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National

IN[O@®N Cancer

Comprehensive: NCCN Guidelines Version 1.2012

NCCN Guidelines Index
NHL Table of Contents

Network? Diffuse Large B-Cell Lymphoma Discussion

SUGGESTED TREATMENT REGIMENS®
(in alphabetical order)

First-line Therapy

#« RCHOP (rituximab, cyclophosphamide, doxorubicin, vincristine,
prednisone) (category 1)

¢ Dose-dense RCHOP 14 (category 3)

# Dose-adjusted EPOCH (etoposide, prednisone, vincristine,
cyclophosphamide, doxorubicin) + rituximab (category 2B)

First-line Therapy for patients with poor left ventricular function®*©

« RCEPP (rituximab, cyclophosphamide, etoposide, prednisone,
procarbazine)

+« RCDOP (rituximab, cyclophosphamide, liposomal doxerubicin,
vincristine, prednisone)

« RCNOP (rituximab, cyclophosphamide, mitoxantrone, vincristine,
prednisone)

-DA-EPOCHd(etuposide, prednisone, vincristine,
cyclophosphamide, doxorubicin) + rituximab

« RCEOP (rituximab, cyclophosphamide, etoposide, vincristine,
prednisone)

First-line Consolidation (optional)
*High dose therapy with autologous stem cell rescue in patients
with age-adjusted IPI high risk disease (category 2B)

Concurrent presentation with CNS disease

Seconddine Therapy®®f(For patients with intention to proceed to

high dose therapy with autologous stem cell rescue)

« DHAP (dexamethasone, cisplatin, cytarabine) * rituximab

« ESHAP (etoposide, methylprednisolone, cytarabine, cisplatin) *
rituximab

» GDP (gemcitabine, dexamethasone, cisplatin) * rituximab or
gemcitabine, dexamethasone, carboplatin) £ rituximab

* GemOx (gemcitabine, oxaliplatin)  rituximab

¢ ICE (ifosfamide, carboplatin, etoposide) * rituximab

« MINE (mesna, ifosfamide. mitoxantrone, etoposide) * rituximab

Seconddine Therapy tr!"!f(nl;m candidates for high dose therapy)

+ Bendamustine * rituximab

» Clinical trial

+ CEPP (cyclophosphamide, etoposide, prednisone, procarbazine) +
rituximab - PO and IV

» DA-EPOCH £ rituximab

* CEOP (cyclophosphamide, etoposide, vincristine, prednisone) *
rituximab

* GDP % rituximab

¢ GemOx % rituximab

» Lenalidomide £ rituximab

 Rituximab

See Monoclonal Antibody Directed at CD20

and Viral Reactivation (NHODG-D)

+ Parenchymal: 3 g/m’ or more of systemic methotrexate at count recovery as an alternating regimen
« Leptomeningeal: IT methotrexate/cytarabine, consider Ommaya resevoir placement and/or systemic methotrexate (3-3.5 g/m’)

#See references for regimens BCEL-C 2 of 3and BCEL-C 3 of 3.

binclusion of any anthracycline or anthracenedione in patients with impaired
cardiac functioning should have more frequent cardiac monitoring.

“There is limited published data regarding the use of these regimens, however,
they are used at NCCN institutions for the first-line freatment of DLECL for
patients with poor ventricular left function.

“If upward dose adjustment is necessary, doxorubicin should be maintained at

base dose and not increased.

|f additional anthracycline is administered after a full course of therapy, careful
cardiac monitoring is essential. Dexrazoxane may be added as a
cardioprotectant.

'Rifuximab would be included in second-line therapy if there is relapse after a
reasonable remission (> 6 mo), however rituximab would often be omitted in
patients with primary refractory disease.

Mote: 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.

BCEL-C

Verson 1 2012, (120120 Nafonal Comprahansive Cancer Network, Ino. 2012, All rights resarved . The NCCH Guidelines” and this illustration may not be reproduced in any form without the express writben pormis sion of HGCN'. 1 Df 3
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MOAIIWREM IC50 (UM) ¢ after oral 100 mg BCV: 0.445 uM
Herpes Cytomegalovirus 0.001 0.4 0.31 0.005 3.8 50-800 >200
Epstein-Barr Virus 0.03 65.6 0.63 >10 0.9 <500 6.2
Human Herpesvirus 6 0.003 27 Inactive >10 58 16 10
Human Herpesvirus 8 0.02 26 Inactive — 8.9 177 >100
Herpes Simplex Virus 1 0.01 3.0 Inactive >10 07 92-85 38
Herpes Simplex Virus 2 0.02 6.5 Inactive >10 25 91-96 44
Varicella Zoster Virus 0.0004 0.5 Inactive >10 13 39.8 3.6
Adenovirus Adenovirus (AdV-BT7) 0.02 1.3 — >10 4.5-33 Inactive >100
Polyoma BK Virus (BKV) 0.13 115 — — >200 Inactive >200
JC Virus (JCV) 0.045 >0.1 — — — Inactive —
Papilloma Human Papillomavirus 17 716 — — Inactive — Inactive
Pox Variola 01 27 — — — — —
Vaccinia 08 46 — — >392 Inactive >144
BCV: Broad Spectrum and High Potency vs. Other Antivirals
Results from a systematic literature review
Broader spactrum Narrower spectrum
S P~ = ‘53; 5 &6& St :‘:?J
rov-+ [ I I N N N .
Pot d as EC50 tration in pM ired to red iral replication by 50% in vitro; “—" indicat dat e
oten expressed as = concentration in requiri [0 reauce viral replicaton o IN VIIFO, — Indicates no cata.
"chlgar?ciclovir is rapidly converted to ganl:iculovir |(r11 Vivo; ganciclovir is theprelevant gompound for ,cell activity studies. i V=Y - - - -- --
Source: Data are compiled from multiple sources and include multiple materials and methodologies. Herpesvirus EBv - | - | _!- --
. _ onmv I I | | I [
Note: BCV and CDV data here differ from a published Hav-s [ . e | |
paper (Viruses 2010,2:2740; also from Chimerix) ~rv-s [ 1 ) e i |
Cell lines used in studies with BCV: ~av R | s e
» Human foreskin fibroblast (HFF) cells for AdV (J HPV type 11 | 1 g |
Infect Dis 2005,191:396), herpes (Antimicrob. i , exv [ @ | 1§ 1 |
Agents Chemother 2005, 49:3724), vaccinia TyemevEEs [ sev N I I O O
(Antimicrob Agents Chemother 2002, 46:991) ox virus vacv N e ] e ]
»  Embryonic normal human lung WI-38 cells for BKV vary I = |
(Antimicrob Agents Chemother 2006, 50:1564)
» Human fetal brain SVG cell for JCV (Antimicrob Allfmajority of Some EC,, B 2 B, vaiues
values =10 M

Agents Chemother 2010, 54:4723)

SymBio Pharmaceuticals Limited

EC,, values
=10 M

=10 M or
no data

rApproved for ireatment of CMYV retinitis in patents with AIDS and treatment of refractory HSVv
infecticons in wYaMmuUNnoOComMmipronised patients
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_MICROBIOLOGY

Drug Evaluation

For reprint orders, please contact: reprints@futuremedicine.com

“BOVIFMAITHIEL LGS BHELBRHEMHI L4,
Bh-RIRERELYES,
Brincidofovir: understanding its unique
profile and potential role against adenovirus
and other viral infections

Julio J Alvarez-Cardona’, Laura K Whited? & Roy F Chemaly*'

'Department of Infectious Diseases, Infection Control & Employee Health, The University of Texas MD Anderson Cancer Center,
Houston, TX 77030, USA

2Division of Pharmacy, The University of Texas MD Andersen Cancer Center, Houston, TX, USA 77030

*Author for correspondence: Tel.: +1 713 745 1116; rfchemaly@mdanderson.org

Brincidofovir (BCV) is a lipid conjugate of cidofovir with good oral bicavailability, enabling optimal in-
tracellular levels of the active drug. Lower rates of nephrotoxicity and myelotoxicity make it a favorable
alternative. Despite a greater safety profile among pediatric hematopoietic cell transplant recipients, the
oral formulation has been associated with increased gastrointestinal toxicity in adult hematopoietic cell
transplant recipients. Oral BCV continues to be developed as a countermeasure against smallpox, while
a potentially safer intravenous preparation has been out licensed to another company. BCV has demon-
strated great in vitro potency against double-stranded DNA viruses, especially adenavirus. Because of its
importance for immunocompromised patients, this review aims to evaluate BCV's clinical and safety profile
to support its continued development.

First draft submitted: 18 November 2019; Accepted for publication: 18 February 2020; Published online:
13 March 2020
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Bendamustine

NF-kB
EEEREF

IL-1
IL-17
M-CSF
THIR 2R
NLR
TLF
TNF

STAT3
AEEEEF

IL-6  IL-25
IL-10  IL-27
IL-11 EGF
IL-21 FGF
IL-22 VEGF
IL-23 LFFY
IL-24
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