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NCCN Non-Hodgkin’s Lymphoma Panel Members

Summary of the Guidelines Updates
Chronic Lymphocytic Leukemia/
Small Lymphocytic Lymphoma (CSLL-1)
Follicular Lymphoma (FOLL-1)
Marginal Zone Lymphomas (MZL-1)
Gastric MALT Lymphoma (MALT-1)
Nongastric MALT Lymphoma (NGMLT-1)
Nodal Marginal Zone Lymphoma (NODE-1)
Splenic Marginal Zone Lymphoma (SPLN-1)
Mantle Cell Lymphoma (MANT-1)
Diffuse Large B-Cell Lymphoma (BCEL-1)
Burkitt Lymphoma (BURK-1)
Lymphoblastic Lymphoma (BLAST-1)
AIDS-Related B-Cell Lymphomas (AIDS-1)

Use of Immunophenotyping/Genetic Testing
in Differential Diagnosis of Mature B-Cell
and NK/T-Cell Neoplasms (NHODG-A)

Supportive Care for NHL (NHODG-B)

Response Criteria for Non-Hodgkin’s

Lymphoma (NHODG-C)

Principles of Radiation Therapy (NHODG-D)

Special Considerations for the Use of B-Cell

Primary Cutaneous B-Cell Lymphomas (CUTB-1) Receptor Inhibitors (Ibrutinib and Idelalisib)

Peripheral T-Cell Lymphomas (TCEL-1)

Mycosis Fungoides/Sezary Syndrome (MFSS-1)

(NHODG-E)

Primary Cutaneous CD30+ T-Cell Lymphoproliferative

Disorders (PCTLD-1)

T-cell Large Granular Lymphocytic Leukemia (LGLL-1)

Adult T-Cell Leukemia/Lymphoma (ATLL-1)

Extranodal NK/T-Cell Lymphoma, nasal type (NKTL-1)

Clinical Trials: NCCN believes that
the best management for any cancer
patient is in a clinical trial.
Participation in clinical trials is
especially encouraged.

To find clinical trials online at NCCN
Member Institutions, click here:
nccn.org/clinical trials/physician.html.

NCCN Categories of Evidence and
Consensus: All recommendations
are category 2A unless otherwise
specified.

See NCCN Cateqgories of Evidence
and Consensus.

Classification and Staging (ST-1)

Primary CNS Lymphoma (See NCCN Guidelines for CNS)

Waldenstrom’s Macroglobulinemia/Lymphoplasmacytic Lymphoma

Post-Transplant Lymphoproliferative Disorders (PTLD-1)

(See NCCN Guidelines for WM/LPL)

T-Cell Prolymphocytic Leukemia (TPLL-1)
Hairy Cell Leukemia (HCL-1)

The NCCN Guidelines® are a statement of evidence and consensus of the authors regarding their views of currently accepted approaches to
treatment. Any clinician seeking to apply or consult the NCCN Guidelines is expected to use independent medical judgment in the context of

individual clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network® (NCCN®) makes no
representations or warranties of any kind regarding their content, use or application and disclaims any responsibility for their application or use in
any way. The NCCN Guidelines are copyrighted by National Comprehensive Cancer Network®. All rights reserved. The NCCN Guidelines and the
illustrations herein may not be reproduced in any form without the express written permission of NCCN. ©2014.
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Updates to the 4.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 3.2014 version include:

Global

« New page titled, “See Special Considerations for Use of B-Cell Receptor

Inhibitors (Ibrutinib and Idelalisib) (NHODG-E)” was added. A footnote
was added to the appropriate pages with a link to this page.

Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma

« Footnote “h” was added, “Indicated for patients for whom rituximab
monotherapy would be considered appropriate due to the presence of
other co-morbidities (reduced renal function as measured by
creatinine clearance <60 mL/min, or NClI CTCAE Grade >3 neutropenia
or Grade >3 thrombocytopenia resulting from myelotoxic effects of
prior therapy with cytotoxic agents.).”

CSLL-D 2 of 7 and CSLL 5 of 7
o CLL without del (11q) or del (17p) and CLL with del (11q):
» Relapsed/refractory therapy, Short response for age >70 y
¢ “Ildelalisib + rituximab” was added.
» Relapsed/refractory therapy, short response for age <70 y or older
patients without significant
¢ “ldelalisib + rituximab” was added.

CSLL-D3of7

e CLL with del (17p):
» First-line therapy
¢ “lbrutinib” was added.
» Relapsed/refractory therapy

¢ “ldelalisib + rituximab” was added.

Follicular Lymphoma

FOLL-B 1 of 3

« Second-line and Subsequent Dosing
» “ldelalisib” was added.

Updates to the 3.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 2.2014 version include:

Peripheral T-Cell Lymphomas
TCEL-B 1 of 2
« Second-line therapy:

» For both candidate and non-candidate for transplant, “Belinostat (category 2B)” was added.

Updates to the 2.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 1.2014 version include:

MS-1

« The Discussion sections for Follicular Lymphoma and Mantle Cell Lymphoma have been updated.

Follicular lymphoma
FOLL-B

« “Tositumomabl/iodine I-131 tositumomab” and the corresponding references have been removed from the guidelines due to the discontinuation of this

product.

Continued on next page
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Updates to the 1.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 2.2013 version include:

Global changes

« Suggested treatment regimen references were updated throughout the
guidelines.

« “IFRT” was changed to “ISRT” throughout the algorithm.

New guidelines

PCTLD-1

e Primary Cutaneous CD30+ T-Cell Lymphoproliferative Disorders
guidelines were added.

LGLL-1

¢ T-cell Large Granular Lymphocyte Leukemia guidelines were added.

Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma
CSLL1
« Diagnosis, Essential
» 2nd bullet was revised and sub-bullets were added.
* Flow cytometry of blood adequate for diagnosis of CLL/SLL (biopsy
generally not required)
o CLL diagnosis requires presence of monoclonal B lymphocytes > 5 x
109L in peripheral blood
¢ Clonality of B cells should be confirmed by flow cytometry
¢ Adequate immunophenotyping to establish diagnosis by flow
cytometry using cell surface markers: kappa/lambda, CD19, CD20,
CD5, CD23, CD10; if flow is used to establish diagnosis, also include
cytospin for cyclin D1 or FISH for t(11;14); t(11q:v)
¢ SLL diagnosis requires presence of lymphadenopathy and/or
splenomegaly with B lymphocytes < 5 x 109L in peripheral blood
¢ SLL diagnosis should be confirmed by histopathology evaluation of
lymph node biopsy
» 3rd bullet was revised by adding: “If diagnosis is not established by
flow cytometry, then proceed with lymph node biopsy
« Diagnosis, Informative for prognostic and/or therapy determination
» 1st bullet was revised: “FISH or stimulated cytogenetics to detect:
HHH: HH gy +12; del(11q); del(13q); del(17p)”
» 4th bullet was added: “TP53 sequencing.’
« Footnote “d” was modified by adding: “Cells of same phenotype maybe
seen in reactive lymph nodes; therefore, diagnosis of SLL should only be
made when effacement of lymph node architecture is seen.”

CSLL-2
 Workup, “LDH’ was moved from Essential to Useful Under Certain
Circumstances.
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CSLL-D 1 of 8
« Frail patient, significant comorbidity:
» “Obinutuzumab + chlorambucil” was added.
» “Chlorambucil * rituximab” was changed to “Rituximab + chlorambucil”
and “chlorambucil” was added as a monotherapy.
o CLL without del (11q) or del (17p):
» First-line therapy, Age >70 y or younger patients with comorbidities
¢ “Obinutuzumab + chlorambucil” was added.
¢ “Chlorambucil * rituximab” was changed to “Rituximab +
chlorambucil ” and “chlorambucil” was added as a monotherapy.
¢ “Alemtuzumab” was removed.
¢ “Lenalidomide” was removed.
» Age <70y or older patients without significant comorbidities
¢ “Obinutuzumab + chlorambucil” was added.
« Footnotes:
» Footnote was removed: “Less effective for bulky (>5 cm)
lymphadenopathy; monitor for CMV reactivation.” (Also for CSLL-D 4 of 8)
» Footnote was removed: “Lenalidomide can be given as continuous or
intermittent dosing for patients with CLL. Growth factors and/or dose
adjustment may be needed to address cytopenias, without necessitating
holding treatment...” (Also for CSLL-D 4 of 8)

CSLL-D 2 of 8
o CLL without del (11q) or del (17p):
» Relapsed/refractory therapy, Short response for age >70 y
¢ “lbrutinib” was added.
¢ “Chlorambucil * rituximab” was changed to “Rituximab +
chlorambucil.”
» Relapsed/refractory therapy, short response for age <70 y or older
patients without significant comorbidities
¢ “lbrutinib” was added.
¢ “R-HyperCVAD (rituximab, cyclophosphamide, vincristine, doxorubicin,
and dexamethasone alternating with high-dose methotrexate and
cytarabine)” was removed.
¢ “Dose-adjusted EPOCH-R (etoposide, prednisone, vincristine,
cyclophosphamide, doxorubicin, rituximab)” was removed.
» Footnote “g” is new to the page: “See Special Consideration for Ibrutinib
in CLL (CSLL-D 6 of 8).

Continued on next page
UPDATES
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Updates to the 1.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 2.2013 version include:

CSLL-D 3 0of 8
o CLL with del (17p):
» First-line therapy
¢ “Obinutuzumab + chlorambucil” was added.
¢ The regimens are now listed in alphabetical order.
» Relapsed/refractory therapy
¢ “lbrutinib” was added.
¢ “R-HyperCVAD” was removed.

CSLL-D 4 of 8
o CLL with del (11q):
» First-line therapy, Age >70 y or younger patients with
comorbidities,
¢ “Obinutuzumab + chlorambucil” was added.
¢ “Chlorambucil * rituximab” was changed to “Rituximab +
chlorambucil” and “chlorambucil”’ was added as a
monotherapy.
¢ “Alemtuzumab” was removed
¢ “Lenalidomide” was removed
» Age <70y or older patients without significant comorbidities
¢ “Obinutuzumab + chlorambucil” was added.

CSLL-D 50of 8
« CLL with del (11q):
» Relapsed/refractory therapy, Short response for age >70 y
¢ “lbrutinib” was added.
¢ “Chlorambucil * rituximab” was changed to “Rituximab +
chlorambucil.”
» Relapsed/refractory therapy, short response for age <70 y or
older patients without significant comorbidities
¢ “lbrutinib” was added.
¢ “R-HyperCVAD” was removed.
¢ “Dose-adjusted EPOCH-R” was removed.

Follicular Lymphoma
FOLL-1
« Diagnosis, Useful under certain circumstances
» 2nd bullet was revised: “Cytogenetics or FISH: t(14;18); BCL6 rearrangements

8 H4)-or-variants-

« Footnote “e” was revised: “in-BGE2-negative-yroung-patients-with-localized-disease
In young patients with localized disease that lack BCL2 rearrangement or t(14;18),
consider entity of pediatric follicular lymphoma. Analysis of BCL6 rearrangement
may be useful for evaluating the diagnosis of pediatric FL.”

FOLL-2
« Stage lIx was clarified as “Stage Il bulky.”

FOLL-3

« Footnote “n” was extensively revised: “Consider possibility of histologic
transformation in patients with progressive disease, especially if LDH levels are
rising, single site is growing disproportionately, extranodal disease develops, or
there are new B symptoms. If clinical suspicion of transformation, FDG-PET may
help identify areas suspicious for transformation. FDG-PET scan demonstrating
marked heterogeneity or sites of intense FDG avidity may indicate transformation,
and biopsy should be directed biopsy at the most FDG avid area. Functional imaging
does not replace biopsy to diagnose transformation. If transformation is
histologically confirmed, treat with anthracycline-based therapy.” (Also for FOLL-4)

FOLL-4
« Stage Il bulky, lil, IV:
» After indication present, “Consider PET-CT scan” was added before initial therapy.

FOLL-5
« Stage Il bulky, IlI, IV:

» After initial response, “Consider PET-CT (preferred) or CT scan” was added to
evaluate for response status. A corresponding footnote “r” was added: “A PET-
positive PR is associated with a shortened PFS (See Discussion); however,
additional treatment at this juncture has not been shown to change outcome.”

» Prior to second-line or subsequent therapy, “Consider PET-CT scan” was added to
evaluate for response status with corresponding footnote “n.”

Continued on next page
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Updates to the 1.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 2.2013 version include:

FOLL-6
« Histologic transformation to diffuse large B-cell lymphoma
» For minimal or no prior chemotherapy,
¢ See Chemotherapy regimens on BCEL-C was clarified as “first line
therapy.”
¢ After treatment with chemotherapy + rituximab * RT, “Consider PET-CT
scan (preferred) or CT scan” was added to evaluate for response status
prior to further treatment.
» Multiple prior therapies,
¢ See Chemotherapy regimens on BCEL-C was clarified as: “Selection of
treatment must be highly individualized taking into acct prior treatment
history.”
« Footnotes
» Footnote “t” was added: “For pathologic evaluation of histologic
transformation, FISH for BCL2 rearrangement [t(14;18)] and MYC
rearrangements [t(8;14) or variants, t(8;22), t(2;8)].”

» Footnote “u” was revised: “Strongly recommend this treatment be given in

the context of a clinical trial;nenmyeloablative-approachesmay-also-be
eonsidered.”

FOLL-B 1 0of 3
¢ First-line therapy:

» “Bendamustine + rituximab” was changed from a category 2A to a category 1

recommendation.
« First-line Consolidation or Extended Dosmg (optlonal)

» 1st bullet was clarified: : y-radioinm
Radioimmunotherapy (after lnductlon w:th chemotherapy or
chemoimmunotherapy) (category 1).”

» 3rd bullet was added: “If initially treated with single-agent rituximab,

consolidation with rituximab 375 mg/m’ one dose every 8 weeks for 4 doses.”
« Statement was clarified: “For patients with locally bulky or /ocally symptomatic

disease, consider ISRT 4-30 Gy * additional systemic therapy.”
» Footnote

» Footnote “f” was added: “First-line consolidation with radioimmunotherapy
or extended dosing of rituximab after bendamustine + rituximab has not been

studied.”
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Gastric MALT Lymphoma

MALT-1

« Diagnosis, Useful under certain circumstances

» 1st bullet was modified: “Molecular analysis to detect: antigen receptor
gene rearrangements; MYD88 mutation status to differentiate WM versus
MZL if plasmacytic differentiation present.” (Also for NGMLT-1, NODE-1,
SPLN-1

» 2nd bulzet was modified: “Cytogenetics or FISH: t(1;14); #44:18); t(3;14);
t(11;14); t(11;18).”

» 3rd bullet was added: “FISH or PCR: t(14;18).” (Also for NGMLT-1,
NODE-1, SPLN-1)
« Workup, “Endoscopy with ultrasound (if available) with multiple biopsies
of anatomical sites” was moved from Essential to Useful in Selected
Cases.
« Footnotes
» Footnote “e” was modified by adding: “Locally advanced disease is
more likely in patients with gastric MALT lymphoma with t(11;18), which
is less likely to respond to antibiotics.”

» Footnote “f” was added: “If IHC for cyclin D1 is positive, FISH for
t(11;14) is not necessary.”

» Footnote “h” was added: “This is particularly useful for H. pylori-
positive cases because the likelihood of tumor response is related to
depth of tumor invasion.”

MALT-2

« Treatment recommendations for “H. pylori positive, t(11;18) positive” were
added.

« Footnote “k” was revised: “t(11;18) is a predictor for lack of tumor
response (<5%) to antibiotics. Antibiotics are used in these patients to
eradicate the H. plyori infection. These patients should be considered for
alternative therapy of the lymphoma. Liu H, Ye H, Ruskone-Fourmestraux
A, et al. t(11;18) is a marker for all stage gastric MALT lymphomas that will
not respond to H. pylori eradication. Gastroenterology 2002;122:1286-
1294.”

MALT-5
« Post RT recurrence has been redirected to FOLL-4.

Continued on next page
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Updates to the 1.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 2.2013 version include:

Nongastric MALT Lymphoma
NGMLT-2
« Stage |, Il, Initial therapy
» “Preferred” was added to “ISRT”
» “Rituximab in selected cases” was added as a treatment option.

Mantle Cell Lymphoma
MANT-1

« Footnote “a” was revised by adding: “There are rare cases of CCND1-
MCL (<5%) with an otherwise typical immunophenotype.”

MANT-A 1 of 3
¢ Induction therapy, Less aggressive therapy
» The following regimens were removed:
¢ CVP (cyclophosphamide, vincristine, prednisone) + rituximab
¢ Dose-adjusted EPOCH (etoposide, prednisone, vincristine,
cyclophosphamide, doxorubicin) + rituximab
« Second-line therapy
» “lbrutinib” was added.

Diffuse Large B-Cell Lymphoma
BCEL-1
« Diagnosis:
» Essential, IHC panel was modified by adding, “MYC”
» Useful Under Certain Circumstances:
¢ 2nd bullet was revised by adding. “Cytogenetics or FISH: t(14;18),
t(3;v), 1(8;14), t(8;v).”
¢ Bullet was removed: “Molecular analysis to detect: antigen receptor
gene rearrangements; CCND1; BCL2; BCL6; MYC rearrangements by
either FISH or IHC.”

BCEL-3
« Stage |, Il, Nonbulky (<10 cm) disease
» The separation between “Adverse risk factors present” and “Adverse

risk factors not present” was removed.
« Stage lll, IV
» “RCHOP” was modified by removing “x 6 cycles” and adding “After 2-4

cycles” prior to “See Interim Restaging (BCEL-5).”
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BCEL-4

« Heading, Pre RT Evaluation” was clarified by adding: “End of induction
chemoimmunotherapy.”

« Follow-up imaging was changed from “CT scan no more often than every 6
mo for 2 y after completion of treatment, then only as clinically indicated”
to “Repeat CT scan only as clinically indicated.”

BCEL-5
« Stage lll, IV
» For responding disease, the follow-up therapy “Continue RCHOP to a
total of 6 cycles” was clarified as a category 1.
» After end-of-treatment restaging with a complete response, “Consider
RT to initially bulky disease” was changed from a category 2B to a
category 2A recommendation.

BCEL-B 1 of 2
« 2nd bullet was modified by adding other treatment options:
» Optimal first-line therapy is more controversial than other subtypes of

NHL; however, treatment regimens include:

¢ RCHORP (rituximab, cyclophosphamide, doxorubicin, vincristine,
prednisone) x 6 cycles + RT

¢ Dose-adjusted EPOCH-R ([etoposide, prednisone, vincristine,
cyclophosphamide, doxorubicin] + rituximab) x 6-8 cycles; for
persistent focal disease, RT can be added.

¢ RCHOP x 4 cycles followed by ICE (ifosfamide, carboplatin, etoposide)
x 3 cycles * RT (category 2B)

« The following bullet was removed: “Because of relative rarity of PMBL, the
role of RCHOP-21 is not established as the definitive treatment option for
this disease. However, RCHOP-21 is widely used in NCCN institutions
based on data in DLBCL and other regimens have been used (see BCEL-
C). There are data suggesting that more intense therapy may be better
based on non-randomized comparisons.”

BCEL-C 1 0of 4

« The treatment regimen group for “First-line Therapy for Patients with Poor
Left Ventricular Function” was modified to include “or very frail.”

« “R-mini-CHOP” was added under a separate heading “Patients >80 years
of age with comorbidities.”

Continued on next page
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Updates to the 1.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 2.2013 version include:

Burkitt Lymphoma
BURK-1
« Diagnosis:
» “Cytogenetics * FISH: t(8;14) or variants; MYC” was moved from
Useful Under Certain Circumstances to Essential.

AIDS-Related B-cell Lymphomas
AIDS-1
« Diagnosis, Useful Under Certain Circumstances
» “CD30 for PEL” was added to additional immunohistochemical studies

to establish lymphoma subtype.

AIDS-2
« Burkitt lymphoma:
» Suggested regimens,
¢ 1st subbullet was modified by removing, “Dose-adjusted EPOCH +
rituximab {preferred).”
¢ A note was added to indicate the regimens are listed in alphabetical
order.
» Footnote
¢ Footnote “d” was changed from “Patients on active antiretrovirals
being treated with a rituximab-based regimen with persistently low
CD4 count of <100 tend to have poor prognosis and higher risk of
infection” to “In patients on active antiretrovirals treated with
rituximab-based regimens, low CD4 count (<100/mcL) may be
associated with decreased response and survival outcomes; CD4
count <50/mcL has been associated with increased treatment-related
deaths.”

Primary Cutaneous B-Cell Lymphomas
CUTB-1
« Diagnosis:
» Useful Under Certain Circumstances
¢ 3rd bullet was revised, “If adequate biopsy material available, flow
cytometry or PCR can be useful in determining B-cell clonality.”
¢ Bullet was removed, “Molecular analysis to detect: antigen receptor
gene rearrangements; /G gene rearrangement by PCR.”
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Peripheral T-Cell Lymphomas
TCEL-1
« Diagnosis, Useful Under Certain Circumstances
» 2nd bullet was modified by adding, “Additional immunohistochemical
studies to establish lymphoma subtype: BF1, TCR-CyM1, CD279/PD1,
CXCL-13.”

TCEL-3
e Induction Therapy:

» The treatment recommendations for all stages of PTCL, NOS; ALCL,
ALK -; AITL, EATL have been combined and the follow-up therapy page
for Stage |, Il Low/Low-Intermediate disease has been removed.

» For multiagent chemotherapy, the number of cycles has been changed
from “8” cycles to “6” cycles.

» The radiation dose “30-40 Gy for locoregional disease” was added as
appropriate.

« The bullets related to breast implant-associated ALCL have been
extensively revised.

TCEL-B10of2
« First-line therapy:

» For other histologies, “CHOP followed by IVE (ifosfamide, etoposide,
epirubicin) alternating with intermediate-dose methotrexate [Newcastle
Regimen]” was clarified by adding “studied only in patients with
EATL.”

« Second-line therapy:

» For both candidate and non-candidate for transplant, “Brentuximab

vedotin for CD30+ PTCL (category 2B)” was added.

Continued on next page
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Updates to the 1.2014 version of the NCCN Guidelines for Non-Hodgkin's Lymphomas from the 2.2013 version include:

Mycosis Fungoides/Sezary Syndrome
MFSS-1
« Diagnosis:
» Useful Under Certain Circumstances,
¢ 1st bullet, IHC panel of skin biopsy, “TCR-CyM1” was added.
¢ 4th bullet, the flow cytometry details were moved from the workup
section to the 2nd sub-bullet.

MFSS-2
« TNMB table:
» Blood category, B2 was modified by adding, “...or CD4/CD8 > 10 or

>40% CD4+/CD7- or >30% CD4+/CD26- cells.”

MFSS-A 10of 4
« Skin-directed Therapies:
» Limited/localized skin involvement, 3rd bullet was modified as, “Local
radiation (42-36 8-36 Gy).”
« Systemic Therapies
» Category B, Second-line therapies, “bortezomib” was removed.

Adult T-cell Leukemia/Lymphoma

ATLL-1

« Diagnosis, Useful Under Certain Circumstances
» 3rd subbullet was modified by adding, “If biopsy performed, the

recommended panel for paraffin section immunohistochemistry: CD3,
CD4, CD7, CD8, CD25, and CD30.”

« The table “Diagnostic Criteria and Classification of Clinical Subtypes of
ATLL” was removed and is cited in footnote “d” as “Shimoyama M and
members of The Lymphoma Study Group. Diagnostic criteria and
classification of clinical subtypes of adult T-cell leukaemia-lymphoma. A
report from the Lymphoma Study Group (1984-87). Br J Haematol
1991;79:428-437.”

Extranodal NK/T-cell Lymphoma, nasal type

NKTL-1

o Diagnosis:

» IHC panel was revised and moved from Essential to Useful Under
Certain Circumstances
¢ B-cell lineage: CD20
¢ T-cell lineage: CD2, CD7, CD8, CD4, CD5
* Niklineage—EB56; Other: CD30, Ki-67

e Workup, Essential

» “Concurrent referral to RT for pre-treatment evaluation” was added.

Version 4.2014, 08/22/14 © National Comprehensive Cancer Network, Inc. 2014, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN®.

T-cell Prolymphocytic Leukemia

TPLL-2

« Primary treatment, “IV alemtuzumab preferred” was removed and
“Intravenous” was added as the recommended route of administration
for alemtuzumab.

Use of Immunophenotyping/Genetic Testing in Differential Diagnosis of
Mature B-cell and NK/T-cell Neoplasms

NHODG-A 4 of 11

o “MYD88 mut” was added to the algorithm to differentiate between LPL and
MZL.

« For HCL, “Confirmation with BRAF sequencing or IHC for mutant protein”
was added.

Supportive Care for NHL
NHODG-B 2 of 3
« Hepatitis B virus (HBV)
» 3rd bullet was revised: “Prophylactic antiviral therapy with entecavir is
recommended for...”
» 3rd bullet,
¢ 1st sub-bullet was added: “Entecavir is preferred based on Huang YH,
et al. J Clin Oncol 2013;31:2765-2772; Huang H, et al. J Clin Oncol
2013;31:Abstract 8503.”
¢ 3rd sub-bullet, 2nd tertiary bullet was revised: “If viral load fails to
drop or previously undetectable PCR becomes positive, consult
hepatologist and discontinue anti-CD20 antibody therapy.”

Principles of Radiation Therapy

NHODG-D (1 of 2)

« General dose guidelines, “Primary cutaneous anaplastic large cell
lymphoma: 30-36 Gy” was added.

UPDATES
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DIAGNOSIS

ESSENTIAL:
« Hematopathology review of all slides with at least one paraffin block representative of the tumor,
if the diagnosis was made on a lymph node or bone marrow biopsy. Rebiopsy if consult material

is nondiagnostic. See Workup
« Flow cytometry of blood adequate for diagnosis of CLL/SLL (biopsy generally not required) CLL/SLL —— > |for CLL/SLL
» CLL diagnosis requires presence of monoclonal B lymphocytes > 5 x 109L in peripheral blood (CSLL-2)

» Clonality of B cells should be confirmed by flow cytometry

» Adequate immunophenotyping to establish diagnosis by flow cytometry using cell surface
markers: P:¢ kappa/lambda, CD19, CD20, CD5, CD23, CD10; if flow is used to establish
diagnosis, also include cytospin for cyclin D1 or FISH for t(11;14); t(11q;v)

» SLL diagnosis requires presence of lymphadenopathy and/or splenomegaly with B
lymphocytes <5 x 109L in peripheral blood

» SLL diagnosis should be confirmed by histopathology evaluation of lymph node biopsy

« If diagnosis is not established by flow cytometry, then proceed with lymph node biopsy. An FNA
or core needle biopsy alone is not generally suitable for the initial diagnosis of lymphoma. In

certain circumstances, when a lymph node is not easily accessible for excisional or incisional Monoclonal B-cell

biopsy, a combination of core biopsy and FNA biopsies in conjunction with appropriate ancillary lymphocytosis (MBL)

techniques for the differential diagnosis (immunohistochemistry, flow cytometry) may be ¢ Absolute monoclonal

sufficient for diagnosis. B lymphocyte count

» Adequate immunophenotyping to establish diagnosis by IHC panel:P:¢ CD3, CD5, CD10, CD20, <5000/mm3 — Observe

CD23, cyclin D1

« Absolute monoclonal B lymphocyte countd * Al lymph nodes

<1.5cm
INFORMATIVE FOR PROGNOSTIC AND/OR THERAPY DETERMINATION:© *No anemia _
« FISH or stimulated cytogenetics to detect: +12; del(11q); del(13q); del(17p) * No thrombocytopenia
e Molecular analysis to detect: IGHV mutation status
« Determination of CD38 and ZAP-70 expression by flow cytometry or immunohistochemistryf
« TP53 sequencing ¢See Use of Immunophenotyping/Genetic Testing in Differential Diagnosis of Mature
) . ) . B-Cell and NK/T-Cell Neoplasms (NHODG-A).
4CLL = chronic lymphocytic leukemia; SLL = small lymphocytic lymphoma. d Absolute monoclonal B lymphocyte count <5000/mm?3 in the absence of adenopathy
Cases diagnosed as B-PLL are excluded from this guideline. or other clinical features of lymphoproliferative disorder is MBL. Cells of same

®Typical immunophenotype: CD5+, CD23+, CD43+/-, CD10-, CD19+, CD20 dim,  phenotype may be seen in reactive lymph nodes; therefore, diagnosis of SLL
slg dim+ and cyclin D1-. Note: Some cases may be slg bright+, CD23- or dim,  should only be made when effacement of lymph node architecture is seen.
and some MCL may be CD23+; cyclin D1 immunohistochemistry or FISH for  egee Prognostic Information for CLL (CSLL-A).
t(11;14) should be considered in all cases and should be done in cases with an g, 41uation of ZAP-70 expression can be challenging and ZAP-70 is not

atypical immunophenotype (CD23 dim or negative, CD20 bright, slg bright). recommended outside the setting of a clinical trial.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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WORKUP

ESSENTIAL:

¢ Physical exam: attention to node-bearing areas, including
Waldeyer’s ring, and to size of liver and spleen

¢ Performance status

e B symptoms

¢ CBC, differential, platelets

e Comprehensive metabolic panel

¢ Hepatitis B testing9 if CD20 monoclonal antibody contemplated

* MUGA scan/echocardiogram if anthracycline- or anthracenedione-
based regimen is indicated

¢ Pregnancy testing in women of child-bearing age
(if chemotherapy planned)

USEFUL UNDER CERTAIN CIRCUMSTANCES:

¢ Quantitative immunoglobulins

¢ Reticulocyte count, haptoglobin, and direct Coombs’ test

e Chest/abdominal/pelvic CT should be done prior to initiation of
therapy (particularly when peripheral adenopathy is present and
symptoms suggest bulky lymph nodes)

o Beta-2-microglobulin

e LDH

e Uric acid

¢ Unilateral bone marrow biopsy (* aspirate) at initiation of therapy

¢ Discussion of fertility issues and sperm banking

¢ PET scan is generally not useful in CLL but can assist in directing
nodal biopsy if Richter's transformation is suspected

SLL/Localized
(Ann Arbor Stage |)

(See CSLL-3)

CLL or SLL
(Ann Arbor Stage Il - 1V,

Rai Stages 0-1V)
(See CSLL-3)

9Hepatitis B testing is indicated because of the risk of reactivation with immunotherapy + chemotherapy. Tests include hepatitis B surface antigen and core
antibody for a patient with no risk factors. For patients with risk factors or previous history of hepatitis B, add e-antigen. If positive, check viral load and

consult with gastroenterologist.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRESENTATION See Supportive Care for
SLL/Localized . Patients with CLL (CSLL-C)
Locoregional B
(Ann Arbor e Observe < . .
Stage 1) RT (if indicated) l Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)
Evaluate for indications for
treatment:} See monoclonal antibody and
SLL ——» | « Eligible for clinical trial* No viral reactivation (NHODG-B)
« Significant disease-related indication
symptoms:
CL_L >yFa‘t)igue (severe) . .
Rai Low (0) > Night sweats Frail patients,
and —| » Weight loss significant — See CSLL-4
CLL Intermediate » Fever without infection comorbidity" .
(Rai Stages (1-0) risk! « Threatened end-organ function m
- ¢ Progressive bulky disease Al e AT
grw) (splgen >6 cm be},ow costal Indication 1_Cl_9(;ee<>(|':gzl__5)
SLL margin, lymph nodes >10 cm) present
(Ann Arbor e Progressive anemia _ )
Stages II-IV)h * Progressive thrombocytopenia' Patients with |/ _ . FIsH® CLL With
adequate el . Deletion of
CLL functional *'maging as 17p
Rai High | |statusn appropriate (See CSLL-6)
(IN-1V) Riski
CLL With
i i i Deletion of 11
rgsdtic#tu)g;clgzr;s_ic;“;\::ggkin __, Manage as aggressive Consider allogeneic stem cell (See CSLL-7) d

lymphoma

hSee Supportive Care for Patients with CLL (CSLL-C).

iSee Rai and Binet Classification Systems (CSLL-B).

iAbsolute lymphocyte count alone is not an indication for treatment unless above
200-300 x 109L or symptoms related to leukostasis.
kKGiven incurability with conventional therapy, consider a clinical trial as first line of

treatment.

lymphoma (See BCEL-C)™M

transplant (See BCEL-C)

IPlatelet counts >100,000 cells/mm?3are typically not associated with clinical risk.

MIn addition to the regimens listed in BCEL-C, R-HyperCVAD has also been used in
this setting.

NSalvi F, Miller MD, Grilli A, et al. A manual of guidelines to score the modified
cumulative illness rating scale and its validation in acute hospitalized elderly
patients. J Am Geriatr Soc 2008;56:1926-1931.

ORe-evaluation of FISH [t(11;14); t(11q;v); +12; del(11q); del(13q); del(17p)] is
necessary to direct treatment.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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FRAIL PATIENTS, SIGNIFICANT COMORBIDITY See Supportive Care for
FIRST-LINE RELAPSED/ Patients with CLL (CSLL-C)
THERAPY $EEEQ§$SRY Consider prophylaxis for tumor

lysis syndrome (See NHODG-B)

See monoclonal antibody and
viral reactivation (NHODG-B)

Frail patients, significant
comorbidity" (not ableto | ——
tolerate purine analogs)hi-k

See Suggested Regimens See Suggested Regimens
(CSLL-D 1 of 7) (CSLL-D 2 of 7)

v

_hSee Supportive Care for Patients with CLL (CSLL-C).
I Absolute lymphocyte count alone is not an indication for treatment unless above 200-300 x 109L or symptoms related to leukostasis.
kGiven incurability with conventional therapy, consider a clinical trial as first line of treatment.

NSalvi F, Miller MD, Girilli A, et al. A manual of guidelines to score the modified cumulative illness rating scale and its validation in acute hospitalized elderly patients.
J Am Geriatr Soc 2008;56:1926-1931.

PIf long response, treat with the same first-line therapy. If short response, consider alternative first-line therapy not used before.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLL WITHOUT DELETION OF 11q or 17p

FIRST-LINE
THERAPY
Age >70y or See Suggested
Yotfngf" i« |~ |Regimens
patients wi (CSLL-D 1 of 7)

comorbidities"

CLL without
del (11q) or
del (17p)hik
Age <7(.) yor See Suggested
older without .
significant — |Regimens
(CSLL-D 1 of 7)

comorbidities"

hSee Supportive Care for Patients with CLL (CSLL-C).

RESPONSE TO
THERAPY9r

Long response,S
repeat FISH, if del
(17p) see CSLL-6, or
del (11q) see CSLL-7

Short response, $
repeat FISH, if del
(17p) see CSLL-6, or
del (11q) see CSLL-7

Long response,$
repeat FISH, if del
(17p) see CSLL-6, or
del (11q) see CSLL-7

Short response, S
repeat FISH, if del
(17p) see CSLL-6, or

del (11q) see CSLL-7

i Absolute lymphocyte count alone is not an indication for treatment unless above

200-300 x 109L or symptoms related to leukostasis.

KGiven incurability with conventional therapy, consider a clinical trial as first line

of treatment.

NSalvi F, Miller MD, Grilli A, et al. A manual of guidelines to score the modified

RELAPSED/
REFRACTORY
THERAPY

Retreat with first-
—|line therapy until
a short response

See Supportive Care for
Patients with CLL (CSLL-C)

Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)

See monoclonal antibody and
viral reactivation (NHODG-B)

See Suggested
Regimens
—|(CSLL-D 2 of 7)
(relapsed/refractory
therapy)

Consider allogeneic
stem cell transplant,
if without significant
comorbidities

Retreat with first-line

—|therapy until a short

response

!

See Suggested
Regimens
—|(CSLL-D 2 of 7)
(relapsed/refractory
therapy)

Allogeneic stem cell
transplant

"Isolated progressive lymphocytosis in the setting of reduced lymph node size or

organomegaly or improvement in hemoglobin/platelets will not be considered

progressive disease.

SLong and short response cannot be rigorously defined based on available data. A major
factor is that the definition would be influenced by the prior treatment. Clinicians will
need to use clinical judgement. For instance, after a regimen such as FCR, 3 years
may be a reasonable cutoff based on the data from MDACC. However, after
chlorambucil, 18-24 months may be a reasonable cutoff.

cumulative illness rating scale and its validation in acute hospitalized elderly
patients. J Am Geriatr Soc 2008;56:1926-1931.

AKeating M, Wierda W, Tam C, et al. Long term outcome following treatment
failure of FCR chemoimmunotherapy as initial therapy for chronic lymphocytic
leukemia [abstract]. Blood 2009;114:Abstract 2381.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

CSLL-5
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CLL WITH DELETION OF 17p

FIRST-LINE THERAPY RESPONSE TO RELAPSED/
THERAPY' REFRACTORY
See Supportive Care for THERAPY
Patients with CLL (CSLL-C) Observe
. . CRY ——|or
Consider prophylaxis for tumor Clinical trial
lysis syndrome (See NHODG-B)
See monoclonal antibody and Observe
viral reactivation (NHODG-B) . . or
Candidate for Allogeneic stem Clinical trial
— PRY ———
transplant cell transplant or
See Suggested Regimens
e Clinical trial (CSLL-D 3 of 7)
» 17p dgletlon Is CR/PRY
associated with low No
response rates with response
CLL with all treatments; if there
. is no standard . Clinical trial
del (17p)"Jt treatment, clinical :)?,r:;:z:d::z:e »|or
trial is recommended. P See Suggested Regimens
e See Suggested (CSLL-D 3 of 7)
Regimens No ,
(CSLL-D 3 of 7) response .

hSee Supportive Care for Patients with CLL (CSLL-C).

I Absolute lymphocyte count alone is not an indication for treatment unless above 200-300 x 109L or symptoms related to leukostasis.

"solated progressive lymphocytosis in the setting of reduced lymph node size or organomegaly or improvement in hemoglobin/platelets will not be
considered progressive disease.

tPatients with low positivity should be retested due to chance of false-positive results.

USee Response Criteria: CLL (CSLL-E) or SLL (NHODG-C).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLL WITH DELETION OF 11q See Supportive Care for
FIRST-LINE RESPONSE To | Patients with CLL (CSLL-C) RELAPSED/
THERAPY THERAPY' Consider prophylaxis for tumor REFRACTORY
lysis syndrome (See NHODG-B) THERAPY
Observe
See monoclonal antibody and CRY ———>or _
viral reactivation (NHODG-B) Clinical trial
Observe
or
i Clinical trial
Candidate for | Consider PRY ——— | .

CLL with del (11q)hJ
e Outcomes are

transplant

—»| allogeneic stem
cell transplant

more favorable in
patients who
receive regimens
containing an
alkylator.

See Suggested Regimens
(CSLL-D 5 of 7)

hSee Supportive Care for Patients with CLL (CSLL-C).

I Absolute lymphocyte count alone is not an indication for treatment unless above 200-300 x 109L or symptoms related to leukostasis.

"solated progressive lymphocytosis in the setting of reduced lymph node size or organomegaly or improvement in hemoglobin/platelets will
not be considered progressive disease.

USee Response Criteria: CLL (CSLL-E) or SLL (NHODG-C).

No
PRY response
No
e Clinical trial
transplant Clinical trial
—»|* See Suggested Non-candidate | or
Regimens for transplant See Suggested Regimens
(CSLL-D 4 of 7) (CSLL-D 5 of 7)
ob followed by consideration
serve . .
CRU or . D:ze?::smn zgi!:?ae:telc stem cell
Clinical trial prog
No ,
response .

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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PROGNOSTIC INFORMATION FOR CLL?2

Immunoglobulin Heavy-Chain Variable (IGHV) Region Gene Mutation and Surrogates by Flow Cytometry

Outcome Association

Favorable Unfavorable
DNA sequencing®
IGHV >2% mutation <2% mutation
Flow Cytometry
CD38 <30% >30%
Zap 70 <20% >20%
Interphase Cytogenetics (FISH)®
Unfavorable Neutral Favorable
del(11q) Normal del(13q) (as a
del(17p) +12

sole abnormality)

@This table provides useful prognostic information relative to the time to progression where therapy is required and survival. The presence of del(11q) and/or del(17p)
are associated with short progression-free survival to chemotherapy and chemoimmunotherapy approaches. Alemtuzumab or high-dose steroids have response in

del(17p) disease.

PIGHV rearrangements involving VH3-21 carry a poor prognosis even if mutated.

CFormal studies identifying the percentage of abnormal cells identified by FISH are ongoing, although populations less than 10% appear to not have the clinical impact

as noted in the table.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLL STAGING SYSTEMS

Rai System? Binet SystemP
Stage | Description Risk Status Stage Description
0 Lymphocytosis, lymphocytes in Low A H .

o emoglobin >10 g/dL and
blood >15,000/mcl. and >40% Platelets >100,000/mm?3and
lymphocytes in the bone marrow <3 enlarged areas

I Stage 0 with Intermediate
enlarged node(s) B Hemoglobin >10 g/dL and
Platelets >100,000/mm?3and
! Stage 0-1 with splenomegaly, Intermediate =3 enlarged areas
hepatomegaly, or both
cc¢ Hemoglobin <10 g/dL a3ndlor
. . . Platelets <100,000/mm* and
e Stage 0-ll WIFh hemoglobin <11.0 g/dL High any number of enlarged areas
or hematocrit <33%
Ive Stage 0-lll with High
platelets <100,000/mcL

aThis research was originally published in Blood. Rai KR, Sawitsky A, Cronkite EP, Chanana AD, Levy RN, Pasternack BS. Clinical

staging of chronic lymphocytic leukemia. Blood 1975;46(2):219-234. (c) The American Society of Hematology.

bFrom: Binet JL, Auquier A, Dighiero G, et al. A new prognostic classification of chronic lymphocytic leukemia derived from a
multivariate survival analysis. Cancer 1981;48:198-206.
CImmune-mediated cytopenias are not the basis for these stage definitions.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 4.2014, 08/22/14 © National Comprehensive Cancer Network, Inc. 2014, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN®.

CSLL-B



National

Comprehensive  NCCN Guidelines Version 4.2014 NCCN Guidelines Index
INOOWE Cancer NHL Table of Contents
Network® C LL/S LL Discussion

SUPPORTIVE CARE FOR PATIENTS WITH CLL

Recurrent Sinopulmonary | e Antimicrobials as appropriate

Infections (requiring IV ¢ Evaluate serum IgG, if <500 mg/dL
antibiotics or » begin monthly IVIG 0.3-0.5 g/kg,
hospitalization) » adjust dose/interval to maintain nadir level of approximately 500 mg/dL

Antiinfective Prophylaxis | «Recommended for patients receiving purine-analog and/or alemtuzumab during treatment and thereafter, if
tolerated
» Herpes virus (acyclovir or equivalent)
» PCP (sulfamethoxazole/trimethoprim or equivalent)

¢ Alemtuzumab: Clinicians must be aware of the high risk of CMV reactivation. The current appropriate
management is controversial; some use ganciclovir (oral or IV) prophylactically if viremia is present, others
use ganciclovir only if viral load is rising. CMV viremia should be measured by PCR quantitation at least
every 2-3 wks. Consultation with an infectious disease expert may be necessary.

e Recommend HBV prophylaxis and monitoring in high-risk patients receiving anti-CD20 monoclonal

antibodies and alemtuzumab. See Supportive Care for NHL (NHODG-B) for details on the management
of infections.

Autoimmune Cytopenias | e« Autoimmune hemolytic anemia (AIHA): Diagnosis with reticulocyte count, haptoglobin, DAT
» AIHA that develops in setting of treatment with fludarabine: stop, treat, and avoid subsequent fludarabine
e Immune thrombocytopenic purpura (ITP): Evaluate bone marrow for cause of low platelets
¢ Pure red cell aplasia (PRCA): Evaluate for parvo B19 and bone marrow evaluation
¢ Treatment: Corticosteroids, rituximab, IVIG, cyclosporin A, splenectomy, eltrombopag, or romiplostim (ITP)

Vaccination ¢ Annual influenza vaccine?
¢ Pneumococcal vaccine (Prevnar preferred) every 5 yrs
¢ Avoid all live vaccines, including Zoster

Blood Product Support ¢ Transfuse according to institutional or published standards
e Irradiate all blood products to avoid transfusion-associated GVHD

@|n patients who have received rituximab, B-cell recovery occurs by approximately 9 months. Prior to B-cell recovery, patients generally do not respond
to influenza vaccine and if given should not be considered vaccinated.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

CSLL-C
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SUPPORTIVE CARE FOR PATIENTS WITH CLL

Tumor Lysis Syndrome | e Consider tumor prophylaxis measures in patients with bulky disease at high risk for TLS.
(TLS) » For details on the symptoms, prophylaxis, and management of TLS in NHL, see Supportive Care for
NHL (NHODG-B).

Tumor Flare Reactions e Management of tumor flare recommended for patients receiving lenalidomide
e Tumor flare reactions:
» Painful lymph node enlargement or lymph node enlargement with evidence of local inflammation, occurring
with treatment initiation; may also be associated with spleen enlargement, low-grade fever, and/or rash
e Treatment:
» Steroids (eg, prednisone 25-50 mg PO for 5-10 days)
» Antihistamines for rash and pruritus (cetirizine 10 mg PO QID or loratadine 10 mg PO daily)
¢ Prophylaxis:
» Consider in patients with bulky lymph nodes (>5 cm)
» Steroids (eg, prednisone 20 mg PO for 5-7 days followed by rapid taper over 5-7 days)

Thromboprophylaxis e Recommended for prevention of thromboembolic events in patients receiving lenalidomide:
» Aspirin 81 mg daily if platelets above 50 x 1012/L

¢ Note that the above may differ from the NCCN Guidelines for Venous Thromboembolic Disease in which
the recommendations with lenalidomide pertain only to patients with multiple myeloma

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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SUGGESTED TREATMENT REGIMENS?2
(in order of preference)

CLL without del (11q) or del (17p)

Frail patient, significant comorbidity First-line therapy? Relapsed/Refractory therapy
(not able to tolerate purine analogs) « Age >70 y or younger patients with comorbidities See Suggested Regimens

e Obinutuzumab + chlorambucil » Obinutuzumab + chlorambucil for Relapsed/Refractory

« Rituximab + chlorambucil > Rituximab + chlorambuc) therapy for CLL without del

« Rituximab » Bendamustine (70 mg/m2in cycle 1 with 11 del (170) (2 of 7

« Pulse corticosteroids escalation to 90 mg/m? if tolerated) * rituximab (119) or del (17p) (2 of 7)

» Cyclophosphamide, prednisone * rituximab
» Rituximab

» Fludarabine®d9€# rituximab

» Cladribine

» Chlorambucil

e Age <70 y or older patients without significant comorbidities
» Chemoimmunotherapy

FCR¢ (fludarabine,® cyclophosphamide, rituximab)

FR¢ (fludarabine, © rituximab)

PCR (pentostatin, cyclophosphamide, rituximab)

Bendamustine % rituximab

Obinutuzumab + chlorambucil

e Chlorambucil

<

See Supportive Care for
Patients with CLL (CSLL-C)

S O O o

Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)

See monoclonal antibody and
viral reactivation (NHODG-B)

See Suggested Regimens for CLL with del (17p) (3 of 7)
See Suggested Regimens for CLL with del (11q) (4 of 7)

aSee references for regimens CSLL-D 6 of 7 and CSLL-D 7 of 7.

bSee Supportive Care for Patients with CLL (CSLL-C).

CAutoimmune hemolytic anemia (AIHA) should not preclude the use of combination therapy containing fludarabine and patients should be observed carefully.
dn patients >70 v, fludarabine does not appear to have a benefit for first-line therapy over other therapies including chlorambucil.

€See Discussion for further information on oral fludarabine.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

CSLL-D
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e Long responsef

» Retreat as in first-line therapy (repeating therapy used in immediate prior line

until short response

See Supportive Care for
Patients with CLL (CSLL-C)

Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)

See monoclonal antibody and
viral reactivation (NHODG-B)

SUGGESTED TREATMENT REGIMENS?2
(in order of preference)

CLL without del (11q) or del (17p)
Relapsed/Refractory therapy®

e Short responseffor age >70 y

not recommended)

>
>
g

vVvYyVvYyy

Ibrutinib9
Idelalisib + rituximab9:h
Chemoimmunotherapy

« Short responseffor age <70 y or older patients
without significant comorbidities

(repeating therapy used in immediate prior line not
recommended)

» Ibrutinib9

> Idelalisib + rituximab9-h

¢ Reduced-dose FCR¢® » Chemoimmunotherapy
¢ Reduced-dose PCR * FCR¢%®
¢ Bendamustine * rituximab * PCR
¢ High-dose methylprednisolone (HDMP) + ¢ Bendamustine * rituximab

rituximab ¢ Fludarabine®*® + alemtuzumab
¢ Rituximab + chlorambucil ¢ RCHOP (rituximab, cyclophosphamide,
Ofatumumab doxorubicin, vincristine, prednisone)
Lenalidomide! * rituximab * OFARC€ (oxaliplatin, fludarabine,® cytarabine,
Alemtuzumabl * rituximab rituximab)
Dose-dense rituximab (category 2B) » Ofatumumab

See Suggested Regimens for CLL with del (17p) (3 of 7)

See Suggested Regimens for CLL with del (11q) (4 of 7)

aSee references for regimens CSLL-D 6 of 7 and CSLL-D 7 of 7.

bSee Supportive Care for Patients with CLL (CSLL-C).

CAutoimmune hemolytic anemia (AIHA) should not preclude the use of
combination therapy containing fludarabine and patients should be observed

carefully.

€See Discussion for further information on oral fludarabine.

fLong and short response cannot be rigorously defined based on available data. A

major factor is that the definition would be influenced by the prior treatment.

Clinicians will need to use clinical judgement. For instance, after a regimen such

as FCR, 3 years may be a reasonable cutoff based on the data from MDACC.
However, after chlorambucil, 18-24 months may be a reasonable cutoff.

» Lenalidomide! # rituximab
» Alemtuzumab/ £ rituximab
» HDMP + rituximab

9See Special Considerations for Use of B-Cell Receptor Inhibitors (Ibrutinib and

Idelalisib) (NHODG-E).

hindicated for patients for whom rituximab monotherapy would be considered
appropriate due to the presence of other co-morbidities (reduced renal function as
measured by creatinine clearance <60 mL/min, or NClI CTCAE Grade >3
neutropenia or Grade >3 thrombocytopenia resulting from myelotoxic effects of prior
therapy with cytotoxic agents.)

iLenalidomide can be given as continuous or intermittent dosing for patients with
CLL. Growth factors and/or dose adjustment may be needed to address cytopenias,
without necessitating holding treatment. See Badoux XC, Keating MJ, O'Brien SM, et
al. Blood 2011;118:Abstract 980. Badoux XC, Keating MJ, Wen S, et al. Blood
2011;118:3489-3498. Chanan-Khan A, Miller KC, Musial L, et al. J Clin Oncol

2006;24:5343-5349.

ILess effective for bulky (>5 cm) lymphadenopathy; monitor for CMV reactivation.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 4.2014, 08/22/14 © National Comprehensive Cancer Network, Inc. 2014, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN®.
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SUGGESTED TREATMENT REGIMENS?
CLL with del (17p)

First-line therapy® (in alphabetical order) Relapsed/Refractory therapy® (in alphabetical order)

e Alemtuzumab ¢ % rituximab ¢ Alemtuzumab! £ rituximab

e FCRC:®€ ¢« RCHOP

e FRC:® ¢ CFARC (cyclophosphamide, fludarabine,® alemtuzumab, rituximab)
¢ HDMP + rituximab ¢ HDMP % rituximab

e Ibrutinib9 e |brutinib9

e Obinutuzumab + chlorambucil e Idelalisib + rituximab9-h

e Lenalidomide! * rituximab
e Ofatumumabk

See Supportive Care for ¢ OFARC¢-®
Patients with CLL (CSLL-C)

Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)

See monoclonal antibody and
viral reactivation (NHODG-B)

See Suggested Regimens for CLL without del (11q) or del (17p) (1 of 7)
See Suggested Regimens for CLL with del (11q) (4 of 7)

aSee references for regimens CSLL-D 6 of 7 and CSLL-D 7 of 7. neutropenia or Grade >3 thrombocytopenia resulting from myelotoxic effects of
bSee Supportive Care for Patients with CLL (CSLL-C). prior therapy with cytotoxic agents.)
CAutoimmune hemolytic anemia (AIHA) should not preclude the use of iLenalidomide can be given as continuous or intermittent dosing for patients with
combination therapy containing fludarabine and patients should be observed CLL. Growth factors and/or dose adjustment may be needed to address
carefully. cytopenias, without necessitating holding treatment. See Badoux XC, Keating MJ,
e€See Discussion for further information on oral fludarabine. O'Brien SM, et al. Blood 2011;118:Abstract 980. Badoux XC, Keating MJ, Wen S, et al.
9See Special Considerations for Use of B-Cell Receptor Inhibitors (Ibrutinib and Blood 2011;118:3489-3498. Chanan-Khan A, Miller KC, Musial L, et al. J Clin Oncol
delalisib) (NHODG-E). _ 2006;24:5343-5349. _ o
hindicated for patients for whom rituximab monotherapy would be considered LLes; effective for bulky (>5 cm) lymphadenopathy; monitor for CMV reactivation.
appropriate due to the presence of other co-morbidities (reduced renal function This is not effective in patients with lymph nodes >5 cm.

as measured by creatinine clearance <60 mL/min, or NCI CTCAE Grade >3

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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SUGGESTED TREATMENT REGIMENS?2
(in order of preference)

CLL with del (11q)

First-line therapy®

e Age >70 y or younger patients with comorbidities
» Obinutuzumab + chlorambucil
» Rituximab + chlorambucil
» Bendamustine (70 mg/m2in cycle 1 with
escalation to 90 mg/m? if tolerated) * rituximab
» Cyclophosphamide, prednisone * rituximab
» Reduced-dose FCR¢:d:€
» Rituximab
» Chlorambucil

e Age <70 y or older patients without significant comorbidities
» Chemoimmunotherapy
* FCR¢%®
¢ Bendamustine * rituximab
¢ PCR
¢ Obinutuzumab + chlorambucil

See Suggested Regimens for CLL without del (11q) or del (17p) (1 of 7)
See Suggested Regimens for CLL with del (17p) (3 of 7)

aSee references for regimens CSLL-D 6 of 7 and CSLL-D 7 of 7.
bSee Supportive Care for Patients with CLL (CSLL-C).

Relapsed/Refractory therapyP

See Suggested Regimens for

Relapsed/Refractory therapy
for CLL with del (11q) (5 of 7)

See Supportive Care for
Patients with CLL (CSLL-C)

Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)

See monoclonal antibody and

viral reactivation (NHODG-B)

CAutoimmune hemolytic anemia (AIHA) should not preclude the use of combination therapy containing fludarabine and patients should be observed carefully.
dn patients >70 v, fludarabine does not appear to have a benefit for first-line therapy over other therapies including chlorambucil.

€See Discussion for further information on oral fludarabine.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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SUGGESTED TREATMENT REGIMENS?
(in order of preference)

CLL with del (11q)
Relapsed/Refractory therapyP

e Long responsef « Short responseffor age >70 y « Short responseffor age <70 y or older patients
» Retreat as in first-line therapy (repeating therapy used in immediate prior line without significant comorbidities
until short response not recommended) (repeating therapy used in immediate prior line not

» lbrutinib9 recommended)

» ldelalisib + rituximab9:h » Ibrutinib9

» Chemoimmunotherapy » Idelalisib + rituximab9:h
¢ Reduced-dose FCR¢® » Chemoimmunotherapy
¢ Reduced-dose PCR * FCR¢%®

PCR
Bendamustine * rituximab
Fludarabine®© + alemtuzumab

¢ Bendamustine  rituximab
¢ HDMP + rituximab
¢ Rituximab + chlorambucil

See Supportive Care for
Patients with CLL (CSLL-C)

S O O O O

» Ofatumumab RCHOP
Consider prophylaxis for tumor » Lenalidomide't rituximab OFAR¢®€
. » Alemtuzumab! * rituximab Ofatumumab
lysis syndrome (See NHODG-B) » Dose-dense rituximab (category 2B) Lenalidomide! # rituximab

Alemtuzumabl * rituximab
HDMP + rituximab

>
>
. 4
See monoclonal antibody and R

viral reactivation gNHODG-B!

See Suggested Regimens for CLL without del (11q) or del (17p) (1 of 7) ggee Special Considerations for Use of B-Cell Receptor Inhibitors (Ibrutinib and

See Suggested Regimens for CLL with del (17p) (3 of 7) Idelalisib) (NHODG-E).
) hIndicated for patients for whom rituximab monotherapy would be considered
@See references for regimens CSLL-D 6 of 7 and CSLL-D 7 of 7. appropriate due to the presence of other co-morbidities (reduced renal function as
bSee Supportive Care for Patients with CLL (CSLL-C). measured by creatinine clearance <60 mL/min, or NCI CTCAE Grade >3
¢Autoimmune hemolytic anemia (AIHA) should not preclude the use of neutropenia or Grade >3 thrombocytopenia resulting from myelotoxic effects of prior
combination therapy containing fludarabine and patients should be observed therapy with cytotoxic agents.)
o carefu'lly. . ) ) ) iLenalidomide can be given as continuous or intermittent dosing for patients with
See Discussion for further |nformat|o_n on oral ﬂud.arabme. . CLL. Growth factors and/or dose adjustment may be needed to address cytopenias,
fLong and short response cannot be rigorously defined based on available data. A without necessitating holding treatment. See Badoux XC, Keating MJ, O'Brien SM, et
major factor is that the definition would be influenced by the prior treatment. al. Blood 2011;118:Abstract 980. Badoux XC, Keating MJ, Wen S, et al. Blood
Clinicians will need to use clinical judgement. For instance, after a regimen such  2011:118:3489-3498. Chanan-Khan A, Miller KC, Musial L, et al. J Clin Oncol
as FCR, 3 years may be a reasonable cutoff based on the data from MDACC. 2006:24:5343-5349.
However, after chlorambucil, 18-24 months may be a reasonable cutoff. ILess effective for bulky (>5 cm) lymphadenopathy; monitor for CMV reactivation.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

CSLL-D
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Continued on next page

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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National

defines CR with incomplete
marrow recovery (CRi)

nodules

growth factorst

improvement over baseline

Blood lymphocytes <4000/p/L Decrease >50% over baseline | Increase >50% over baseline
Group B
Platelet count without >100.000/u/L >100,000/p/L or increase Decrease >50% over
growth factors ’ H >50% over baseline baseline secondary to CLL
Hemoglc:obln without >11 g/dL or increase Decrease of >2 g/dL from
transfusions or >11.0 g/dL . .
>50% over baseline baseline secondary to CLL
growth factors
- - S o
Neutrophils without >1500/p/L 1500/p/L or >50%

Group A criteria define the tumor load. Group B criteria define the function of the hematopoietic system (or marrow).

Complete remission (CR): all of the criteria have to be met, and patients have to lack disease-related constitutional symptoms;
Partial remission (PR): at least two of the criteria of group A plus one of the criteria of group B have to be met;

Stable disease is absence of progressive disease (PD) and failure to achieve at least a PR;

PD: appearance of any new lesions; at least one of the above criteria of group A or group B has to be met.

1Sum of the products of multiple lymph nodes (as evaluated by CT scans in clinical trials, or by physical examination in general practice).
IThese parameters are irrelevant for some response categories.

@Hallek M, Cheson BD, Catovsky D, et al. Guidelines for the diagnosis and treatment of chronic lymphocytic  P|solated progressive lymphocytosis in the setting of reduced lymph node

leukemia: A report from the International Workshop on Chronic Lymphocytic Leukemia updating the National

Cancer Institute-Working Group 1996 guidelines. Blood 2008;111:5446-5456.

considered progressive disease.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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RESPONSE DEFINITION AFTER TREATMENT FOR CLL2b
Parameter Complete Response Partial Response Progressive Disease
Group A
Lymphadenopathy+t None >1.5cm Decrease >50% Increase >50%
Hepatomegaly None Decrease >50% Increase >50%
Splenomegaly None Decrease >50% Increase >50%
Normocellular, <30%
lymphocytes, no B-lymphoid 50% reduction in marrow
Marrowit nodules; hypocellular marrow infiltrate, or B-lymphoid

size or organomegaly or improvement in hemoglobin/platelets will not be

CSLL-E
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DIAGNOSISP
ESSENTIAL:

e Hematopathology review of all slides with at least one paraffin block
representative of the tumor. Rebiopsy if consult material is nondiagnostic.

¢ An FNA or core needle biopsy alone is not generally suitable for the initial
diagnosis of lymphoma. In certain circumstances, when a lymph node is not
easily accessible for excisional or incisional biopsy, a combination of core
biopsy and FNA biopsies in conjunction with appropriate ancillary
techniques for the differential diagnosis (immunohistochemistry, flow
cytometry, PCR for IGHV and TCR gene rearrangements, and FISH for major
translocations) may be sufficient for diagnosis. Histologic grading cannot
be performed on an FNA.

« Adequate immunophenotyping to establish diagnosis ¢-d
» IHC panel: CD20, CD3, CD5, CD10, BCL2,© BCL6, cyclin D1, CD21, or

CD23, or
» Cell surface marker analysis by flow cytometry: kappa/lambda, CD19,
CD20, CD5, CD23, CD10

USEFUL UNDER CERTAIN CIRCUMSTANCES:

e Molecular analysis to detect: antigen gene receptor rearrangements; BCL2
rearrangements®

e Cytogenetics or FISH: t(14;18); BCL6 rearrangements®

« IHC panel: Ki-67f

See Workup
(FOLL-2)

@Follicular lymphoma, grade 1-2. Follicular lymphoma, grade 3 is an area of controversy. The distinction between follicular grade 3a and 3b has not been shown
to have clinical significance to date. Follicular lymphoma, grade 3 is commonly treated according to the NCCN Diffuse Large B-Cell Lymphoma Guideline (BCEL-1).
Any area of diffuse large B-cell ymphoma (DLBCL) in a follicular lymphoma of any grade should be diagnosed and treated as a DLBCL.

bGerminal center or follicular center cell phenotype type is not equivalent to follicular lymphoma and occurs in Burkitt lymphoma and some DLBCL.

CTypical immunophenotype: CD10+, BCL2+, CD23+/-, CD43-, CD5-, CD20+, cyclin D1, BCL6+. Rare cases of follicular ymphoma may be CD10- or BCL2-.

dSee Use of Immunophenotyping/Genetic Testing in Differential Diagnosis of Mature B-Cell and NK/T-Cell Neoplasms (NHODG-A).

€1n young patients with localized disease that lack BCL2 rearrangement or t(14;18), consider entity of pediatric follicular lymphoma. Analysis of BCL6 rearrangement
may be useful for evaluating the diagnosis of pediatric FL.

fThere are reports showing that Ki-67 proliferation fraction of >30 % may be associated with a more aggressive clinical behavior, but there is no evidence that this
should guide treatment decisions.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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WORKUP
ESSENTIAL:

¢ Physical exam: attention to node-bearing areas, including Waldeyer’s ring,
and to size of liver and spleen
¢ Performance status

* B symptoms Stage _?ﬁ:rl:itial
o CBC, differential, platelets (M || 491_
e LDH FOLL-3)

¢ Beta-2-microglobulin

e Comprehensive metabolic panel

¢ Hepatitis B testing9

e Chest/abdominal/pelvic CT with contrast of diagnostic quality

« Bone marrow biopsy + aspirate to document clinical stage I-ll diseaseh

¢ Pregnancy testing in women of child-bearing age (if chemotherapy planned)

USEFUL IN SELECTED CASES:

¢ MUGA scan/echocardiogram if anthracycline or anthracenedione-based Stage See Initial
regimen is indicated Il bulky, Ill, IV — | Therapy

eNeck CT FOLL-4)

¢ PET-CT scan

e Uric acid

¢ Discussion of fertility issues and sperm banking
o SPEP and/or quantitative immunoglobulin levels
¢ Hepatitis C testing

@Follicular lymphoma, grade 1-2. Follicular lymphoma, grade 3 is an area of controversy. The distinction between follicular grade 3a and 3b has not been shown
to have clinical significance to date. Follicular lymphoma, grade 3 is commonly treated according to the NCCN Diffuse Large B-Cell Lymphoma Guideline (BCEL-1). Any
area of diffuse large B-cell ymphoma (DLBCL) in a follicular lymphoma of any grade should be diagnosed and treated as a DLBCL.

9Hepatitis B testing is indicated because of the risk of reactivation with immunotherapy + chemotherapy. Tests include hepatitis B surface antigen and core antibody for a
patient with no risk factors. For patients with risk factors or previous history of hepatitis B, add e-antigen. If positive, check viral load and consult with gastroenterologist.

hBilateral or unilateral provided core biopsy is >1.6 cm. If radioimmunotherapy is considered, bilateral cores are recommended and the pathologist should provide the
percent of overall cellular elements and the percent of cellular elements involved in the marrow. If observation is initial therapy, bone marrow biopsy may be deferred.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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STAGE INITIAL THERAPY RESPONSE TO See monoclonal antibody and
THERAPY viral reactivation (NHODG-B)
CR!or .
ISRT (preferred for PR!
clinical stage | or
contiguous stage Il) See Stage
NR ——— > |l bulky, lll,
or IV (FOLL-4) Clinical
Immunotherapy * CR! » | e H&P and labs every 3-6 mo
Py = CR'or for 5y and then annually L Ln
chemotherapy I > . L - ¢ Progressive disease,
i PR or as clinically indicated
(See FOLL-B) PR!or Consider Surveillance imaging™ see Stage Il bulky, lll. IV
Stage - NR ISRT See Stage e Up to 2 y post completion —>| (FOLL-4) .

LN or NR — Il bulky, lll, ) e For transformation,

) IV (EOLL-4 of treatment: CT scan no FOLL-6
Immunotherapy * CR'or 4) , | more than every 6 mo see TULL-D
chemotherapy PRI e>2 y: No more than
(See FOLL-B) + See Stage annually
ISRT (category 2B)! NR — Il bulky, Ill,

IV (FOLL-4)
or
Observation .
(selected cases)k
fSee Principles of Radiation Therapy (NHODG-D). NConsider possibility of histologic transformation in patients with progressive disease,
JInitiation of chemotherapy or more extended RT can improve FFS (failure-free especially if LDH levels are rising, single site is growing disproportionately,
survival), but has not been shown to improve overall survival. These are extranodal disease develops, or there are new B symptoms. If clinical suspicion of
options for therapy. transformation, FDG-PET may help identify areas suspicious for transformation.
KObservation may be appropriate in circumstances where potential toxicity of FDG-PET scan demonstrating marked heterogeneity or sites of intense FDG avidity
involved-site RT (ISRT) outweighs potential clinical benefit. may indicate transformation, and biopsy should be directed biopsy at the most FDG
ISee Response Criteria for Non-Hodgkin’s Lymphoma (NHODG-C). avid area. Functional imaging does not replace biopsy to diagnose transformation. If
M|maging should be performed whenever there are clinical indications. For transformation is histologically copfirmed, treat with anthracycline-based therapy.
surveillance imaging, see Discussion for consensus imaging See Management of Transformation (FOLL-6).

recommendations.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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STAGE INITIAL THERAPY See monoclonal antibody and

viral reactivation (NHODG-B)

<4 -

{u

Clinical
¢ H&P and labs every 3-6 mo for 5y and .
.. . e Progressive __|
then annually or as clinically indicated . I
No ObserveP . . o m disease, "
R Surveillance imaging .
Indications for treatment:©|  indication  (category 1) « Up to 2 y post completion of treatment;| | *FOr transformation,
e Candidate for clinical CT scan no more than every 6 mo see FOLL-6
trialP ¢ >2 y: No more than annually
Stage Il * Symptoms
9 e Threatened end-organ
bulky, | — .
Yy function
’ ¢ Cytopenia secondary to
lymphoma See Suggested Regimens (FOLL-B)
e Bulky disease c . or
* Steady progression Indication _ PE-rI\__scl;-:lrer Clinical trial9 , See Initial Response
present scan” or (FOLL-5)
Local RT (palliation of locally
symptomatic disease)'

iSee Principles of Radiation Therapy (NHODG-D).

ISee Response Criteria for Non-Hodgkin’s Lymphoma (NHODG-C).

MImaging should be performed whenever there are clinical indications. For
surveillance imaging, see Discussion for consensus imaging recommendations.

NConsider possibility of histologic transformation in patients with progressive disease,
especially if LDH levels are rising, single site is growing disproportionately,
extranodal disease develops, or there are new B symptoms. If clinical suspicion of
transformation, FDG-PET may help identify areas suspicious for transformation.
FDG-PET scan demonstrating marked heterogeneity or sites of intense FDG avidity o
may indicate transformation, and biopsy should be directed biopsy at the most FDG °See GELF criteria (FOLL-A). _ _
avid area. Functional imaging does not replace biopsy to diagnose transformation. If P Consider clinical trials appropriate for patients on observation.
transformation is histologically confirmed, treat with anthracycline-based therapy. 9Given incurability with conventional therapy, consider investigational
See Management of Transformation (FOLL-6). therapy as first line of treatment.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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Network®
INITIAL OPTIONAL
RESPONSE EXTENDED
THERAPY
Consolidation
or extended
CR'OF_> therapy
PR! (See FOLL-B)
or
Observe
Consider
PET-CT
(preferred)
orCT
scan’

4

 NR or progressive disease'"
e For transformation, see FOLL-6

FOLLOW-UP

Clinical

¢ H&P and labs every
3-6 mo for 5y and
then annually or as
clinically indicated

Surveillance
imaging™

eUp to 2y post
completion of
treatment: CT scan
no more than every
6 mo

¢>2 y: No more than
annually

See monoclonal antibody and
viral reactivation (NHODG-B)

SECOND-LINE AND
SUBSEQUENT

l

¢ Progressive
disease,!n
—>»| e For
transformation,
see FOLL-6

—

v

Indications for

treatment:©

e Candidate for
clinical trial

e Symptoms

e Threatened end-
organ function

e Cytopenia
secondary to
lymphoma

¢ Bulky disease

e Steady
progression

.No. . — Observe
indication

Indication |Consider

- PET-CT
present n
scan

THERAPY

See
Suggested
Regimens
(FOLL-B)

or

Clinical trial®S
or

Local RT
(palliation of
locally
symptomatic
disease)!

iSee Principles of Radiation Therapy (NHODG-D).

ISee Response Criteria for Non-Hodgkin’s Lymphoma (NHODG-C).

MImaging should be performed whenever there are clinical indications. For

surveillance imaging, see Discussion for consensus imaging

recommendations.

NConsider possibility of histologic transformation in patients with progressive

disease, especially if LDH levels are rising, single site is growing
disproportionately, extranodal disease develops, or there are new B

symptoms. If clinical suspicion of transformation, FDG-PET may help identify

areas suspicious for transformation. FDG-PET scan demonstrating marked
heterogeneity or sites of intense FDG avidity may indicate transformation and

biopsy should be directed biopsy at the most FDG avid area. Functional imaging

does not replace biopsy to diagnose transformation. If transformation is
histologically confirmed, treat with anthracycline-based therapy. See Management

of Transformation (FOLL-6).

0See GELF criteria (FOLL-A).

'A PET-positive PR is associated with a shortened PFS (See Discussion); however,

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 4.2014, 08/22/14 © National Comprehensive Cancer Network, Inc. 2014, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN®.

additional treatment at this juncture has not been shown to change outcome.
SClinical trials may involve novel agents, regimens, or transplantation.
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HISTOLOGIC TRANSFORMATION TO DIFFUSE LARGE B-CELL LYMPHOMA

Multiple prior

therapies
Histologic
transformation
to diffuse
large B-cell
lymphomat
MinimalY or
no prior
chemotherapy

—

Clinical trial

or

Radioimmunotherapy

or

Chemotherapy (See BCEL-C, selection of
treatment must be highly individualized
taking into acct prior treatment history) *
rituximab

or

ISRT

or

Best supportive care

(See NCCN Guidelines for Palliative Care)

Chemotherapy

(anthracycline-based Consider
chemotherapy preferred PET-CT
unless contraindicated) (preferred)
(See BCEL-C, first line or CT scan

therapy) + rituximab * RTV

ISee Response Criteria for Non-Hodgkin’s Lymphoma (NHODG-C).

tFor pathologic evaluation of histologic transformation, FISH for BCL2 rearrangement [t(14;18)] and MYC

rearrangements [t(8;14) or variants, 1(8;22), t(2;8)].
Ulnvolved-site RT alone or one course of single-agent therapy including rituximab.
VIf locoregional transformation, consider adding RT.
WStrongly recommend this treatment be given in the context of a clinical trial.

Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)

See monoclonal antibody and
viral reactivation (NHODG-B)

Responsive
disease

CR!l ——»

PRI —»

NR or

progressive| —

disease!

Consider high-dose therapy
with autologous stem cell
rescue or allogeneic stem
cell transplantW

Observation

or

Clinical trial

or

Consider high-dose therapy with
autologous stem cell rescue or
allogeneic stem cell transplantW

Consider high-dose therapy with
autologous stem cell rescue or
allogeneic stem cell transplantW
or

Clinical trial

or

Consider radioimmunotherapy

Clinical trial

or

Radioimmunotherapy

or

Palliative or best supportive
care

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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GELF CRITERIA2:P Nodal Areas