From www.bloodjournal.org at SCDU Mediterranee on October 8, 2008. For personal use only.

1 doi:10.1182/blood-2008-05-160010

About reporting clinical trials

Jean-Louis Bernard, Julie Berbis, Laurent Boyer and Vincent Pradel

Updated information and services can be found at:
http://bloodjournal.hematologylibrary.org/cgi/content/full/112/8/3527

Information about reproducing this article in parts or in its entirety may be found online at:
http://bloodjournal.hematologylibrary.org/misc/rights.dtl#repub_requests

Information about ordering reprints may be found online at:
http://bloodjournal.hematologylibrary.org/misc/rights.dtl#reprints

Information about subscriptions and ASH membership may be found online at:
http://bloodjournal.hematologylibrary.org/subscriptions/index.dtl

\ETY Op
o) Y
> Z
< . Z
Blood (print ISSN 0006-4971, online ISSN 1528-0020), is published ¢ . Q
semimonthly by the American Society of Hematology, 1900 M St, NW, Suite C\% ® O
O

200, Washington DC 20036. /3
Copyright 2007 by The American Society of Hematology; all rights reserved. s ’G,r,*®


http://bloodjournal.hematologylibrary.org/cgi/content/full/112/8/3527
http://bloodjournal.hematologylibrary.org/misc/rights.dtl#repub_requests
http://bloodjournal.hematologylibrary.org/misc/rights.dtl#reprints
http://bloodjournal.hematologylibrary.org/subscriptions/index.dtl
http://bloodjournal.hematologylibrary.org/subscriptions/ToS.dtl
http://bloodjournal.hematologylibrary.org
http://bloodjournal.hematologylibrary.org/subscriptions/ToS.dtl

From www.bloodjournal.org at SCDU Mediterranee on October 8, 2008. For personal use only.

BLOOD, 15 OCTOBER 2008 - VOLUME 112, NUMBER 8

major thrombosis and platelet number in this untreated group. Results
have shown a hazard ratio (HR) of 0.65 (95% confidence interval [CI]
0.31-1.25; P =.15) for patients with a platelet count more than
1000 X 10%L. Thus, a clear, albeit not significant, trend toward “more
platelets, less thrombosis” can be observed also in these patients.
Overall, we are happy to share with Dr Tefferi the belief that thrombocy-
tosis, per se, should not be taken as a good reason to give cytotoxic
chemotherapy to otherwise low-risk ET patients.

Tiziano Barbui, Alessandra Carobbio, and Guido Finazzi

Conflict-of-interest disclosure: The authors declare no competing financial
interests.

CORRESPONDENCE 3527

Correspondence: Tiziano Barbui, Divisione di Ematologia, Ospedali Riuniti,
Largo Barozzi 1, 24100 Bergamo, ltaly; e-mail: tbarbui @ ospedaliriuniti.
bergamo.it.

References

1. Barbui T, Barosi G, Grossi A, et al. Practice guidelines for the therapy of essen-
tial thrombocythemia. A statement from the Italian Society of Hematology, the
Italian Society of Experimental Hematology and the Italian Group for Bone Mar-
row Transplantation. Haematologica. 2004;89:215-232.

2. Tefferi A, Gangat N, Wolanskyj AP. Management of extreme thrombocytosis in

otherwise low-risk essential thrombocythemia; does number matter? [letter]
Blood. 2006;108:2493-2494.

To the editor:

About reporting clinical trials

As members of a French research ethics committee, a recent paper
on the treatment of multisystem Langerhans cell histiocytosis
(MS-LCH) by Gadner et al' was brought to our attention. The
authors’ efforts to conduct an international randomized controlled
trial on this orphan disease are worthy but this report leads us to
make some comments.

The title and the conclusion of the abstract (“intensified
treatment significantly increases rapid response and reduces
mortality in risk MS-LCH”) do not reflect the main findings of
the LCH-II study, albeit adequately presented in the results and
discussion sections of the article. This study showed no
significant difference for risk patients (ie, with risk organ
involvement or age of onset younger than 2 years) between
conventional and intensified treatment for the primary (rapid
response) and the secondary endpoints (survival probability,
disease reactivation frequency, and sequelae). The quality of the
trial is not in question; it was adequately designed and
conducted to detect a 20% difference in rapid response between
the 2 arms, but was underpowered to detect a difference as small
as the observed difference (8%).

The abstract’s conclusion is based on 2 exploratory analyses.
(1) The reduction of mortality in LCH-II arm B versus arm A issued
from a subgroup analysis (patients with risk organ involvement) on
a secondary end point with an adjustment on the risk organs
involved. The justification of this adjustment is not given in the
article and the high P value (.049) does not exclude a chance
result.? (2) The pooled analysis of LCH-I* and LCH-II! studies is
not justified in the article; we do not know whether this pooled
analysis was planned a priori or not. Moreover, the tests used in this
pooled analysis implicitly assume that there is a continuous
intensification of treatment from arm A LCH-I to arm B LCH-IL
This assumption is not established: LCH-I compared 2 drugs
(vinblastine vs etoposide) without any notion of intensification, and
the affirmation that arm A LCH-II was more intensive than arm B
LCH-I is debatable, at least in relation with the main criterion
(rapid response).

The main message of the LCH-II trial is correctly pre-
sented in the discussion: there was no significant effect of

treatment intensification for the population included in this
study despite encouraging results for patients with risk or-
gan involvement. Despite the low number of controlled studies
in this disease, a systematic review* of all the available trials
could be useful to consolidate the conclusion.” We advocate
reporting conclusions of clinical trials for themselves with
accurate title and abstract in order to prevent any confusion
among physicians and offer patients the best return benefits
from their contribution.®
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