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How to Overcome Scientific Standstill for Very Rare Diseases: Clinical Trials or Clinical 
Registries?

Wie kann der wissenschaftliche Stillstand bei der  Erforschung sehr seltener Erkrankungen 
überwunden werden: Klinische Studien versus Klinische Register?

treatment for patients with lymphocyte predom-
inant Hodgkin Lymphoma (NLPHL).

The ambiguous biology of nodular 
lymphocyte predominant Hodgkin 
Lymphoma (NLPHL) – consequences for 
treatment
▼
NLPHL accounts for about 5 % of all patients with 
Hodgkin lymphoma (HL) [10], the remaining cas-
es are classified as classical HL (cHL) with nodular 
sclerosis, mixed cellularity, lymphocyte rich and 
lymphocyte depleted type as subtypes. Subtyp-
ing in cHL has not yet been used for treatment 
stratification.
More than 60 % of patients with NLPHL compared 
to about 22 % of patients with cHL are diagnosed 
in early favorable stages [10] indicating a low 
tendency for dissemination in this disease com-
pared to cHL. In addition, the prognosis of pa-
tients in stage IA is very excellent and therefore 
in adults radiotherapy without chemotherapy is 
recommended [9], while in children and adoles-
cents with stage IA NLPHL no further treatment 
is recommended after complete resection to avoid 
treatment related long-term sequele [6, 8].
In contrast to patients with cHL or early stages of 
NLPHL, patients with advanced LPHL tend to 
transform into NHL [1, 2]. Thus, advanced stage 
NLPHL might be a distinct disease entity closer to 
NHL than to cHL. In addition, expression of the 
Glucose transporter-1 is lower in these lympho-
mas compared to cHL [5], which might be impor-
tant for FDG-PET evaluation to judge treatment 
response after chemotherapy. However, patients 
with advanced NLPHL are still treated according 
to protocols for cHL patients, although this might 
not be the best treatment option and there is 
only one small trial using a NHL-based regimen 
[3]. Thus, randomized trials to investigate the ef-
ficacy of NHL-based treatment vs. standard treat-
ment for cHL are desired to optimize treatment, 
but they are not possible due to the very low pa-
tient number. The German Hodgkin study group 
reported only 82 patients with advanced NLPHL 
out of more than 7 000 HL patients treated in 
their protocols over a 15 year period [10]. Then 
again, there will be no sufficient funding for non-
randomized trials and the classical treatment op-
timization study as a good alternative is now pro-
hibited by law.

Background
▼
In 2001 the EU directive 2001/20/EG for Good 
clinical practice (GCP) has been adopted and in 
2004 in Germany implemented by the 12th 
amendment of the German drug law [16]. This 
amendment intended to increase patients’ safety 
by randomized clinical trials investigating risk 
and efficacy of new drugs or drug combinations 
compared to established standards under the 
strict regulations of Good clinical practice (GCP). 
However, these regulation did not only apply to 
trials sponsored by pharmaceutical companies, 
but also for those trials initiated by clinical re-
searchers causing many problems to find ade-
quate financial resources to conduct these stud-
ies [13]. Although, the EU directive 2005/28/EG 
and the 14th amendment of the German drug law 
included some of the researcher`s concerns there 
still many remain many unsolved problems [6].
Especially for children and adolescents with can-
cer there is still a serious problem to conduct 
trial since many of these entities are very rare 
and even multinational studies do not reach case 
number that allow adequately powered rand-
omized clinical trials. Before the 12th amendment 
these patients could be treated according to ex-
pert opinions and data were collected in clinical 
registries, so-called treatment optimization 
studies. The scientific progress of treatment regi-
men was made possible by historical comparison 
of prospectively documented patient data [14]. 
Since this is now prohibited by law we are facing 
a scientific standstill preventing further im-
provement of treatment for these patients.

Risk adapted treatment in cancer 
patients
▼
Today, there is a trend to treat patients with can-
cer according to the individual relapse risk. In 
patients with excellent prognosis, treatment in-
tensity will be reduced to avoid acute and long-
term toxicity as much as possible, while treat-
ment is intensified in high risk patients to in-
crease cure rates. Since overtreatment as well as 
undertreatment could be life threatening risk 
adapted therapy has to be investigated prospec-
tively in different subgroups of one disease. An 
excellent example to demonstrate the problems 
for such investigations in very rare disease is the 

Bibliography
DOI http://dx.doi.org/ 
10.1055/s-0035-1565135 
Klin Padiatr 2015; 227: 303–304 
© Georg Thieme Verlag KG 
Stuttgart · New York 
ISSN 0300-8630

Correspondence
Prof. Dr. Dieter Körholz
Pädiatrische Hämatologie und 
Onkologie 
Zentrum für Kinderheilkunde 
und Jugendmedizin 
UKGM Standort Gießen 
Feulgenstraße 12 
35392 Gießen 
Dieter.Koerholz@paediat.med.
uni-giessen.de

D. Körholz, D. Schneider,  
R. von Kries, C. Mauz-Körholz, 
U. Göbel

T
hi

s 
do

cu
m

en
t w

as
 d

ow
nl

oa
de

d 
fo

r 
pe

rs
on

al
 u

se
 o

nl
y.

 U
na

ut
ho

riz
ed

 d
is

tr
ib

ut
io

n 
is

 s
tr

ic
tly

 p
ro

hi
bi

te
d.

http://dx.doi.org/  10.1055/s-0035-1565135  
http://dx.doi.org/  10.1055/s-0035-1565135  
mailto:Dieter.Koerholz@paediat.med.uni-giessen.de
mailto:Dieter.Koerholz@paediat.med.uni-giessen.de


304 Editorial

Körholz D et al. How to Overcome Scientific … Klin Padiatr 2015; 227: 303–304

References
1 Al-Mansour M, Connors JM, Gascoyne RD et al. Transformation to 

aggressive lymphoma in nodular lymphocyte-predominant Hodgkin’s 
lymphoma. J Clin Oncol 2010; 28: 793–799

2 Biasoli I, Stamatoullas A, Meignin V et al. Nodular, lymphocyte-pre-
dominant Hodgkin lymphoma: a long-term study and analysis of 
transformation to diffuse large B-cell lymphoma in a cohort of 164 
patients from the Adult Lymphoma Study Group. Cancer 2010; 116: 
631–639

3 Fanale MA, Lai C, McLaughlin P et al. Outcomes of Nodular Lympho-
cyte Predominant Hodgkin’s Lymphoma (NLPHL) Patients treated with 
R-CHOP. Blood (ASH Annual Meeting Abstracts) 2010; 116 Abstract 
2812

4 Griese M, Haug M, Hartl D et al. for the National EAA Study Group. 
Hypersensitivity pneumonitis: lessons for diagnosis and treatment of 
a rare entity in children. Orphanet J Rare Dis 2013; 8: 121

5 Hartmann S, Agostinelli C, Diener J et al. GLUT1 expression patterns in 
different Hodgkin lymphoma subtypes and progressively transformed 
germinal centers. BMC Cancer 2012; 12: 586

6 Kölch M, Lippert H-D, Fegert JM. Die Auswirkungen der 12. und der 
14. Novelle zum AMG auf die Forschung mit Arzneimitteln für Kinder.  
Z Kinder Jugendpsychiatr Psychother 2006; 34: 117–126

7 Kurch L, Mauz-Körholz C, Bertling S et al. The EuroNet paediatric Hodg-
kin network – modern imaging data management for real time central 
review in multicentre trials. Klin Padiatr 2013; 225: 357–361

8 Mauz-Körholz C, Lange T, Hasenclever D et al. Pediatric nodular lym-
phocyte-predominant Hodgkin  Lymphoma: Treatment recommenda-
tions of the GPOH-HD study group. Klin Padiatr 2015; 227: 312–319

9 Leitlinienprogramm Onkologie (Deutsche Krebsgesellschaft, Deutsche 
Krebshilfe, AWMF) Hodgkin Lymphom – S3 Leitlinie Diagnostik, Thera-
pie und Nachsorge des Hodgkin Lymphoms bei erwachsenen Patienten 
Version 1.0; Februar  2013; Registrierungsnummer 018/0290L http://
www.krebsgesellschaft.de/dwonload/s3_hodgkin-ol-langversion.pdf

10 Nogová L, Reineke T, Brillant C et al. Lymphocyte-predominant and 
classical Hodgkin’s lymphoma: a comprehensive analysis from the 
German Hodgkin Study Group. J Clin Oncol 2008; 26: 434–439

11 Reinhardt K, Weiss S, Rosenbauer J et al. Multiple sclerosis in children 
and adolescents: incidence and clinical picture – new insights from 
the nationwide German surveillance (2009-2011). Eur J Neurol 2014; 
21: 654–659

12 Stark D, Lewis I. Improving outcomes for teenagers and young adults 
(TYA) with cancer. Klin Padiatr 2013; 225: 331–334

13 Schneider DT. Registries, diagnostic studies, and therapeutic interven-
tional trials: Generating evidence in a broad perspective. Klin Padiatr 
2013; 225: 293–295

14 Thiele KP, Rheineberger P. « Unmöglich » gibt es nicht. Dtsch Ärzteblatt 
2003; 100: A1044–A1046

15 Tibussek D 1, Distelmaier F, von Kries R et al. Pseudotumor cerebri 
in childhood and adolescence – results of a Germany-wide ESPED-
survey. Klin Padiatr 2013; 225: 81–85

16  Zwölftes Gesetz zur Änderung des Arzneimittelgesetzes. Bundesge-
setzblatt 2004; 41: 2031–2053

Epidemiological registries – Possibilities and 
limitations for treatment optimization
▼
During the past 20 years ESPED (Surveillance Unit for Rare Pae-
diatric Disorders) collected in an anonymized fashion diagnostic 
and treatment data of patients with rare diseases and severe 
course of the disease aiming at establishing a fundament for fu-
ture evidence based diagnostics and treatment recommenda-
tion. Important insights in diagnostic and treatment approaches 
for various very rare diseases such as pseudotumor cerebri, hy-
persensitivity pneumonitis or childhood multiple sclerosis have 
recently been documented by ESPED [4, 11, 15] However, with 
these registries experiences of individual treatments for these 
patients’ are bundled and it may take a long-time to reach an 
evidenced based treatment recommendation. Thus, a systematic 
treatment optimization including quality control instruments 
[7] as it was possible before the 12th amendment of the German 
drug law is not provided.

Conclusions
▼
Progress in treatment guidelines for rare cancer entities cannot 
be established with RCT’S since the numbers are two small even 
if international cooperation is achieved. For these cancer entities 
in children and adolescents register based studies with expert 
opinion driven amendments of guidelines and comparison with 
historical register controls should not be prohibited but encour-
aged. Any attempt should be made to maximize the power of 
these studies by such as International cooperation and inclusion 
of young adults, if the biology of disease in young adults is the 
same as in children and adolescents [12]. If these efforts allow to 
recruite enough patients for sufficiently powered RCT’s these 
should be encouraged. If the patient numbers are still too small, 
register based studies including evidence and expert based 
treatment recommendations using only drugs with EU market 
authorization and historical controls should be possible.
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