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adult immune thrombocytopenia — the RITP study
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Abstract

Introduction: Immune thrombocytopenia
(ITP) is characterized by immune mediated
destruction of platelets and suboptimal
production. RITP was a randomized placebo-
controlled trial in which ITP patients who
failed to achieve adequate response to
steroids were randomized to receive
rituximab or placebo plus standards of care
(Ghanima et al. Lancet 2015; 385:1653-61).
Study end points were treatment failure
(splenectomy or meeting criteria for
splenectomy), response rates and duration of
response with a follow-up of 18 months.
Apart from longer duration of response in the
rituximab arm, the study showed no
significant  differences and the other
outcomes.

Objective: To provide long-term rates of
splenectomy, death and duration of response
based on extended open follow-up after
completion of the RITP study.

Methods: Platelet counts, splenectomy
status, ITP medication and death were
retrospectively collected. Response was
defined as platelet count of >30X10%L or
atleast a doubling of the platelet count from
baseline without administration of any
platelet increasing therapy except stable or
decreasing doses of prednisone or
prednisolone during the past 4 weeks; or >
100X10%L for complete response (CR) after
week 4 from first study drug administration.
Relapse was defined as platelet count
<30X10%L or reinstitution of ITP
medication. The study was approved by the
ethics committees in Norway and Tunisia.

Results: Extended follow-up data were
acquired from 90 of 109 patients
participating in RITP. Median duration of
follow-up from randomization to last
observation was 72 months (IQR 62-82).
Overall 35 patients underwent splenectomy
(13 in the rituximab; 22 in the placebo arm)
with a trend towards longer time to
splenectomy in the rituximab arm (p=0.11)
(figure 1). Eleven patients (10%) died during
the extended followup: 5 in the rituximab
and 6 in the placebo arms. Seventy-six of
109 patients achieved response (40 in the
rituximab; 36 in the placebo arms) including
complete response (28 in the rituximab; 21 in
the placebo arms) during the RITP study.
Figure 2 shows probability of first relapse in
responding patients. Median duration of
response was 8.2 (5.2-16.7) after response
and 17 (8-34) months after CR, in the
rituximab arm and 1.8 (1.3-3.7) and 11 (4.5-
not reached) months respectively in the
placebo arm. Not statistically significant
(p=0.09). During the extended follow-up, 2
more patients in the rituximab arm relapsed
after achieving response and 4 after
achieving CR.

Conclusion: To our knowledge, the data
provided here represent the longest single
study follow-up reported on the effect of
rituximab in ITP. Although, rituximab
seemed to yield longer duration of OR and
CR, the effect was clearly transient and the
two curves cross after 34 months. Around
20% of patients in both arms are still
responders at 6 years. Interestingly a trend
towards lower splenectomy rate was found in



rituximab treated patients. The retrospective
collection of data in the follow-up represents
a limitation of this study. In the future,
efforts should be made to augment the initial
response to rituximab and to prolong the
duration of response, as our ongoing prolong
study (NCT03010202) will look at.
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