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Background: Hodgkin's lymphoma has high rates of cure, but in 15% to 20% of general patients and
between 35% and 40% of those in advanced stages, the disease will progress or will relapse after
initial treatment. For this group, hematopoietic stem cell transplantation is considered one option of
salvage therapy.
Objectives: To evaluate a group of 106 patients with Hodgkin's lymphoma, who suffered relapse or
who were refractory to treatment, submitted to autologous hematopoietic stem cell transplantation in
a single transplant center.
Methods: A retrospective study was performed with data collected from patient charts. The analysis
involved 106 classical Hodgkin's lymphoma patients who were consecutively submitted to high-dose
chemotherapy followed by autologous transplants in a single institution from April 1993 to December
2006.
Results: The overall survival rates of this population at five and ten years were 86% and 70%,
respectively. The disease-free survival was approximately 60% at five years. Four patients died of
procedure-related causes but relapse of classical Hodgkin's lymphoma after transplant was the most
frequent cause of death. Univariate analysis shows that sensitivity to pre-transplant treatment and
hemoglobin < 10 g/dL at diagnosis had an impact on patient survival. Unlike other studies, B-type
symptoms did not seem to affect overall survival. Lactic dehydrogenase and serum albumin
concentrations analyzed at diagnosis did not influence patient survival either.
Conclusion: Autologous hematopoietic stem cell transplantation is an effective treatment strategy for
early and late relapse in classical Hodgkin's lymphoma for cases that were responsive to pre-
transplant chemotherapy. Refractory to treatment is a sign of worse prognosis. Additionally, a
hemoglobin concentration below 10 g/dL at diagnosis of Hodgkin's lymphoma has a negative impact
on the survival of patients after transplant. As far as we know this relationship has not been previously
reported.

Keywords: Hodgkin´s lymphoma; Hematopoietic stem cell transplantation; Autologous transplantation;
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Introduction

Classical Hodgkin's lymphoma (cHL) is a disease that has one of the highest cure
rates of all human cancers with long survival when patients are submitted to first-line
treatment protocols which involve multiple chemotherapeutic agents with or without
radiation such as the ABVD protocol. The ABVD protocol consists of four to six 28-day
cycles of doxorubicin 25 mg/m2, bleomycin 10 mg/m2, vinblastine 6 mg/m2 and dacarbazine
375 mg/m2 on days one and 15 of each cycle. The four drugs, administered intravenously,
have few immediate toxic effects.(1) More intense treatment protocols, such as escalated
BEACOPP, an association of bleomycin, etoposide, doxorubicin, cyclophosphamide,
vincristine, procarbazine and prednisone, promote a higher initial remission rate and
increased disease-free survival in patients in advanced stages of disease. However the
toxic effects and treatment-related mortality are higher.(2) Early stages of the disease allow
treatment with few cycles of chemotherapy and low dose radiation, thereby minimizing
long-term side effects.(3) Despite the effectiveness of existing regimens, it has been reported
in the literature that about 20% of patients in early disease stage and 35% to 40% of
patients with advanced disease will have disease progression or relapse after the initial
treatment.(4) It is well known that these patients will not have good survival when treated
with conventional chemotherapy in particular those considered primary refractory patients
and that have early relapse, i.e. within 12 months of initial treatment.(5) In order to improve
treatment outcomes for this group of patients, autologous hematopoietic stem cell
transplantation (HSCT) has been used in refractory and relapsed cHL cases. Today there is
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ample documentation of the effectiveness of this approach(6)

particularly in two randomized studies, the British National
Lymphoma Investigation (BNLI)(7) and Germany's Lymphoma
Study Group (GHSG).(8)

Except for response to treatment of the disease prior to
HSCT, no other predictive factor was found with an impact
on survival in all the publications analyzed.(9) With data from
a single treatment center in Brazil, the objective of this study
was to evaluate patient survival and to identify possible
predictors of survival, major treatment-related toxic effects
and causes of death.

Methods

This is a retrospective study with data obtained from
patient charts. Analysis involved 106 patients with cHL who
were consecutively submitted to high-dose chemotherapy
followed by autologous HSCT in a single institution from
April 1993 to December 2006. Patients were followed up until
December 2007, i.e. twelve months after concluding enrolment
in the study; thus the mean follow up time was 47.5 months
(12-178 months). For all patients, the bone marrow had no
evidence of infiltration by cHL at HSCT as proven by
histopathological studies of samples obtained from at least
one posterior iliac crest.

After diagnosis patients were submitted to
conventional treatment protocols with the MOPP protocol
(six 28-day cycles of mechlorethamine 6 mg/m2, vincristine
1.4 mg/m2, procarbazine 100 mg/m2 on the first day and
prednisone 40 mg/m2 for five days on days one and eight of
each cycle), with ABVD or an association of both being used
in 97 patients (91.5%). Involved-field radiotherapy was used
as adjuvant treatment for 65% of patients with extensive
tumor mass ("bulky").

Complete remission was defined as the absence of tu-
mor for at least four weeks after the completion of chemotherapy
pre-HSCT while partial remission was defined as a reduction in
over 50% of the volume of the regions affected by the tumor
for at least four weeks after chemotherapy without the
appearance of new tumor-related lesions.

Patients were stratified as responders to treatment used
prior to HSCT when they attained a reduction of more than
50% of the initial tumor in the pre-transplant period (61.9% of
cases) and refractory for those who had less than 50% reduction
in tumor involvement in the pre-HSCT period (38.1%).

Of the responders, 54 patients were in second complete
remission (85%), four in second partial remission, four in
third complete remission and one in first partial remission.
Pre-HSCT high-dose salvage chemotherapy was performed
in 45 patients (42.4%) using regimens based on ifosfamide
with etoposide (53.33%), cytarabine with dexamethasone
(22.22%) and ifosfamide with gemcitabine (24.44%); 61
patients (57.54%) did not receive salvage chemotherapy. The
mobilization of hematopoietic stem cells was attained in 83
patients (78%) with cyclophosphamide 60 mg/kg on two

consecutive days followed by granulocyte colony stimulating
factor (G-CSF) at doses of 6 to 17 mcg/kg. For 25 patients
(22%), mobilization failed and collection was achieved by
multiple bone marrow aspirations. The resulting cells were
cryopreserved for use to rescue bone marrow function after
conditioning. The conditioning protocols used were BEAM
(BCNU 300 mg/m2 on D-1, cytarabine 400mg/m2 from D-2 to
D-5, etoposide 200 mg/m2 from D-2 to D-5 and melphalan
140 mg/m2 on D-6) in 55.38% of patients and CVB (BCNU
300 mg/m2 on D-7, etoposide 200 mg/m2 on D-6 to D-3 and
cyclophosphamide 60 mg/m2 on D-2 and D-1) in 27.35% of
patients. MVB (a regime that substituted cyclophosphamide
for melphalan at a dose of 140 mg/m2 on D-1) was used for
12.26% of the patients and 4.71% received other conditioning
regimens.

The World Health Organization toxicity grading scale,
graduated from 0 to 4(10) was used to study the toxic effects
of HSCT. The first day of two consecutive days with
leukocyte counts above 1 x 109 cells/L or granulocytes above
0.5 x 109 cells/L, or platelets greater than 20 x 109 cells/L
without transfusion within the previous seven days was
considered the time of bone marrow engraftment. Death that
occurred before D+100 after infusion of cryopreserved bone
marrow cells was considered transplant related. A CD34 cell
count by flow cytometry was used to quantify hematopoietic
precursor cells harvested and infused in the patient.

This study was approved by the Ethics Committee for
the Analysis of Research Projects (CAPPESQ) of the Hospital
of the Medicine School, Universidade de São Paulo (number
0332/09 and Resolution 196/96 of the National Health
Council). Survival was analyzed using the Kaplan-Meier
method(11) with multivariate analysis by the Cox model to
evaluate prognostic factors for survival. Statistical
significance was considered for a p-value < 0.05. Calculations
of percentages, means and medians were used when
necessary.

Results

Autologous HSCT for cHL accounted for about 7%
of 2067 indications for transplantation performed up to
December 2006 at Hospital das Clínicas and about 20% of all
autologous transplants in this period. The main characteristics
of this transplant population are listed in Table 1. The overall
survival rates of this population at five and ten years were
86% and 70%, respectively. The disease-free survival was
approximately 60% at five years.

 A median of 2.6 x 106 CD34+ cells per kg of body weight
was collected utilizing mobilization with a median time to
engrafting of 12 days. There was no difference in survival in
relation to the conditioning regimens employed (p=0.17). The
mobilization of hematopoietic precursor cells in peripheral
blood collection was unsuccessful for about a quarter of
patients, so for these harvesting was by bone marrow
aspiration.(12)

Autologous hematopoietic stem cell transplantation in classical Hodgkin's lymphoma
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Univariate analysis (Table 2) shows that sensitivity
to pre-HSCT treatment and hemoglobin < 10 g/dL at
diagnosis had an impact on patient survival. Unlike other
studies, B-type symptoms did not affect overall survival.
Lactic dehydrogenase and serum albumin concentrations
analyzed at diagnosis did not influence patient survival
either.

Four patients had died by D+100 after HSCT (3.74%).
The causes were severe systemic infection in three cases
and one case of bronchiolitis probably due to the use of a
chemotherapeutic agent.

Relapse of cHL after HSCT was the most frequent cause
of death. Of the 24 deaths after D+100, cHL as a cause, that
is, progression after ASCT, accounted for 13 cases (54%).
Septicemia was the cause of death in four patients (6.6%).
One patient died of acute myocardial infarction, one from
pneumonia, one by bleeding of the colon followed by
hypovolemic shock, one by systemic aspergillosis and one
had respiratory failure of undefined cause. In two cases the
exact cause of death was not identified. Myelodysplastic
syndrome (MDS), classified as multilineage dysplasia,
diagnosed two years after the HSCT, was considered a late

treatment-related complication of one patient who was still
alive at the end of the study period.

Fever was the most frequent complication in the first
100 days after HSCT, present in 91.5% of patients. Fever
without identified focus (38.7%), proven bacterial infection
(27.37%), catheter infection (11.3%), sepsis (6.6%), systemic
candidiasis (3.77%), aspergillosis (1.88%) and cytomegalovirus
infection (1.88%) were reported.

Discussion

Patients with cHL refractory to treatment and those
that suffer relapse are problematic; on comparing current
treatment strategies, autologous HSCT provides the best
results for these individuals. In this study, the overall survival
at five years was around 80% with evidence of low toxicity
and procedure-related mortality. Figure 1 shows the overall
survival curve after autologous HSCT of patients diagnosed
with cHL.

Today this group of patients can be treated, from a
practical standpoint, with conventional chemotherapy
followed by high dose chemotherapy and autologous or
allogeneic HSCT, as well as with experimental therapies, often
involving specific monoclonal antibodies and/or palliative
radiotherapy. High-dose chemotherapy gives different results
when applied to patients with minimal disease compared to
patients with extensive areas of tumor; survival at three years
ranges from 70% in the former group compared to only 15%
for patients of the latter.(13) Primary refractory cases and those
with early relapse, i.e. within 12 months of initial treatment,
do not respond well to conventional treatment;14 Bonadonna
et al. reported less than 15% of these patients had disease-
free survival at five years.(15)

The use of conventional salvage therapy achieved cure
rates of less than 20% in the various series of published
cases.(16) The results of this study showed that patients with
relapsed and refractory cHL benefit from autologous HSCT.

Cortez AJ, Dulley FL, Saboya R, Mendrone Júnior A, Amigo Filho U, Coracin FL, et al
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In regard to prognostic factors, serum hemoglobin
concentrations below 10 g/dL at diagnosis had a negative
impact on survival; this has not been reported in any other
publications and should thus be confirmed in future studies
(Figure 2). The worse outcomes correlated with the presence
of B-type symptoms as reported by other authors was not
confirmed in our study. However, response to pre-transplant
chemotherapy was the main determinant of improved survival
after HSCT, as illustrated in Figure 3.

Refractory cases could benefit from a more intense initial
approach, as a more precise diagnosis can be attained today
through studies using positron emission tomography.(17,18)

Sureda et al., on analyzing 494 cHL patients submitted to HSCT
by the Spanish Lymphoma Study Group, also noted that
chemosensitivity is an important variable that determines
response to HSCT. These authors even suggested that
refractory patients should be treated more aggressively in
the early stages of treatment.(19) The group at Seattle's Fred
Hutchinson Cancer Research Center, in a study published in
2008 that analyzed 167 patients with refractory cHL submitted
to HSCT, failed to define any predictors of survival in this
group. They concluded, however, that HSCT can be
performed in refractory patients, but only one in three patients
will survive more than five years.(9)

Due to the high number of CD30 cells expressed in
cHL, this is considered a promising disease for targeted
monoclonal therapy with the use of anti-CD30 antibodies.
Some forms of humanized antibodies have been tested in
clinical trials but showed low response rates and caused
grade II and III pulmonary and hepatic toxicity and
suppression of bone marrow function when used as therapy
in isolation,(20) thus they give worse outcomes than HSCT.

Radiotherapy may be useful as adjuvant therapy in the
treatment of localized relapse, but without a complete cure
being expected. Lymphomas are malignant tumors  that are
highly sensitive to radiotherapy, especially cHL.(21) Allogeneic

Figure 1–  Overall survival of patients with classic Hodgkin's lymphoma
after autologous hematopoietic stem cell transplantation (n = 105)

Figure 2 – Hemoglobin less than 10 g/dL at diagnosis and survival after
hematopoietic stem cell transplantation (n = 105)

Figure 3 – Survival after hematopoietic stem cell transplantation
according to response to pre-transplant chemotherapy (n = 105)

transplants, even with reduced conditioning doses, should
be reserved for selected refractory cases and patients that
relapse after autologous transplants because the higher
mortality rate in cHL patients makes indication a difficult
decision.(22) Survival does not seem to be higher than in
autologous transplants due to the high rate of procedure-
related mortality, in spite of the biological graft-versus-
lymphoma effect.(23)

Conclusion

We believe that autologous HSCT is an effective
treatment strategy for early and late relapse in cHL cases
that are responsive to pre-HSCT chemotherapy, giving an
overall survival rate of greater than 80% at five years.
Patients are tolerant to the BEAM and CVB conditioning
regimens and in our series of patients the mortality rate
within one hundred days of HSCT was 3.74%. Patients who
are refractory to primary treatment do not exhibit the same
response as those who responded to pre-HSCT
chemotherapy, and thus refractory to treatment is a sign of
worse prognosis.

Autologous hematopoietic stem cell transplantation in classical Hodgkin's lymphoma
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The presence of hemoglobin concentrations below
10 g/dL at diagnosis of cHL is a negative impact factor on
the survival of patients after HSCT. We did not find any
mention of this relationship in the literature but according to
the sample in this study we believe that the hemoglobin level
at diagnosis may be a possible predictive factor of poor
prognosis, which should be taken into account when
indicating HSCT.

References
1. Canellos GP, Anderson JR, Propert KJ, Nissen N, Cooper MR,

Henderson ES, et al. Chemotherapy of advanced Hodgkin's disease
with MOPP, ABVD, or MOPP alternating with ABVD. N Engl J
Med. 1992;327(21):1478-84. Comment in: N Engl J Med. 2002;
346(18):1417-8. N Engl J Med. 1993;328(14):1045; author reply
1045-6.

2. Diehl V, Franklin J, Pfreundschuh M, Lathan B, Paulus U,
Hasenclever D, Tesch H, Herrmann R, Dörken B, Müller-
Hermelink HK, Dühmke E, Loeffler M; German Hodgkin's
Lymphoma Study Group. Standard and increased-dose BEACOPP
chemotherapy compared with COPP-ABVD for advanced
Hodgkin's disease. N Engl J Med. 2003;348(24):2386-95. Erratum
in: N Engl J Med. 2005;353(7):744. Dosage error in article text.
Comment in: N Engl J Med. 2003;349(12):1186-7; author reply
1186-7. N Engl J Med. 2003;348(24):2375-6.

3. Engert A, Plütschow A, Eich HT, Lohri A, Dörken B, Borchmann
P, et al. Reduced treatment intensity in patients with early-stage
Hodgkin's lymphoma. N Engl J Med. 2010;363(7):640-52.

4. Straus DJ, Portlock SC, Qin J, Myers J, Zelenetz AD, Moskowitz A
et al. Results of a prospective randomized clinical trial of doxorubicin,
bleomycin, vinblastine, and dacarbazine (ABVD) followed by
radiation therapy (RT) versus ABVD alone for stages I, II, and IIIA
nonbulky Hodgkin disease. Blood. 2004;104 (12):3483-89.

5. Bartlett NL. Therapies for relapsed Hodgkin lymphoma: transplant
and non-transplant approaches including immunotherapy.
Hematology Am Soc Hematol Educ Program. 2005:245-51.

6. Ansell SM, Armitage JO. Management of Hodgkin lymphoma.
Mayo Clin Proc. 2006;81(3):419-26.

7. Linch DC, Winfield D, Goldstone AH, Moir D, Hancock B,
McMillan A, et al. Dose intensification with autologous bone-
marrow transplantation in relapsed and resistant Hodgkin's
disease: results of a BNLI randomised trial. Lancet. 1993;341
(8852):1051-4.

8. Schmitz N, Pfistner B, Sextro M, Sieber M, Carella AM, Haenel M,
Boissevain F, Zschaber R, Müller P, Kirchner H, Lohri A, Decker
S, Koch B, Hasenclever D, Goldstone AH, Diehl V; German
Hodgkin's Lymphoma Study Group; Lymphoma Working Party
of the European Group for Blood and Marrow Transplantation.
Aggressive conventional chemotherapy compared with high-dose
chemotherapy with autologous haemopoietic stem-cell
transplantation for relapsed chemosensitive Hodgkin's disease: a
randomised trial. Lancet. 2002;359(9323):2065-71.

9. Gopal AK, Metcalfe TL, Gooley TA, Pagel JM, Petersdorf SH,
Bensinger WI, et al. High-dose therapy and autologous stem cell
transplantation for chemoresistant Hodgkin lymphoma: the Seattle
experience. Cancer. 2008;113(6):1344-50.

10. Miller AB, Hoogstraten B, Staquet M, Winkler A. Reporting results
of cancer treatment. Cancer. 1981;47(1):207-14.

11. Kaplan EL, Meier P. Nonparametric estimation from incomplete
observations. J Am Stat Assoc. 1958;53:457-81.

12. Canales MA, Fernández-Jiménez MC, Martín A, Arrieta R, Caballero
MD, Díez J, et al. Identification of factors associated with poor

peripheral blood progenitor cell mobilization in Hodgkin's disease.
Haematologica. 2001;86(5):494-8.

13. Lazarus HM, Rowlings PA, Zhang MJ, Vose JM, Armitage JO,
Bierman PJ, et al. Autotransplants for Hodgkin's disease in
patients never achieving remission: a report from the Autologous
Blood and Marrow Transplant Registry. J Clin Oncol. 1999;17
(2):534-5.

14. Lavoie JC, Connors JM, Phillips GL, Reece DE, Barnett MJ,
Forrest DL, et al. High-dose chemotherapy and autologous stem
cell transplantation for primary refractory or relapsed Hodgkin
lymphoma: long-term outcome in the first 100 patients treated in
Vancouver. Blood. 2005;106(4):1473-8.

15. Bonadonna G, Santoro A, Gianni AM, Viviani S, Siena S, Bregni M,
et al. Primary and salvage chemotherapy in advanced Hodgkin's
disease: the Milan Cancer Institute experience. Ann Oncol. 1991;2
Suppl 1:9-16.

16. Aisenberg AC. Problems in Hodgkin's disease management. Blood.
1999,93(3):761-79. Review.

17. Rigacci L, Vitolo U, Nassi L, Merli F, Gallamini A, Pregno P, Alvarez
I, Salvi F, Sancetta R, Castagnoli A, Versari A, Biggi A, Gregianin M,
Pelosi E, Chisesi T, Bosi A, Levis A; Intergruppo Italiano Linfomi.
Positron emission tomography in the staging of patients with
Hodgkin's lymphoma. A prospective multicentric study by the
Intergruppo Italiano Linfomi. Ann Hematol. 2007;86(12):897-903.

18. Juweid ME. Utility of positron emission tomography(PET)
scanning in managing patients with Hodgkin lymphoma.
Hematology Am Soc Hematol Educ Program. 2006:259-65, 510-
1. Review.

19 Sureda A, Arranz R, Iriondo A, Carreras E, Lahuerta JJ, García-
Conde J, Jarque I, Caballero MD, Ferrà C, López A, García-Laraña
J, Cabrera R, Carrera D, Ruiz-Romero MD, León A, Rifón J, Díaz-
Mediavilla J, Mataix R, Morey M, Moraleda JM, Altés A, López-
Guillermo A, de la Serna J, Fernández-Rañada JM, Sierra J, Conde
E; Grupo Español de Linformas/Transplante Autólogo de Médula
Osea Spanish Cooperative Group. Autologous stem-cell
transplantation for Hodgkin's disease: results and prognostic factors
in 494 patients from the Grupo Español de Linfomas/Transplante
Autólogo de Médula Osea Spanish Cooperative Group. J Clin Oncol.
2001;19(5):1395-404.

20. Schnell R, Dietlein M, Staak JO, Borchmann P, Schomaecker K,
Fischer T, et al. Treatment of refractory Hodgkin's lymphoma
patients with an iodine-131-labeled murine anti- CD30 monoclonal
antibody. J Clin Oncol. 2005;23(21):4669-78.

21. Aleman BM, Raemaekers JM, Tirelli U, Bortolus R, van 't Veer
MB, Lybeert ML, Keuning JJ, Carde P, Girinsky T, van der Maazen
RW, Tomsic R, Vovk M, van Hoof A, Demeestere G, Lugtenburg
PJ, Thomas J, Schroyens W, De Boeck K, Baars JW, Kluin-
Nelemans JC, Carrie C, Aoudjhane M, Bron D, Eghbali H, Smit
WG, Meerwaldt JH, Hagenbeek A, Pinna A, Henry-Amar M;
European Organization for Research and Treatment of Cancer
Lymphoma Group. Involved-field radiotherapy for advanced
Hodgkin's lymphoma. N Engl J Med. 2003;348(24):2396-406.
Comment in: N Engl J Med. 2003;348(24):2375-6. N Engl J Med.
2003;349(12):1187-8; author reply 1187-8.

22. Anderson JE, Litzow MR, Appelbaum FR, Schoch G, Fisher LD,
Buckner CD, et al. Allogeneic, syngeneic, and autologous marrow
transplantation for Hodgkin's disease: the 21-year Seattle
experience. J Clin Oncol. 1993;11(12):2342-50.

23. Sureda A, Robinson S, Canals C, Carella AM, Boogaerts MA,
Caballero D, et al. Reduced-intensity conditioning compared with
conventional allogeneic stem-cell transplantation in relapsed or
refractory Hodgkin's lymphoma: an analysis from the Lymphoma
Working Party of the European Group for Blood and Marrow
Transplantation. J Clin Oncol. 2008;26(3):455-62. Comment in:
J Clin Oncol. 2008;26(24):4045-6; author reply 4046-7.

xxx

Cortez AJ, Dulley FL, Saboya R, Mendrone Júnior A, Amigo Filho U, Coracin FL, et al



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


