
THE LAST WORD

NCCN Guidelines: Pretransplant Recipient
Evaluation and Management of
Graft-Versus-Host Disease

Corey Cutler, MD, MPH, FRCP(C), and Steven Z. Pavletic, MD, MS

This edition of JNCCN includes the first iteration of the NCCN Clinical Practice
Guidelines in Oncology (NCCN Guidelines) for Hematopoietic Cell Trans-

plantation (HCT), with a focus on pretransplant evaluation and management of
graft-versus-host disease (GVHD).

Substantial progress has been made in acute and chronic GVHD clinical clas-
sification and trial design, and the discovery of new therapeutic targets has propelled
the field rapidly forward.1–3 However, the basic principles of GVHD clinical man-
agement have not changed, though they have become more complicated with the
development and even FDA approval of new drugs for this indication. Similarly,
use of HCT has shifted with the development of novel therapeutics in leukemia
and lymphoma and the emergence of a new field of immunotherapy. With the near
universal availability of donors for each patient who requires transplantation, often
difficult decisions need to bemade regarding the appropriateness of HCTover these
novel therapies. Clinicians must now consider the fact that patients live longer, and
live better, after transplantation for a variety of reasons.

With this in mind, the number of transplant recipients alive and at risk for long-
term complications of cancer therapy and HCT is increasing rapidly. Although ex-
cellent guidelines on the recommended long-term management of HCT survivors
exist,4 there has been a long-recognized need for guidelines for GVHD manage-
ment. Other societies have thus far shied away from publishing authoritative
guidelines in the absence of rigorous evidence, although one comprehensive review
and recommendation on the topic has been published.5

These first NCCNGuidelines are a well-intended attempt to start addressing the
need for guidance in HCT for general oncology practitioners, but add little for the
subspecialist transplant physician. They provide a framework for the development
of comprehensive guidelines in the future and endorse all essential contemporary
diagnostic standards. However, this first version is incomplete in several areas,
leaving substantial room for improvement in future editions. For example, the refined
Mount Sinai Acute GVHD International Consortium (MAGIC) classification of acute
GVHD should be endorsed as a current standard, widely accepted by lead orga-
nizations in HCT for its improved practicality.6,7 This system has at least equaled
if not supplanted the modified Glucksberg criteria in common use.8 The guidelines
also do not mention the burgeoning field of biomarkers in GVHD and whether these
should be used in any of the algorithms or in acute GVHD clinical trials.9 There is
no reference to the crucial role of organ-directed therapy and supportive care in the
treatment of chronic GVHD, a topic that already has an authoritative treatment
guide.10 An overly uninformative approach is taken to corticosteroid tapering
schedules, an aspect of paramount importance in successful GVHD manage-
ment. No mention is made regarding the importance of referral to a tertiary
transplant center. General statements that monitoring for posttransplant compli-
cations is required make no reference to the potential differences in complications
facing patients undergoing autologous and allogeneic HCT. Omissions such as
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these leave the novice reader with little to no guidance on crucial topics relevant to
the care of patients who have undergone HCT.

However, despite numerous shortcomings of this first attempt at devel-
oping NCCN Guidelines for HCT, we offer the following as the strengths of this
document:

• The continued recommendation of clinical trials. Although several large,
phase III randomized trials have been completed in recent years, by no means
are HCT and GVHD evidence-based fields. We have now developed the tools
necessary to help formalize what was previously a clinician’s gestalt, now
recognized by the regulatory agency. Now we should put these tools to the
test with more innovative clinical trial designs and studies that effectively
compare emerging and established therapeutics. Only through the rigorous
testing of drugs and interventions will we be able to build algorithmic ap-
proaches to the challenges of HCT medicine.

• Naming off-label drugs as acceptable choices in the therapy of acute and
chronic GVHD. To date, only 2 drugs are specifically indicated in GVHD,
despite the fact that .20 compounds have been tested and are used with
some degree of regularity by practicing clinicians. Although listing potential
agents alphabetically in the guidelines is egalitarian, the 2 drugs with FDA
approval in acute and chronic GVHD (albeit based on uncontrolled, open-
label studies) should be highlighted in the algorithmic approach to the choice
of second-line agents and beyond for their respective conditions. Having a
listing of agents with some claim to efficacy in GVHD provides practitioners
some leverage with payers for what is clearly an orphan disease, where a
degree of art is required to accompany the practice of medicine.

• Providing the necessary impetus to drive a true communal, sustained, and
tedious, detail-oriented effort to develop expert recommendations for HCT
and GVHD management guidelines. No one set of guidelines can be con-
sidered the gold standard unless the entire community of stakeholders is
included in the process, and in this case, the contributions, support, and
leadership of organizations such as the American Society for Trans-
plantation and Cellular Therapy, European Society for Blood and Marrow
Transplantation, NIH Consensus Development Projects on Criteria for
Clinical Trials in Chronic GVHD, cGVHD Eurograft group, Chronic GVHD
Consortium, andMAGIC, among others, as well as patient-led organizations,
is required.
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