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Ibrutinib vs Lenalidomid in der Erstlinie
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Ibrutinib vs Lenalidomid in der Erstlinie

Results of the primary end-point of the LOC-R01: A randomized phase Il Study of lenalidomide and
ibrutinib in association with rituximab-methotrexate procarbazine vincristin (R-MPV) as a targeted
induction treatment for patients aged 18 to 65 with a newly diagnosed primary central nervous system

lymphoma (PCNSL)

Carole Soussain, Caroline Houillier, Marion Chevrier, Delphine Leclercq, Joya El Haddad, Anna Schmitt, Lucie Oberic,
Cécile Molucon-Chabrot, Julie Abraham, Fabrice Jardin, Gandhi Damaj, Laurence Schenone, Jérome Paillassa, Agathe
Waultier-Rascalou, Kossi Agbetiafa, Remy Gressin, Choquet Sylvain, Thomas Gastinne, Luc Taillandier, Luc-Matthieu
Fornecker, Lise Willems, Adrien Chauchet, Guido Ahle, Gabriel Antherieu, Adrien Gilbert, Khe Hoang-Xuan, Olivier Lantz,

Chaimae Saji, Ana Lalanne, Herve Ghesquieres
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Ibrutinib vs Lenalidomid in der Erstlinie

Rationale

1. Bis zu 40-50 % der Patienten erreichen die ASCT nicht
- Versagens der Induktion
- Toxizitaten

2. Konventionelle HD-MTX-basierte Induktions-Polychemotherapien erreichen eine
ORR von etwa 65—-85 % und eine CR-Rate von 36—49 %.

3. Prospektive Phase-Il-Studien bei R/R-PCNSL mit lbrutinib als Monotherapie (iLOC-
Studie) oder Rituximab + Lenalidomid (REVRI-Studie) zeigten Ansprechen im Hirn, im
Liquor (CSF) und im intraokularen (I0) Kompartiment.
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Ibrutinib vs Lenalidomid in der Erstlinie

Study design: Phase Il, non comparative study

4 X R-MPV + Lenalidomide

h Response assessment SRR EEENN T IATY
Inclusi // 1 1 \4 l l
NCIUSIon / 2 % R-Cytarahine't Thiotepa +Busulfan
e Clh — 02— RS — 0 ——— (CR-UCR-PR-— b —» P
Randomization N 4w ﬂwt 4w CR-uCR-PR 1w (D1=D21) 4-6 +ASCT

W
1/' (3w) l Stem cells collection** l
Stratification:

* Kl (> 60 vs < 60) — >

4 X R-MPY + Ibrutinib

| |

Exploratory analysis of T-cell subpopulations

Key inclusion criteria: Primary objectives
e Aged>18 and <65

* Histological confirmed DLBCL or cytology in the vitreous ¢ CR/uCRrate at the end ofthe induction phase
or the CSF

* No restriction on KPS

Carole Soussain et al., ASH 2025
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Ibrutinib vs Lenalidomid in der Erstlinie

Study design: Phase Il, non comparative study

R-MPV + Lenalidomide or Ibrutinib (28-day cycles) Consolidation
Dug  [Route |Dose T ——

Rituximab IV 375mg/m?D1 Rituximab V- 375 me/m?D1

Methotrexate IV 3.5 g/m?D1 and D15 Ara-C v 3g/m”Dland 2

Procarbazine Oral 100 mg/m?D1to7

Vincristine vV 1.4 mg/m2D1 and D15 (max 2 mg) mm_

Prednisone Oral 60mg/DD1to5 Thiotepa IV é?g -rgg-/?z

fgnmaﬁd:)mide* Oral 15 mg/DD1to 21 3.2 mg/kg
Busulfan \Y; D-4, -3

ﬁ:‘:t?m_b* Oral 560 mg/D3 to D14 and D17 to D28 and 1.6 mg D-2
Stem cells \% DO

Carole Soussain et al., ASH 2025
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Ibrutinib vs Lenalidomid in der Erstlinie

Patient’s hcracteristics

Inclusion period:

March 2022-August 2024

N = 92 patients from 20 centers
In Lenalidomide (n = 45) arm

In Ibrutinib (n =47) arm.

Carole Soussain et al., ASH 2025
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Ibrutinib vs Lenalidomid in der Erstlinie

Toxicity
Type of toxicity Lenalidomide n (%) N = 44 Ibrutinib n (%) N = 46
Grade2 Grade3 Grade 4 Grade 2 Grade 3 Grade 4

Anemia 9 (20%) 2 (4%) - 6 (13%) 1(2%) -
Thrombocytopenia 2 (4%) 1 (2%) 2 (4%) - 1 (2%) -
Neutropenia 1(2%) 14(32%) 8 (18%) 3 (6%) 5(11%) 5 (11%)
Febrile neutropenia - 2 (4%) 1(2%) - 2 (4%) -
Gastrointestinal disorders 6 (14%) 2 (4%) 1(2%) 8 (17%) 4 (9%) -
Hepatic cytolysis 3 (7%) 17 (39%) 3 (7%) 4 (8.7%) 15 (33%) 1 (2%)
Infections 8(18%) 8 (18%) - 11 (24%) 6 (13%) -

Carole Soussain et al., ASH 2025
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Ibrutinib vs Lenalidomid in der Erstlinie

Primary objective: Response at the end of induction

38 (86%) 37 (82%)
2 (4.5%) 5 (11%)
2 (4.5%) 3 (7%)
2 (4.5%)
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Kompetenznetz

Maligne Lymphome 67th ASH Meeting 2025 Klinikum Stuttgart Seite 11



Ibrutinib vs Lenalidomid in der Erstlinie

Survival - Median Folow-up: 22.3 months, range (1.2 - 39.9)

-+ IBRUTINIB =+~ LENALIDOMIDE
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Zanubrutinib, Rituximab und HD-MTX in der Erstlinie
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Zanubrutinib, Rituximab und HD-MTX in der Erstlinie

Zanubrutinib, rituximab, and high-dose methotrexate as first-line treatment in newly diagnosed primary
central nervous system lymphoma (zana) : A prospective, single-arm study

Zhizhou Xia, Qifan Xu, Shu Cheng, Pengpeng Xu, Wei Li Zhao, Wang Li

Shanghai Ruijin Hospital, Shanghai Institute of Hematology, Shanghai, China

Zhizhou Xia et al., ASH 2025
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Zanubrutinib in der Erstlinie

Study design: Phase Il, non comparative study

* Age 18-80 years

Rituximab

375 mg/m? IV, Day 0 * Histologically confirmed, newly diagnosed
PCNSL

* Measurable CNS lesions
HD-MTX

3.5g/m?1V, Day 1

Zanubrutinib 160 mg PO BID e Continuous

. . Responders (PR/CR):
ARG IEINENE: (@ es (e el Zanubrutinib maintenance 2 1 year

Alternative (MTX-intolerant): Temozolomide 150 mg/m? PO e Days 1-5

Zhizhou Xia et al., ASH 2025
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Zanubrutinib in der Erstlinie

Patient’s characteristics (n=29)

Characteristic Value

Median age, years (range) 60 (30-75)

ECOG = 2 58.6% *Median age 60

Non-GCB subtype 62.1% *nearly 60% had ECOG 22
DEL-positive 34.5% Majority were non-GCB

IELSG high risk 24.1% One-third were DEL
i g +40% met MSKCC high-risk criteria
Craniotomy resection 58.6%

Baseline ctDNA profiling 68.0%

Zhizhou Xia et al., ASH 2025
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Zanubrutinib in der Erstlinie

Study design: Phase Il, non comparative study

Excluded from per-protocol

I
I
I PFS/OS analysis ) !
[ CR after 5 Cycles Proceeded to ASCT :
I Proceeded to ASCT (n=1) (h=3) :
[
I Y v J I
s s ::-'—‘— ________________________________ y :”‘- ___________ i - -
Eligible Patients Received ZRM Induction Completed 6 Cycles Z Maintenance and An-lc:;:alsis
(n=29) Therapy (n=29) of ZRM (n=25) Follow-up (n=25) (n=§5)

S = S g
P e e e :.:‘-:'-..‘-_-_: ——————————————————————————————— s :\:\ —————————————— I
: == Included from per-protocol = !

lysis |
I SD/PD on Treatment PFS/OS analy SD/PD on Follow-up
I (n=3) (n=2) :
I
; I

Zhizhou Xia et al., ASH 2025
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Zanubrutinib in der Erstlinie

Response

Best Overall Response to ZRM

100

89.7% 89.7%

80

60

40

Response rate (%)

20

ORR CR
Zhizhou Xia et al., ASH 2025
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Zanubrutinib in der Erstlinie

Survival - Median Follow-up: 16,2 months

Kaplan-Meier Estimates
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Zhizhou Xia et al., ASH 2025
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Zanubrutinib in der Erstlinie

Safety

Grade =3 Adverse Events ) )
*Grade 23 AEs mainly reversible

Leukopenia

Neutropenia cytopenias

Thrombocytopenia *Minimal 23 hepatic/renal toxicity

Pulmonary infection *Only one febrile neutropenia event

Anemia *No atrial fibrillation, major bleeding,

Febrile neutropenia _ ) ¢ | infecti
or Invasive tungal Infections
clevated AsT/ALT [ J

00 25 50 75 100125150175 °No treatment-related deaths
Grade >3 AE (%)

Zhizhou Xia et al., ASH 2025
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CD3xCD20 Bispecific Antibodies in P/SCNSL
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Safety and efficacy of CD3xCD20 bispecific antibody for the treatment of primary and secondary central
nervous system lymphoma patients: A multicentric retrospective study

Adrien Gilbert, Ines Boussen, Hippolyte Bardet, Sandy Amorim, Florence Lachenal, Francois Lemonnier, Guillaume
Dachy, Sarah Bailly, Marie Blonski, Steeve Chevreux, Adrien Chauchet, Clemence Loiseau, Valerie Vidal, Jean-Baptiste
Bossard, Caterina Cristinelli, Driss Chaoui, Julie Abraham, Sophie Bernard, Herve Ghesquieres, Morgane Nudel Ortmans,
Lise Willems, Celia Salanoubat, Caroline Houillier, Choquet Sylvain, Baptiste Delapierre, Carole Soussain
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Rationale

 (CD3xCD20-bispezifische AK verbessern die Ergebnisse bei rezidivierten/refraktaren (R/R) aggressiven
B-Zell-Lymphomen (in systemischer Erkrankung ORR ca. 50-80 %).

* P/SCNSL-Patient:innen wurden aus BsAb-Studien ausgeschlossen — aufgrund von Bedenken hinsichtlich
ZNS-Bioverfligbarkeit und eines erhdhten Risikos neurologischer Toxizitaten (ICANS).

e Einfriherer Bericht zeigte Glofitamab in wirksamer Konzentration im Liquor (CSF) bei 3 SCNSL-
Patient:innen.

e Ziel: Bewertung von Sicherheit und klinischer Wirksamkeit von CD3xCD20-BsAbs in der Real-World bei
R/R PCNSL und SCNSL mit aktiver ZNS-Erkrankung zu Therapiebeginn.

Adrien Gilbert et al., ASH 2025
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Rationale

 (CD3xCD20-bispezifische AK verbessern die Ergebnisse bei rezidivierten/refraktaren (R/R) aggressiven
B-Zell-Lymphomen (in systemischer Erkrankung ORR ca. 50-80 %).

* P/SCNSL-Patient:innen wurden aus BsAb-Studien ausgeschlossen — aufgrund von Bedenken hinsichtlich
ZNS-Bioverfligbarkeit und eines erhdhten Risikos neurologischer Toxizitaten (ICANS).

e Einfriherer Bericht zeigte Glofitamab in wirksamer Konzentration im Liquor (CSF) bei 3 SCNSL-
Patient:innen.

e Ziel: Bewertung von Sicherheit und klinischer Wirksamkeit von CD3xCD20-BsAbs in der Real-World bei
R/R PCNSL und SCNSL mit aktiver ZNS-Erkrankung zu Therapiebeginn.

Methode
* Retrospektive, multizentrische Studie (Frankreich/Belgien).

e Pat. mit R/R PCNSL oder R/R aggressivem B-Zell-SCNSL mit ZNS-Beteiligung bei Start der BsAb-
Therapie.

* Begleitende Anti-Lymphom-Therapien waren erlaubt (Kombinationstherapien eingeschlossen).

Adrien Gilbert et al., ASH 2025
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Patients characteristics

Median Age (range) 59.5 (35 - 82) At time of start of BsAbs
Sex, Male 30 (56.6%) Concomitant CNS and systemic relapse  30/52 (57.7%)
Pathology Isolated CNS relapse 22/52 (42.3%)
DLBCL NOS 31 (58.5%) CNS Involvement at start of BsAbs
HGBL DH/TH 7(13.2%) Brain Parenchyma isolated 20/53 (37.7%)
Transformed iNHL 6(11.3%) Brain Parenchyma + CSF 18/53 (34.0%)
0
PCNSL 4 (7.5%) Brain Parenchyma + CSF + ocular 1/53 (1.9%)
Other? 5(9.4%) _
o CSFisolated 11/53 (20.8%)
Prior lines of therapy (range) 3 (1-5) o _
. Clinical symptoms & uncertain CSF° 3/53 (5.7%)
Prior IC-ACST 11 (20.8%)
Prior CAR-T cell therapy 25 (47.2%)

CNS Involvement at initial diagnosis  17/53 (32.1%)

Adrien Gilbert et al., ASH 2025
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Best Overall Best Response per Involved Compartment
Response Rate

mCR mPR
N° of Involved Pts 39/50 30/44 1/25 30/52
100
o0 E\‘I’aTUtheég F;sssi’;;‘se / 12/31(38.8%)  12/19 (63.1%) NA 12/27 (44.4%)
80
CR among involved Pts 30.7% 40.0% NA 40.0%
70
PRI RSO/ 11/31 (35.4%) 2/19 (10.5%) 1/1 (100%) 2127 (7.4%)
60 Evaluated Pts % ' ’ '
°0 PR among Involved Pts 28.2% 6.1% 100% 6.7%
40
ORR  OverallResponse/ 23/31 (74.1%)  14/19 (77.8%) NA 14/27 (51.9%)
30 Evaluated Pts %
56.6%
20 ORR among Involved Pts 59.0% 46.6% 100% 46.7%

10

Time to best response (range) = 2 months (1-8)

Adrien Gilbert et al., ASH 2025
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Best Overall
Response Rate

Responses according to Combination Therapy
mCR mPR

100 mCR mPR 100

90 90
80 80
70 70
60 60
50

50

40 40

Percentage of patients

ORR

30 =
56.6%

30

20 20

10 10

46.2%

BsAbs Monotherapy BsAbs + Imids BsAbs + Imids + Ibrutinib
53 N=13 N =23 N=10
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Median follow-up: 11.3 months

| . . 1.00 - .
10 Progression-Free Survival Y Overall Survival
\ L*
0.75 4 ]"F- 0.75 L
£ b, £ N
5 ) £ L
8 \ S 1
& 08507 --------- L & 0809 --mmmmemeeeoees ﬁw
g | w E | H—
5 ! = |
17} . | »n ! IH |
0.25 4 ! 0.25 A !
0.00 - ' median PFS = 2.9 months (95% Cl 2.1 -16.7) 0.00 - ' median OS = 5.7 months (95% Cl 3.6 - NR)
(I) 4I- Eli 1|2 1I6 (') é 1l0 1l5 2l0
Time (months) Time (months)
Number at risk Number at risk
© ©
© Aw 53 19 11 5 3 ® Al 1 53 27 13 7 0
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Time (months) Time (months)

Adrien Gilbert et al., ASH 2025
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CD3xCD20 Bispecific Antibodies in P/SCNSL

Toxicity

CRS all grade _ 45.3%
CRS grade 3/4 - 7.5%
Neurotoxicity all grade _ 22.6%
Neurotoxicity grade 3/4 - 9.1%
Cytopenia grade 3/4 _ 37.7%
Infection grade 3/4 _ 30.2%

0 10 20 20 n 50 60 70 80 % 100

% of Patients

Treatment was interrupted in 6 patients due to toxicities: 1 for grade 3 CRS; 3 for grade 3/4 Neurotoxicities; 2 for Infection
Adrien Gilbert et al., ASH 2025
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Zusammenfassung | Take-Home-Messages

* Verbesserung der MTX-haltigen Induktionstherapie durch Lenalidomid und BTK-
Inhibitoren — geringer Vorteil von lbrutinib?

* Next-Generation BTK’s (Zanubrutinib) in Kombination mit HD-MTX und
Rituximab sehr vielversprechend

* |n einer retrospektiven Analyse zeigen Bispezifische Antikorper Gberraschend
hohe Ansprechraten.

—>die nachsten randomisierten Studien miissen den Stellenwert og klaren
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Zusammenfassung | Take-Home-Messages
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Zusammenfassung | Take-Home-Messages

* Verbesserung der MTX-haltigen Induktionstherapie durch Lenalidomid und BTK-
Inhibitoren — geringer Vorteil von lbrutinib?

* Next-Generation BTK’s (Zanubrutinib) in Kombination mit HD-MTX und
Rituximab sehr vielversprechend

* |n einer retrospektiven Analyse zeigen Bispezifische Antikorper Gberraschend
hohe Ansprechraten.

—>die nachsten randomisierten Studien miissen den Stellenwert og klaren

? Grundlage fur die Verbesserung der Induktion ?
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Die Kurzprasentationen sind online unter

www.lymphome.de/ash2025

FlUr den Inhalt verantwortlich:

Prof. Dr. med. Gerald lllerhaus

Klinikum Stuttgart

Kompetenznetz

Maligne Lymphome 67th ASH Meeting 2025



Lymphom

Kompetenz
KOMPAKT

m @
Kompetenznetz
Maligne Lymphome Ermpnomer & Leskimien

Das Informationsprojekt wird unterstutzt von den Firmen:

obbvie AMGEN AstraZeneca@% (I Bristol Myers Squibb’

& (pe) L,

Diese hatten keinen Einfluss auf die Inhalte.

Kompetenznetz

Maligne Lymphome 67th ASH Meeting 2025



	Foliennummer 1
	Foliennummer 2
	Foliennummer 3
	Ibrutinib vs Lenalidomid in der Erstlinie
	Foliennummer 5
	Ibrutinib vs Lenalidomid in der Erstlinie
	Ibrutinib vs Lenalidomid in der Erstlinie
	Ibrutinib vs Lenalidomid in der Erstlinie
	Ibrutinib vs Lenalidomid in der Erstlinie
	Ibrutinib vs Lenalidomid in der Erstlinie
	Ibrutinib vs Lenalidomid in der Erstlinie
	Ibrutinib vs Lenalidomid in der Erstlinie
	Zanubrutinib, Rituximab und HD-MTX in der Erstlinie
	Foliennummer 14
	Zanubrutinib in der Erstlinie
	Zanubrutinib in der Erstlinie
	Zanubrutinib in der Erstlinie
	Zanubrutinib in der Erstlinie
	Zanubrutinib in der Erstlinie
	Zanubrutinib in der Erstlinie
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	Foliennummer 22
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	CD3×CD20 Bispecific Antibodies in P/SCNSL
	Zusammenfassung | Take-Home-Messages
	Zusammenfassung | Take-Home-Messages
	Zusammenfassung | Take-Home-Messages
	Foliennummer 33
	����


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /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 /Error

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages true

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /CMYK

  /DoThumbnails false

  /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 true

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages true

  /ColorImageMinResolution 300

  /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 true

  /GrayImageMinResolution 300

  /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 true

  /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 ()

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputCondition ()

  /PDFXRegistryName ()

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<



    /BGR <>

    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>

    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>

    /CZE <>

    /DAN <>

    /ESP <>

    /ETI <>

    /FRA <>

    /GRE <>



    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)

    /HUN <>

    /ITA <>

    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>

    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>

    /LTH <>

    /LVI <>

    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)

    /NOR <>

    /POL <>

    /PTB <>

    /RUM <>

    /RUS <>

    /SKY <>

    /SLV <>

    /SUO <>

    /SVE <>

    /TUR <>

    /UKR <>

    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)

    /DEU <>

  >>

  /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

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /ConvertColors /ConvertToCMYK

      /DestinationProfileName ()

      /DestinationProfileSelector /DocumentCMYK

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure false

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /UseDocumentProfile

      /UseDocumentBleed false

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [841.890 475.654]

>> setpagedevice



