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The present European patent application comprised at the time of filing claims for which payment was due.

D Only part of the claims have been paid within the prescribed time limit. The present European search
report has been drawn up for those claims for which no payment was due and for those claims for which
claims fees have been paid, namely claim(s):

D No claims fees have been paid within the prescribed time limit. The present European search report has
been drawn up for those claims for which no payment was due.

LACK OF UNITY OF INVENTION

The Search Division considers that the present European patent application does not comply with the
requirements of unity of invention and relates to several inventions or groups of inventions, namely:

see sheet B

All further search fees have been paid within the fixed time limit. The present (supplementary)
European search report has been drawn up for all claims.
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As all searchable claims could be searched without effort justifying an additional fee, the Search Division
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Only part of the further search fees have been paid within the fixed time limit. The present
(supplementary) European search report has been drawn up for those parts of the European patent
application which relate to the inventions in respect of which search fees have been paid,
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The Search Division considers that the present European patent application does not comply with the
requirements of unity of invention and relates to several inventions or groups of inventions, namely:

1. claims: 1-14

A biomarker panel and a method for diagnosing or aiding
diagnosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at least one biomarker is suppressor of
tumorigenicity 2 (ST2).

1.1. claims: 1, 3-8(all partially)

A biomarker panel and a method for diagnosing or aiding
diagnosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at least one biomarker is angiopoietin 2 (ANG2).

1.2. claims: 1, 3-8(all partially)

A biomarker panel and a method for diagnosing or aiding
diagnosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at Teast one biomarker is L-Ficolin.

1.3. claims: 1, 3-8(all partially)

A biomarker panel and a method for diagnosing or aiding
diagnosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at Teast one biomarker is hyaluronic acid.

1.4. claims: 1, 3-8(all partially)

A biomarker panel and a method for diagnosing or aiding
diagnosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at Teast one biomarker is vascular cell adhesion
molecule 1 (VCAM1).

1.5. claims: 2, 9-14(all partially)

A biomarker panel and a method for prognosing or aiding
prognosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at Teast one biomarker is suppressor of
tumorigenicity 2 (ST2).
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The Search Division considers that the present European patent application does not comply with the
requirements of unity of invention and relates to several inventions or groups of inventions, namely:

1.6. claims: 2, 9-14(all partially)

A biomarker panel and a method for prognosing or aiding
prognosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at least one biomarker is angiopoietin 2 (ANG2).

1.7. claims: 2, 9-14(all partially)

A biomarker panel and a method for prognosing or aiding
prognosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at Teast one biomarker is L-Ficolin.

1.8. claims: 2, 9-14(all partially)

A biomarker panel and a method for prognosing or aiding
prognosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at Teast one biomarker is hyaluronic acid.

1.9. claims: 2, 9-14(all partially)

A biomarker panel and a method for prognosing or aiding
prognosis of sinusoidal obstructive syndrome in a subject
receiving HSCT, by measuring in a biological sample from the
subject the expression of at least one biomarker, and
wherein the at Teast one biomarker is vascular cell adhesion
molecule 1 (VCAM1).

Please note that all inventions mentioned under item 1, although not
necessarily linked by a common inventive concept, could be searched
without effort justifying an additional fee.

The present application does not comply with the requirements of unity of
invention, Art. 82 EPC, for the following reasons:

Independent claim 3 refers to a method of diagnosing or aiding
diagnosis of sinusoidal obstructive syndrome (SOS) in a subject receiving
hematopoietic stem cell transplantation, the method comprising measuring
in a biological sample from the subject at least one biomarker selected
from the group consisting of ST2, ANG2, L-Ficolin, HA and VCAM1, wherein
an elevated biomarker expression level compared to biomarker expression
in a control is indicative of SOS.

Furthermore independent claim 9 refers to a method for prognosing or
aiding prognosis of SOS in a subject receiving hematopoietic stem cell
transplantation, the method comprising measuring in a biological sample
from the subject at least one biomarker selected from the group
consisting of ST2, ANG2, L-Ficolin, HA and VCAM1, wherein an elevated
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The Search Division considers that the present European patent application does not comply with the
requirements of unity of invention and relates to several inventions or groups of inventions, namely:

biomarker expression level compared to biomarker expression in a control
is indicative of a prognosis of having SOS.

Document Tanikawa et al refers to predictive markers for hepatic
veno-occlusive disease (VOD, sinusoidal obstructive syndrome, SOS) after
hematopoietic stem cell transplantation in adults. The document states
that levels of N-terminal propeptide for type III procollagen (P-III-P)
were significantly higher in patients with VOD than without VOD, before
preparative chemotherapy. Furthermore on day 0, levels of tissue
plasminogen activator (t-PA) were significantly higher in patients with
VOD than without VOD. Thus the serum P-III-P level before start of
conditioning is a prognostic risk marker for VOD, and P-III-P and t-PA is
stated to be a predictive/diagnostic markers for VOD after HSCT, see D1
abstract and bridging paragraph on pages 883 and 885.

Furthermore document Lee at al refers to significantly higher plasma
levels of tPA antigen and PAI-1 antigen on day 7 and 14 in patients with
VOD compared to those without VOD after bone marrow transplantation, see
D2 abstract and page 1089, left-hand column, last paragraph.

Thus, as diagnostic and prognostic biomarkers for VOD/SOS in subjects
receiving HSCT are already known from the prior art, the subject-matter
of independent claim 3 therefore refers to the problem of providing
alternative biomarkers for diagnosing VOD/SOS in a subject receiving HSCT
to those biomarkers already disclosed in the above cited documents, and
the subject-matter of independent claim 9 refers to the problem or
providing alternative prognostic biomarkers for VOD/SOS in a subject
receiving HSCT to those biomarkers already disclosed in Tanikawa et al.
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