LETTERS TO THE EDITOR

Towards a rational graft-versus-host disease
(GVHD) prophylaxis: rituximab should not be
forgotten

Recently, Bucher et al.' addressed rational graft-versus-
host disease (GVHD) prophylaxis (December 2012 issue
of this Journal). The authors addressed calcineurin inhibi-
tion and T-cell immune modulation but fully overlooked
the important results obtained with rituximab that have
been reported in the prevention of acute and chronic
GVHD.

Initial reports on the potential role of rituximab in
chronic GVHD addressed the treatment of steroid refrac-
tory chronic GVHD.*"* Up to 100% response was report-
ed, including responses in all organ systems affected."
Apart from a therapeutic effect, there is also evidence for
a prophylactic effect of rituximab on acute and chronic
GVHD.

In 2005, the author presented the hypothesis that the
risk of chronic GVHD could be reduced by administration
of rituximab at initial diagnosis of chronic GVHD. The
aim would be to cure the initial manifestation and pre-
vent development of new manifestations of chronic
GVHD." Since then, several papers have discussed the
prophylactic use of rituximab for acute and chronic
GVHD.

Khouri et al.”® reported 11 patients with lymphocytic
lymphoma who received cyclophosphamide and fludara-
bine conditioning. Nine patients also received rituximab
on Days -6, +1, +8 and +15. GVHD prophylaxis consisted
of tacrolimus and methotrexate. The cumulative inci-
dence of grade II-IV GVHD was 20%; one patient devel-
oped grade III GVHD.

Kebriaei et al."* reported 35 patients who received an
ablative allogeneic HLA-identical or unrelated donor
transplant for acute lymphoblastic leukemia. Rituximab
375 mg/m* was administered four times starting Day -7.
GVHD prophylaxis consisted of tacrolimus and
methotrexate. The cumulative incidence of acute GVHD
was 17% and there was 43% limited and extensive
chronic GVHD at two years.

Khouri et al.” reported 47 patients with follicular lym-
phoma who received cyclophosphamide and fludarabine
conditioning and rituximab on Day -13 (375 mg/m’®) and
Days -6, +1 and +8 (1000 mg/m’). GVHD prophylaxis
consisted of tacrolimus and methotrexate. The cumula-
tive incidence of grade II-IV acute GVHD was 11%. Five
patients had grade II and one patient grade III GvHD.
The incidence of limited and extensive chronic GVHD
was 60% and 36%, respectively. Of the 28 patients who
developed chronic GVHD, 20 (71%) had de novo onset.
Infections were the major cause of death. No patients
died as a result of GVHD.

Christopeit et al.'® reported a retrospective study of 34
patients; 13 received rituximab 375 mg/m’ in the condi-
tioning regimen and 4 received 375 mg/m’ on Days + 31,
+49, +69 and +89 to prevent posttransplant lymphoma.
Acute GVHD occurred in 18% of patients with and 82%
without rituximab, and grade II-IV occurred in 18% and
53%, respectively. Rituximab added to ATG was more
effective in preventing acute GVHD grade II-IV than ATG
alone (0% vs. 30%).

Ratanatharathon et al.” reported a retrospective study
of 179 patients who received rituximab in the condition-
ing regimen compared to 256 B-cell lymphoma patients

who did not receive rituximab within the six months
prior to transplantation. The rituximab cohort had a sig-
nificantly lower incidence of treatment-related mortality
(80% vs. 37%) and low grade of acute GVHD grade II-IV
(86% vs. 48%) and grade III-IV (12% vs. 23%). There was
no difference in the risk of chronic GVHD (56% vs. 53%),
disease progression or relapse. Progression free survival
(56% vs. 41%) and overall survival (57% vs. 44%) were
significantly better in the rituximab cohort.

Van Dorp et al.”® reported 173 patients who had not
received rituximab within the six months prior to
reduced intensity conditioning and allogeneic transplant.
Rituximab significantly reduced extensive chronic GVHD
from 45.8% to 20.1%.

Crocchiolo et al.” retrospectively analyzed 57 patients
with lymphoproliferative disorders and showed that rit-
uximab within three months prior to transplantation pre-
vented acute GVHD grade II-IV: 10% vs. 48% in the non-
rituximab group and acute GVHD grade III-IV in 0% and
24%, respectively. No impact on chronic GVHD was
observed.

Dominietto et al.” retrospectively analyzed 55 patients
who received rituximab 200 mg on Day +5 post allogene-
ic transplant to prevent EBV DNAemia. They observed
that the cumulative incidence of grade II-IV acute GVHD
was significantly reduced in rituximab patients (20% vs.
38%). There was no effect on chronic GVHD. As result
of reduced treatment-related mortality, there was a trend
towards improved overall survival: 46% in the rituximab
cohort versus 40% in the non-rituximab cohort.

Arai et al” evaluated prophylactic rituximab 375
mg/m’> two months after transplantation (Day +65
through Day +77). Patients with lymphoid malignancies
received TLI and ATG prior to allogeneic transplantation.
The incidence of acute GVHD was 6% and the cumula-
tive incidence of chronic GVHD was 20%. Non-relapse
mortality was 3%. The authors concluded that rituximab
significantly reduced B-cell allogeneic immunity.

In summary, this overview shows that pre- or peri-
transplant rituximab has a prophylactic effect for acute
GVHD but the results for chronic GVHD by rituximab
administration at this time are not conclusive and,
indeed, rather show no effect."”"7? However, two
months post transplant rituximab seems to reduce the
incidence of acute and chronic GVHD.” Treatment of
chronic GVHD does also prevent new manifestations and
is curative.” Our hypothesis that rituximab at the time of
initial diagnosis of chronic GVHD may cure the manifes-
tation and may prevent development of other manifesta-
tions of chronic GVHD still holds and should be evaluat-
ed in a randomized study.” No editorial or perspective is
complete without reference to the effect of anti-CD20 on
B-cell allogeneic immunity.'

Marlies EHM Van Hoef, MD, PhD, MBA

Transplant Creations, EH Amsterdam, The Netherlands.

Correspondence: Marlies E.H.V. Van Hoef
E-mail: mvanhoef@transplantcreations.org or .com
doi:10.3324/haematol.2012.082271
Key-words: graft-versus-host disease, treatment, prophylaxis, ritux-
imab, hematopoietic cell transplantation.

Information on authorship, contributions, and financial & other dis-
closures was provided by the authors and is available with the online
version of this article at www.haematologica.org.

haematologica 2013; 98:e40



References

. Bucher CM, Passweg JR. Towards rational GVHD prophylaxis.
Haematologica. 2012;97(12):1779-80.

. Ratanatharathorn V, Ayash L, Reynolds C, Silver S, Reddy P, Becker

M, et al. Treatment of chronic graft-versus-host-disease with anti-
CD20 chimeric monoclonal antibody. Biol Blood Marrow
Transplant. 2003;9(8):505-11.
Canninga-van Dijk MR, van der Straaten HM, Fijnheer R, Sanders
CJ, van den Tweel ]G, Verdonck LE Anti CD20 monoclonal anti-
body treatment in 6 patients with therapy-refractory chronic graft
versus host disease. Blood. 2004;104(8):2603-6.

. Okamoto M, Okano A, Akamatsu S, Ashihara E, Inaba T, Takenaka
H, et al. Rituximab is effective for steroid-refractory scleroderma-
tous chronic graft versus host disease. Leukemia 2006;20(1):172-3.

. Cutler C, Miklos D, Haesook T, Treisler N, Woo S, Bienfang D, et
al. Rituximab for steroid refractory chronic graft versus host disease.
Blood. 2006;108(2):756-62.

6. Zaja E Bacigalupo A, Patriarca E Stanzani M, Van Lint MT, Fili C, et
al. Treatment of refractory chronic graft versus host disease with rit-
uximab: a GITMO study. Bone Marrow Transplant. 2007;40(3):273-
7.

7. von Bonin M, Oelschldgel U, Radke ], Stewart M, Ehninger G,
Bornhauser M, Platzbecker U. Treatment of chronic steroid-
refractory graft versus host disease with low-dose rituximab.
Transplantation. 2008;86(6):875-9.

. Teshima T, Nagafuji K, Henzan H, Miyamura K, Takase K, Hidaka
M, et al. Rituximab for the treatment of corticosteriod refractory
chronic graft versus host disease. Int ] Hematol. 2009;90(2):254-60.

. Kim §J, Lee JW, Jung CW, Min CK, Cho B, Shin H]J, et al. Weekly rit-
uximab followed by monthly rituximab treatment for steroid refrac-
tory chronic graft versus host disease: results from a prospective
multicenter phase II study. Haematologica. 2012;95(11):1935-42.

. Gutiérrez-Aguirre CH, Cantt-Rodriguez OG, Borjas-Almaguer OD,
Gonzélez-Llano O, Jaime-Pérez JC, Solano-Genesta M, et al.
Effectiveness of subcutaneous low-dose alemtuzumab and ritux-
imab combination therapy for steroid-resistant chronic graft-versus-
host disease. Haematologica. 2012;97(5):717-22.

. Kharfan-Dabaja MA, Mhaskar AR, Djulbegovic B, Cutler C, Mothy
M, Kuman A. Efficacy of rituximab in the setting of steroid refracto-
ry chronic graft versus host disease: a systematic review and meta
analysis. Biol Blood Marrow Transplant. 2009;15(9):1005-13.

12.

14.

15.

16.

17.

18.

19.

20.

21.

Van Hoef MEHM. Risk reduction of chronic graft versus host dis-
ease by anti-CD20 treatment (rituximab). Blood. 2005;106: abs
5567.

. Khouri IE Saliba RM, Giralt SA, Lee MS, Okoroji GJ, Hagemeister

FB. Nonablative allogeneic hematopoietic transplantation as adop-
tive immunotherapy for indolent lymphoma: low incidence of tox-
icity, acute graft versus host disease and treatment related mortality.
Blood. 2001;09(183):3595-9.

Kebriaei P, Saliba RM, Ma C, Ippoliti C, Couriel DR, de Lima M, et
al. Allogeneic hematopoietic stem cell transplantation after ritux-
imab containing myeloablative preparative regimen for acute lym-
phoblastic leukemia. Bone Marrow Transplant. 2006;38(8):203-9.
Khouri I McLaughlin P, Saliba RM, Hosing C, Korbling M, Lee MS,
et al. Eight year experience with allogeneic stem cell transplantation
for relapsed follicular lymphoma after nonmyeloablative condition-
ing with fludarabine, cyclophosphamide and rituximab. Blood.
2008;111(12):5530-6.

Christopeit M, Schutte V, Theurich S, Weber T, Grothe W, Behre G.
Rituximab reduced the incidence of acute graft versus host disease.
Blood. 113(3):3130-1.

Ratanatharathorn V, Logan B, Wang D, Horowitz M, Uberti JE,
Ringden O, et al. Prior rituximab correlates with less acute graft ver-
sus host disease and better survival in B-cell lymphoma patients
who received allogeneic peripheral blood stem cell transplantation.
Br ] Haematol. 2009;145(6):816-24.

van Dorp S, Pietersma E Wolfl M, Verdonck LE Petersen EJ,
Lokhorst HM, et al. Rituximab treatment before reduced intensity
conditioning transplantation associates with a decreased incidence
of extenstive chronic GVHD. Biol Blood and Marrow Transplant.
2009;15(6):671-8.

Crocchiolo R, Catagna L, El Cheikh J, Helvig A, Fuerst S, Faucher C,
et al. Prior rituximab administration is associated with reduced rate
of acute graft versus host disease after in vivo T-cell depleted trans-
plantation in lymphoma patients. Exp Hematol. 2011;39(9):892-6.
Dominetto A, Tedone E, Soracco M, Bruno B, Raiola AM, Van Lint
MT, et al. In vivo B-cell depletion with rituximab for alternative
donor hematopoietic SCT. Bone Marrow Transplant. 2012;47(1):
101-6.

Arai S, Saraf B, Narashimhan B, Chen GL, Jones CD, Lowsky R, et
al. Prophylactic rituximab after allogeneic transplantation decreases
B-cell alloimmunity with low chronic graft versus host disease inci-
dence. Blood. 2012;119(25):6145-54.

haematologica 2013; 98:e41




