × 10-
m area.
ssociations between PD-L1 expression and continuous
JD, vol. 30, n◦ 4, July-August 2020

ariables were evaluated using a two-tailed Student’s t test.
ssociations between PD-L1 expression and categorical
ariables were analyzed by Fisher’s exact test. One-way
NOVA was used to test Breslow groups, melanoma sub-

ypes, tumor sites, patient follow-ups and TIL grades.
ogistic regression was used to test melanoma subtypes,
nd hazard ratios (HRs) were calculated, adjusting for
PD-1, and CD3+ cells and CD8 FoxP3 double staining. A)
positive, although cytoplasm stain can also be seen. B) PD-1
) in TIL of melanoma. D) CD8 + FoxP3- cells show a purple
uclei, and CD8 + FoxP3+ cells reveal light blue nuclei with a

Breslow index. The Kaplan-Meyer method was used for
survival analyses. Statistical analysis was performed with
using Graph Prism 6.0 software, and p value < 0.05 was
considered statistically significant.

Results

The majority of our patients were women (40/66) with
melanoma on the trunk and extremities (36% each). The age
ranged from 23 to 86 years old (mean: 56.3), and the tumor
thickness from 0.3 to 14.4 mm. The PD-L1 protein was
expressed by melanoma cells in 21% (14/66), with differ-
ence among Breslow groups (p = 0.013) (table 1). The mean
tumor thickness of the PD-L1-positive group was greater
than that of the PD-L1-negative group (6.3 mm +/- 0.93 vs.
3.1 mm +/- 0.43, respectively; p = 0.002) (figure 2). PD-L1
expression was not correlated with sex, age or tumor site.
Nodular melanoma was the most frequent histological
type (38%), followed by superficial spreading melanoma
(35%), acral lentiginous and lentigo maligna melanoma
(9% each). PD-L1 was expressed significantly more
frequently in nodular melanoma (p = 0.001) (table 1).
Hence, we used logistic regression to analyze the pres-
ence of PD-L1 in nodular melanoma, adjusting for tumor
thickness. This analysis showed that the chance of PD-
L1 positivity was 6.48 times greater in nodular-type
353

melanoma than in other types (95% CI: 1.46 - 28,82;
p = 0.014).
Ulceration was observed in 20% of patients. Sentinel lymph
node biopsy was performed in 18% of patients with 25%
positivity, showing no association with PD-L1.
The mean follow-up period was 108 months (7-264
months). A Kaplan-Meyer disease-specific survival
curve showed no difference between PD-L1-positive
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Table 1. Clinical and histopathologic parameters and PD-L1 expression in primary cutaneous melanomas.

Parameter Subgroup Number of patients (%) PD-L1 positive
n (%)

PD-L1 negative
n (%)

Gender
Male 26 (39) 4 (29) 22 (71)

Female 40 (61) 10 (25) 30 (75)

Mean Age (years) 56.3 52.4 57.4

Location

Extremity 24 (36) 4 (17) 20 (83)

Trunk 24 (36) 8 (33) 16 (67)

Head and neck 12 (18) 2 (17) 10 (83)

Acral 6 (10) 0 (0) 6 (100)

Melanoma subtype

Superficial spreading 23 (39) 1 (4) 22 (96)

Nodular 25 (33) 11 (44)* 14 (66)*

Lentigo maligna 6 (9) 1 (17) 5 (83)

Acral lentiginous 6 (10) 0 (0) 6 (100)

Unclassified 6 (9) 1 (17) 5 (83)

Ulceration
Present 15 (20) 6 (40) 9 (60)

Absent 51 (80) 8 (16) 43 (84)

Breslow#

≤ 1.0 mm 13 (20) 0 (0) 13 (100)

1.01-2.0 mm 20 (30) 2 (10) 18 (90)

2.01-4.0 mm 5 (8) 1 (20) 4 (80)

> 4.0 mm 28 (42) 11(26) 17 (74)

Tumor infiltrating lymphocytes

Absent 10 (15) 1(10) 9 (90)

Non-brisk 48 (73) 11 (23) 37 (77)

Brisk 8 (12) 2 (25) 6 (75)

Sentinel lymph node
Positive 3 (11) 1 (33) 2 (67)

Negative 9 (89) 2 (22) 7 (78)

Disease-free 36 (55) 5 (14) 31 (86)

Alive with metastases 14 (21) 4 (29) 10 (71)

(20)

4)

* 0.01
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Follow-up
Dead of melanoma 13

Lost 3 (

p = 0.001 for nodular type compared to other primary tumor types; # p =

nd -negative tumors (p = 0.356). No anti-PD-1 therapy
as performed at that time.
ILs were graded as absent, non-brisk and brisk in 15%,
3% and 12%, respectively. PD-L1 was expressed in 23%
f the tumors with non-brisk infiltrates, 25% with brisk,
nd 10% of tumors without TILs (p = 0.31) (table 1). We
54

ssessed the positive TIL profiles of 57 vertical growth-
hase melanomas (figure 3). No correlations were found
etween PD-L1 expression and the numbers of CD3+

cells, CD8 +FoxP3- T cells, CD8-FoxP3+ T cells, or
D8 + FoxP3+ T cells. PD-L1 expression in melanoma
ells correlated with PD-1 expression in TILs (p = 0.044)
figure 4).
4 (31) 9 (69)

1 (33) 2 (67)

3 for categorical Breslow groups

Discussion

PD-L1 expression was present in 21% of primary invasive
cutaneous melanomas. We defined 5% expression as the
cut-off value because this is the most frequently utilized in
EJD, vol. 30, n◦ 4, July-August 2020

association studies. A previous study observed 14% positiv-
ity for PD-L1 in primary melanomas [5]. In another study,
21% of desmoplastic melanomas showed ≥ 25% tumor cell
staining for PD-L1 [10], and 23% of vulvar melanomas
showed ≥ 5% tumor cells positive for PD-L1 [11].
There was an association between PD-L1 positivity and
tumor thickness based on both categorical (p = 0.013) and
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Figure 2. Association between primary cutaneous melanoma thickness in vertical growth phase and PD-L1. Each point represents
one patient, and the horizontal bars represent the mean melanoma thickness of each group (p = 0.002).
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igure 3. Number of CD3 + , CD8+ FoxP3-, CD8- FoxP3+
elanomas. Each geometric figure represents one patient, and

ontinuous (mean thickness of PD-L1-positive tumors was
wice that of negative tumors; p = 0.002) variables analyses.
raft et al also found a correlation between PD-L1 and

hickness in desmoplastic melanomas [10].
e found that PD-L1 correlated with nodular-type
elanoma (p = 0.001). As far as we know, this is a new
JD, vol. 30, n◦ 4, July-August 2020

nding. As nodular type is one of the most strongly asso-
iated with thick melanoma [12] and PD-L1 was found
o be associated with thickness, we thought that thickness
ould be a confounding factor. Hence, we evaluated the
esults with a logistic regression test adjusted for thickness,
hich resulted in a 6.48-fold greater chance of having a PD-
1-positive tumor in nodular-type melanoma than in other
CD8- FoxP3+ CD8+ FoxP3+ 

D8+ FoxP3+ lymphocytes in PD-L1-positive and -negative
horizontal bars represent the mean value.

types. Some authors have stated that nodular melanoma
is clinically distinct and the predominant contributor to
melanoma-related death [13]. Although the incidence and
survival rates of superficial spreading melanoma have
increased between 1978 and 2007, neither the incidence nor
the survival rate of nodular melanoma has changed [14].
355

In clinical trials for anti-PD1 drugs, neither PD-1/PD-L1
expression specifically in nodular melanoma nor data on
adjuvant treatment regarding RFS for nodular melanoma
were investigated.
Could PD-L1 be an innate and/or adaptive mechanism of
tumor resistance against the immune response [15]? By
analyzing tumor-infiltrating lymphocytes, we observed that
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he horizontal bars represent the mean value (p = 0.04).

nly 10% of absent-TIL tumors were positive for PD-L1,
hereas non-brisk and brisk TIL infiltrates were present

n 23% and 25% of PD-L1 positive melanomas, respec-
ively. Although melanomas without TILs showed less
D-L1 expression than TIL-infiltrated melanomas, sug-
esting that the protein could be expressed as an adaptive
esistance during a more vigorous immune response, the
ifference was not significant (p = 0.31). Another study
lso reported a heterogeneous association between PD-
1-positive melanomas and TIL infiltration [5].If PD-L1
xpression has any impact on melanoma prognosis, it could
e by modifying the tumor immune environment. The pres-
nce of TILs is associated with higher survival rates in
elanoma [16-19]. The expression of PD-L1 was an inde-

endent risk factor for melanoma-specific survival in one
tudy, with PD-L1 expression being associated with a worse
rognosis [20]. In contrast, Taube et al. showed improved
verall survival in PD-L1-positive metastatic melanomas,
ut not in primary melanomas [21]. Chlopik et al. found a
ignificant correlation between tumor PD-L1 and overall
urvival based on a univariate analysis, but not multi-
ariate analyses [11]. Thierauf et al. described a positive
ssociation between PD-L1 expression and recurrence-free
urvival in mucosal melanomas [22], but PD-L1 expres-
ion ≥ 25% in desmoplastic melanomas correlated with
elatively short disease-free and disease-specific survival
10]. Kakavand et al. observed no correlation between
DL1 expression in sentinel lymph node metastases and
isease outcomes [23]. Our results did not show an associ-
tion with overall survival, corroborating the heterogeneity
56

f PD-L1 expression and its association with progno-
is.The composition of the lymphocytic infiltrate may have
n important role. We assessed specific T-cell subsets in
he tumor infiltrate. CD3+ cells have shown to be asso-
iated with improved survival in cancer, as reported for
ILs in general [24]. Our study showed no difference in

he number of CD3+ T cells between PD-L1-positive and
1-negative melanomas. Each point represents one patient, and

PD-L1-negative melanomas. There were no associations
between CD8 + FoxP3-, CD8-FoxP3 + , or CD8 + FoxP3+
TILs and PD-L1 expression, which is contrary to the find-
ings for CD8+ and FoxP3+ TILs in desmoplastic and vulvar
melanomas [10, 11]. These findings support the theory that
PD-L1 expression in melanomas may be part of an adap-
tive immune response. PD-1 expression on TILs and PD-L1
expression on melanoma cells were associated in the present
study, reinforcing that the PD-1/PD-L1 pathway is activated
and involved in the immune antitumor response.Providing
some insight into frequency, clinical and histopathologi-
cal parameters, lymphocytic tumor infiltrate composition
and tumor cell-immune response interaction drivers may
help to select specific subsets of melanoma patients for
future immunotherapeutic approaches. Anti-PD-1 thera-
pies achieved a complete response in up to 70% of
patients with desmoplastic melanoma [25], a subtype that
showed high expression of PD-L1 [10]. Another study
with all types of melanomas found a relatively high
proportion of complete responders to anti-PD-1 therapy
in a subgroup of patients with > 5% PD-L1 expression.
According to this rationale and the results observed in
our study, we hypothesize that nodular melanoma could
be a suitable candidate for adjuvant immunotherapy, as
this type shows an association with PD-L1 and a high
mortality rate. �

Disclosures

Acknowledgements: this study was supported by a grant
EJD, vol. 30, n◦ 4, July-August 2020

from FAPESP- Fundação de Amparo a Pesquisa do Estado
de São Paulo, project number 2017/20928-9, Brazil, and the
consultative funds for one of the authors (LMD).Conflicts
of interest: the authors have no conflicts of interest.
Source of support: FAPESP (Fundação de Amparo à
Pesquisa do Estado de São Paulo), Brazil, project number
2017/20928-9.



Journal Iden , 202

E

R

1
v
2
2
p
K
S
3
a
0
4
g
5
m
m
6
n
7
N
n
8
m
D
9
i
1
H
a
2
1
P
m
1
l
m
1
l
t
2

tification = EJD Article Identification = 3846 Date: September 8

eferences

. Weber J, Mandala M, Del Vecchio M, et al. Adjuvant nivolumab
ersus ipilimumab in resected Stage III or IV melanoma. N Engl J Med
017; 377: 1824-35.
. Eggermont AMM, Blank CU, Mandala M, et al. Prognostic and
redictive value of AJCC-8 staging in the phase III EORTC1325/
EYNOTE-054 trial of pembrolizumab vs placebo in resected high-risk
tage III melanoma. Eur J Cancer 2019; 116: 148-57.
. SEER. SEER stat facts sheets: melanoma of the skin. Avail-
ble at: www.seer.cancer.gov/statfacts/htlm/melan.htlm [Accessed
9/16/2016]. 2016.
. Melanoma statistics Australia. https: //melanoma.canceraustralia.
ov.au/statistics [Accessed 09/16/2016].
. Massi D, Brusa D, Merelli B, et al. PD-L1 marks a subset of
elanomas with a shorter overall survival and distinct genetic and
orphological characteristics. Ann Oncol 2014; 25: 2433-42.
. Piris A, Lobo AC, Duncan LM. Melanoma staging: where are we
ow? Dermatol Clin 2012; 30: 581-92.
. Giavina-Bianchi M, Giavina-Bianchi P, Sotto MN, et al. Increased
Y-ESO-1 expression and reduced infiltrating CD3+ T cells in cuta-
eous melanoma. J Immunol Res 2015; 2015: 761378.
. Kasper CS, Tharp MD. Quantification of cutaneous mast cells using
orphometric point counting and a conjugated avidin stain. J Am Acad
ermatol 1987; 16: 326-31.
. Duncan LM, Richards LA, Mihm MC. Increased mast cell density in

nvasive melanoma. J Cutan Pathol 1998; 25: 11-5.
0. Kraft S, Fernandez-Figueras MT, Richarz NA, Flaherty KT,
oang MP. PDL1 expression in desmoplastic melanoma is associ-
ted with tumor aggressiveness and progression. J Am Acad Dermatol
017; 77: 534-42.
1. Chłopik A, Selim MA, Peng Y, et al. Prognostic role of tumoral
DL1 expression and peritumoral FoxP3+ lymphocytes in vulvar
JD, vol. 30, n◦ 4, July-August 2020

elanomas. Hum Pathol 2018; 73: 176-83.
2. Chamberlain AJ, Fritschi L, Giles GG, Dowling JP, Kelly JW. Nodu-

ar type and older age as the most significant associations of thick
elanoma in Victoria, Australia. Arch Dermatol 2002; 138: 609-14.
3. Mar V, Roberts H, Wolfe R, English DR, Kelly JW. Nodu-

ar melanoma: a distinct clinical entity and the largest contributor
o melanoma deaths in Victoria, Australia. J Am Acad Dermatol
013; 68: 568-75.
0 Time: 5:17 pm

14. Shaikh WR, Xiong M, Weinstock MA. The contribution of nodular
subtype to melanoma mortality in the United States, 1978 to 2007.
Arch Dermatol 2012; 148: 30-6.
15. Pardoll DM. The blockade of immune checkpoints in cancer
immunotherapy. Nat Rev Cancer 2012; 12: 252-64.
16. Azimi F, Scolyer RA, Rumcheva P, et al. Tumor-infiltrating lym-
phocyte grade is an independent predictor of sentinel lymph node
status and survival in patients with cutaneous melanoma. J Clin Oncol
2012; 30: 2678-83.
17. Clark WH, Elder DE, Guerry D, et al. Model predicting survival
in Stage I melanoma based on tumor progression. J Natl Cancer Inst
1989; 81: 1893-904.
18. Clemente CG, Mihm MC, Bufalino R, Zurrida S, Collini P,
Cascinelli N. Prognostic value of tumor infiltrating lymphocytes in
the vertical growth phase of primary cutaneous melanoma. Cancer
1996; 77: 1303-10.
19. Thomas NE, Busam KJ, From L, et al. Tumor-infiltrating
lymphocyte grade in primary melanomas is independently asso-
ciated with melanoma-specific survival in the population-based
genes, environment and melanoma study. J Clin Oncol 2013; 31:
4252-9.
20. Massi D, Brusa D, Merelli B, et al. The status of PD-L1 and tumor-
infiltrating immune cells predict resistance and poor prognosis in BRAFi-
treated melanoma patients harboring mutant BRAF V600. Ann Oncol
2015; 26: 1980-7.
21. Taube JM, Anders RA, Young GD, et al. Colocalization of inflam-
matory response with B7-h1 expression in human melanocytic lesions
supports an adaptive resistance mechanism of immune escape. Sci
Transl Med 2012; 4: 127ra137.
22. Thierauf J, Veit JA, Affolter A, et al. Identification and clin-
ical relevance of PD-L1 expression in primary mucosal malignant
melanoma of the head and neck. Melanoma Res 2015; 25:
503-9.
23. Kakavand H, Vilain RE, Wilmott JS, et al. Tumor PD-L1
expression, immune cell correlates and PD-1+ lymphocytes in sen-
tinel lymph node melanoma metastases. Mod Pathol 2015; 28:
1535-44.
357

24. Gooden MJ, de Bock GH, Leffers N, Daemen T, Nijman HW.
The prognostic influence of tumour-infiltrating lymphocytes in can-
cer: a systematic review with meta-analysis. Br J Cancer 2011;
105: 93-103.
25. Eroglu Z, Zaretsky JM, Hu-Lieskovan S, et al. High response rate
to PD-1 blockade in desmoplastic melanomas. Nature 2018; 553:
347-50.

http://www.ncbi.nlm.nih.gov/pubmed?term=28891423
http://www.ncbi.nlm.nih.gov/pubmed?term=31200321
http://www.ncbi.nlm.nih.gov/pubmed?term=25223485
http://www.ncbi.nlm.nih.gov/pubmed?term=23021047
http://www.ncbi.nlm.nih.gov/pubmed?term=25954764
http://www.ncbi.nlm.nih.gov/pubmed?term=3819067
http://www.ncbi.nlm.nih.gov/pubmed?term=9508338
http://www.ncbi.nlm.nih.gov/pubmed?term=28728868
http://www.ncbi.nlm.nih.gov/pubmed?term=29307625
http://www.ncbi.nlm.nih.gov/pubmed?term=12020221
http://www.ncbi.nlm.nih.gov/pubmed?term=23182058
http://www.ncbi.nlm.nih.gov/pubmed?term=21931016
http://www.ncbi.nlm.nih.gov/pubmed?term=22437870
http://www.ncbi.nlm.nih.gov/pubmed?term=22711850
http://www.ncbi.nlm.nih.gov/pubmed?term=2593166
http://www.ncbi.nlm.nih.gov/pubmed?term=8608507
http://www.ncbi.nlm.nih.gov/pubmed?term=24127443
http://www.ncbi.nlm.nih.gov/pubmed?term=26037795
http://www.ncbi.nlm.nih.gov/pubmed?term=22461641
http://www.ncbi.nlm.nih.gov/pubmed?term=26352784
http://www.ncbi.nlm.nih.gov/pubmed?term=26403784
http://www.ncbi.nlm.nih.gov/pubmed?term=21629244
http://www.ncbi.nlm.nih.gov/pubmed?term=29320474


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 15%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Coated FOGRA27 \050ISO 12647-2:2004\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Coated FOGRA27 \050ISO 12647-2:2004\051)
  /PDFXOutputConditionIdentifier (FOGRA27)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU <FEFF00530065007400740069006e006700730020006f00660020004a004c00450020002d002d00200043006f0072006c00650074005f00500072006500730073005f00560038>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        28.346460
        28.346460
        28.346460
        28.346460
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (Coated FOGRA27 \(ISO 12647-2:2004\))
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName <FEFF005B004800610075007400650020007200E90073006F006C007500740069006F006E005D>
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 14.173230
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [566.929 822.047]
>> setpagedevice


