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Aggressive Lymphome 2011

• Prognose
– CB vs IB – und? ; „Risiko Alter“

• Jüngere Patienten
– MINT Follow Up, Mega CHOEP Auswertung
– FLYER & UNFOLDER Status

• Ältere Patienten
– Rituximab Modifikationen 
– OPTIMAL Studie
– Non-fit Elderly: BRENDA Studie

• Periphere T Zell Lymphome
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IPI: gilt immer noch(R-IPI)!

3

Marita Ziepert et al.
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Kiel „gilt immer noch“ ….

Ott et al, Blood 2010
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MMML-Seq: ICGC

• Internationales Krebsgenomkonsortium
• „Next Generation Sequencing“
• BMBF Förderung
• … Frischmaterial
• … Keimbahn

CIGGCTCCATCGTACG
TGCAATCGTTATCGGC
CGCGATATACTGAGTA
GTCGCCTATATATCCAT
GCCCCGMMML*SEQ
TCTAGTATATATAAGCA
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Where is the border between „pediatric“
and „adult“ ?
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Pädiatrische vs. adulte DLBCLs

Pediatric Patients (<15yrs)
BFM-NHL trials
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Age analysis
Patients ≤ 35 years from all DSHNHL studies (n=524) 

Overall Survival according to age
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Aggressive B-NHL
Primärbehandlung:  spielt Strahlentherapie doch eine Rolle ?
Behandlung junger Patienten mit intermediärer Prognose (IPI =1)

R
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Aggressive B-NHL
Primärbehandlung:  spielt Strahlentherapie doch eine Rolle ?
Vergleich: Ergebnisse LNH 03-2B vs MINT für Patienten mit IPI =1
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Aggressive B-NHL
Primärbehandlung:  spielt Strahlentherapie doch eine Rolle ?
Behandlung junger Patienten mit intermediärer Prognose (IPI =1)

R

6 x R-CHOP 21

6 x R-CHOP14

RAD 40 Gy bulk, 

observation

RAD 40 Gy bulk, 

observation

UNFOLDER Study Design



supported byDSHNHL Study Group Meeting
6 May 2011 –Wiesbaden

Recruitment UNFOLDER

• Start of trial : 01.11.05

• Planned number of patients : 642

• Number of patients 04/11: 424

• First  planned interim analysis: 07/11
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FLYER (6-6/6-4)  STUDY   DESIGN
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FLYER (6-6/6-4):

PLANNED  SAFETY  ANALYSIS

200 Patients :
4 events

1 death (swine flu)
3 other events

worst-case scenario:
4xR-CHOP+2R: EFS 97%, OS=100%



R-MegaCHOEP
DESIGN OF THE RANDOMIZED STUDY
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Rituximab ( 6 x 375 mg/m² )
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mCHOEP  III
CYC 4500
ADR 70
VCR 2
ETO 960
PRD 500

mCHOEP  IV
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VCR 2
ETO 1480
PRD 500

mCHOEP  I
CYC 1500
ADR 70
VCR 2
ETO 600
PRD 500

CHOEP-14
CYC 750
ADR 50
VCR 2
ETO 300
PRD 500

PRD and VCR doses are absolute, all others are per m²

days

RADIOTHERAPY to bulky disease and EN involvement
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R-MegaCHOEP Study
OS ACCORDING TO TREATMENT ARM 
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R-MegaCHOEP Study
OS: PATIENTS WITH aaIPI 2 ONLY!
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R-MegaCHOEP Study
OS: PATIENTS WITH aaIPI 3 ONLY!
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Aggressive Lymphome 2011

• Prognose
– „Risiko Alter“
– CB vs IB – und?

• Jüngere Patienten
– MINT Follow Up
– FLYER & UNFOLDER Status
– Mega CHOEP Auswertung

• Ältere Patienten
– Rituximab Modifikationen 
– OPTIMAL Studie
– Non-fit Elderly: BRENDA Studie



Pfreundschuh et al , Blood 110: ASH abstract #789

Aggressive B-NHL 
DENSER-CHOP: Therapieoptimierung durch Intensivierung der Immuntherapie

DSHNHLDSHNHLDSHNHL

RICOVER-60, CR 84%
(n=183)
CHOP-R-ESC CR 84%
(n=44)
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Aggressive B-NHL 
SMARTER-CHOP: Ergebnisse Hochrisiko-Patienten IPI 3-5

DSHNHLDSHNHLDSHNHL

76%

64%

80%

70%

P  F  S O  S

Median Time of Observation: 28 Months

Ricover 60 Ricover 60

SMARTERSMARTER

Pfreundschuh et al, ASCO 2011, #8064, aktuelles Update



RR p
LDH 2.210 <0.001

ECOG 1.743 0.004

Stage 1.450 0.045

Ex>1 1.075 0.724

Male vs. 
Female

1.592

RR p
LDH 1.526 0.002

ECOG 1.672 0.001

Stage 1.957 <0.001

Ex>1 1.650 0.001

Male vs. 
Female

1.127 0.348

RICOVER-60 Trial (n=1222)
Multivariate Analysis PFS

Without Rituximab With Rituximab 

1.592 0.004

Murawski, EHA 2009Pfreundschuh et al., ASH 2009



RICOVER-60 Trial (n=1222)
Rituximab Trough Serum Levels

females

males



Study  Design DENSE-R-UP-CHOP-14

CD20+ DLBCL
Stages I-IV

61 to 80 years

121086420

121086420

W e e k s

Rituximab 375 mg/m2

Rituximab 500 mg/m2
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♂
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Ältere Patienten

• Standard : 6 Zyklen R-CHOP-14
– (Ältere Low Risk: CHOP-21 oder 4 Zyklen – ungeprüft)

• Frühe, dichtere Gabe von  Rituximab bei 
aggressiven NHL sinnvoll: Prüfung in Phase III

• Erhöhte Rate opportunistischer Infekte bei 
dosisdichtem R-CHOP: 
– Infektprophylaxe indiziert (i.e. G-CSF, Aciclovir, 

Cotrimoxazol, Gyrasehemmer)

28
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Studienziele - > 60 Jahre
– Verringerung der Toxizität (PNP!)

– Überprüfung der Dosisdichte Rituximab

– PET als NEGATIVER Prädiktor bei low risk

– Studie für „non-fit“ elderly
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BRENDA  Studie DSHNHL 2010BRENDA  Studie DSHNHL 2010--11

Diagnose: DLBCL
Alter:        > 81 Jahre alle Patienten Alter:        > 81 Jahre alle Patienten 

6161--80 Jahre 80 Jahre „„nicht CHOP fnicht CHOP fäähighig““

Therapiephase
6 x R-Benda

Vorphase
d-7 to –d-1 Prednisolon 100mg
d -3  i.v. Rituximab 375 mg/m2 

d 1 s.c. Rituximab 1400 mg
d 1-2 Bendamustin 90mg/m2

Wiederholung Tag 22

• Phase II (PFS)
• 100 Patienten
• Geriatrisches 
assessment
• Iniziierung 2011
• Rituximab/Benda
werden gestellt
• CRO Iomedico
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• Prognose
– CB vs IB – und? ; „Risiko Alter“

• Jüngere Patienten
– MINT Follow Up, Mega CHOEP Auswertung
– FLYER & UNFOLDER Status

• Ältere Patienten
– Rituximab Modifikationen 
– OPTIMAL Studie
– Non-fit Elderly: BRENDA Studie

• Periphere T Zell Lymphome



GERMAN HIGH-GRADE NHL 
STUDY GROUP (DSHNHL)

www.lymphome.de/en/Groups/DSHNHL

Schmitz et al., Blood 2010;116(18):3418-3425

PTCL:  CHO(E)P als Erstlinientherapie



ALK-negative ALCL and other T-cell lymphomas
NHL-B1 trial (≤ 60 years, LDH ≤ N, n=57), EFS: role of etoposide

T-cell lymphomas in DSHNHL trials

Schmitz, Trümper et al., Blood 
2010
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3 years EFS rate: with Etoposide: 63.2% (95% CI: 45.0%-81.4%)
without Etoposide: 48.3% (95% CI: 30.1%-66.5%)

6x CHOP-14/21 (n=29)

6x CHOEP-14/21 (n=28)

p=0.065
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Neue Substanzen/Kombinationen Phase II 
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ACT-2 Studie
Alemtuzumab

AATT Studie
Auto vs Allo



<<
  /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
  /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
    /Calibri
    /Calibri-Bold
    /Calibri-BoldItalic
    /Calibri-Italic
  ]
  /NeverEmbed [ true
    /RotisSemiSans
    /RotisSemiSans-Bold
    /RotisSemiSans-Italic
  ]
  /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 <<
    /ENU (Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /DEU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


