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1. Opsoclonus-myoclonus syndrome

= Opsoclonus-myoclonus-ataxia syndrome, Dancing eye syndrome,
Kinsbourne syndrome (SOM, OMS, OMAS, DES...)

Rare neurological syndrome associating:

Abnormal, multidirectional eye mouvements (opsoclonus)

Myoclonus
Ataxia
Irritability, sleep disturbance

Age of onset : 2"d year of life
Most frequently paraneoplastic : neuroblastoma in > 50% of cases
OMS in 1-2% of neuroblastoma patients



Pathophysiology

Autoreactive adaptive immune response
infection (EBV, mycoplasma, others)
peripheral neuroblastic tumor (> 50%)

Biomarkers
CSF immune cells, B cell expansion

oligoclonal bands
cytokines and chemokines of B cells (BAFF, CXCL13), T cells (CCL19),

microglial activation

pathogenic autoantibogy ->ongoing search!
glutamate receptor delta2 antibodies?

others?



OMS in children with or without NB

Retrospective study of
27 children treated for OMS,

with or without NB,
in Paris/IdF

Neurological outcome was equally poor in pts with and without NB

Comparison of the 2 populations
Neurological outcome (follow-up>2 vears)

B+ MB- Total P
Patients 15 9 a7
-Recovery 6 (333%0) | 5 (556%0) | 11 (40,7%0)
-Heurological secquelae 12 (66,7%0) | 4(454%0) | 16 (593 %)
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P. Krug, G. Schleiermacher, et al, EJPN 2010



European DES/OMS Trial
Administrative Issues

* |nternational Sponsorship : Institut Curie, Paris

— Delegation of co-sponsorship for each participating country;
establishment of contracts of delegation

— Funding for administrative steps, ethics committee

— Each participating country will have to fund the trial at a national
level

* |In each country : referent pediatric neurologist/oncologist



Figure 1: General protocol overview
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Study objectives

In children with OMS with or without NB

= To evaluate prospectively the response to the treatment schedule as defined by the
disappearance of all OMS symptoms (i.e. clinical remission) at 12 months after treatment
start

= Standardized OMS scale

= Standardized evaluation of neurological, cognitive and behavioural deficits.
Neurocognitive and neuropsychological assessment:

2 years after diagnosis (+ 1 month)

at age 5 years (+ 3 months)*

= Collection of samples for biological / immunological studies



Multicenter, phase Ill, non randomised, open-label study
» Nomber of patients : 100 patients to be included over a period of 3 years.

» Descriptive data analyses:

» Rare disease

» In the past, no standard, uniform treatment

» No data on response to different treatment to abl a robust statistical design

»The response rates achieved with this trial will allow to design further trials on this
entity appropriately.
» The inclusion of 100 patients will allow to estimate the response rate with a precision

(precision being here the 1.96*SE) of at least 10%, that is the 95% confidence interval will

be of £+ 10%. The highest imprecision (10%) will be observed for a 50% response rate .



Patient selection

» Patient with a diagnosis of opsoclonus myoclonus syndrome (with or without neuroblastoma)
» With at least 3 of 4 diagnostic criteria:

- opsoclonus (notnystagmus)

- ataxia or myoclonus

- Changing of behaviour, or sleep disturbance

- neuroblastoma

» Aged > 6 months, and < 8 years (date of diagnosis= date of confirmation of diagnostic criteria of OMS, and
the date of begin of symptoms should be recorded ).

» Prior treatment with steroides according to the protocol: dexaméthasone.

A\

Search for a neuroblastoma according to the recommandations of the protocole.

» Information and informed consent signed by the parents or legal guardians. 10



Study Design : inclusion

» Clinical : weight, height, head circonference, BP, HR

» Neurological examination (scoring).

» Opthalmological examination (risk of secondary cataract)
» Imaging: MRI of the brain

» 1stline to identify NB: X-ray lungs (AP, optional lateral), ultrasound (neck, abdomen, pelvis), MIBG scintigraphy

» 2nd line to identify NB: MRI paraspinal regions (neck, thorax/mediastinum, abdomen, pelvis) and adrenal regions

» Biological samples :

— blood: CBC, complete hemostasis, ESR, electrolytes, urea, uric acid, LDH, lactate,
creatinine, CRP, liver function tests, glucose (comparison with CSF), IgG/lgM and albumin.

— CSF: cells, proteins, glucose, lactate, IgG/lgM and albumin synthesis index, oligoclonal
bands, FACS analysis (recommended).
11



OMS/DES 2011 Fatient number FR (XXXX-X-X) |
OMS Scorlng First presentation - SCORING

QUWS/DES scoring prior to therapy:

Stance I_

0 = Standing and sitting balance normal for age ™ Scoring not done

1 = Mildly unstable standing for age, slightly wide-based T Scoring done, but not available
2 = Unable to stand without support but can sit without

51
3 = Unable to sit without using hands to prop or

other support Date of s'.-:m'ing:l

OMS score — ~

0 = Walking normmal for age

1 = Mildly wide-based gait for age but able to walk
ndoors and outdoors independeniy

2 = Walks only or predominantly with support from
PErson of equipment

="prior to therapy 3 Ul to ek cven with supprt o person

H . . Arm and hand function I_ In addition for children aged 18 months or less:
u at g I Ve n t I m e p O I ntS 0 = Mormal for age Able to hold head consistently erect when trunk vertical?
1 = Mild infrequent tremor or jerkiness without

(total : at least 19 times) s rremp s Ores ONon O Mo trbormatir

object, pencil use) persistently impaired for age
bt less precise manipulative tasks (e.g. playing
wiith larger toys feeding, dressing) normal or
almost normal

Able to reach and grasp object with each hand?

3 = Major difficulty with all age-appropiate ¢ Non i i
manipulative tasks ™ Yes (™ Mo information
Opsoclonus I_ Able to roll back to front and front to back?

0 = Mone . N . -
1= Rare or only when slicited by change in fixation CYes (' Non " No information
2 = Freguent, mterfering freguently with fixation Able to finger-feed-salf?

and' or tracking
2 = Persistent, interfering conti Iy with . )
fication and tracking e s (" Yes (" MNon " Mo information

Mood/ behaviour |_

0 = Momal

1= Mild increase in imitability but consolable and’
or mild sleep disturbance but easily settled

2 = Irmitability and sleep dishwbance, nterfering
substantially with child and familiy life

3 = Persistent severe distress




1st step (standard corticosteroid treatment):

I

I] U |] |] |] |] |] |] |] Dexamethasone 20 mg/m?2 **

for 3 consecutive days,
repeated every 4 weeks for 1 year (= 12 pulses)

If no sufficient response after 3 months of treatment

g (no improvement or
O | ¢ improvement, but still scoring 2 in one category, for definition see protocol):
AN
m . -
g Immunosuppression with
= cyclophosphamide***
2nd Step' ) [I [I [I [I [I [I 25 mg/kg or 750 mg/mz,
= 6 monthly doses
@ (and continue dexamethasone until month 12)
©
—
— ) .
If no sufficient response
immediately before the 4th cycle of cyclophosphamide,
escalate to Rituximab within 2 weeks of the 4th dose CP (3" step)
0 1 2 3 4 5 6 7 8 9 0 11 12 13 14 15 16 17 18 months

* Add dexamethasone cycle, if no sufficient response or worsening of symptoms
** Dexamethasone: parallel use of H2-blockers
*** Cyclophoshamide: hydration and cystitis-prophylaxis with Mesna/Uromitexan




1st step (standard corticosteroid treatment):

RN

2nd step:

3rd step:

U U U U U U U U U Dexamethasone 20 mg/m?2 **
for 3 consecutive days,
repeated every 4 weeks for 1 year (= 12 pulses)

If no sufficient response after 3 months of treatment

(no improvement or

v improvement, but still scoring 2 in one category, for definition see protocol):

Immunosuppression with

|] |] |] |] cyclophosphamide***
25 mg/kg or 750 mg/m?,
monthly doses to be discontinued after the 3rd dose
in case of therapy intensification to 3 step

if no sufficient response immediately before the 4th cycle of cyclophosphamide,
escalate to Rituximab within 2 weeks of the 4th dose CP

Rituximab
I] I] (after evaluation of CSF)
375 mg/m? x2 : 1 week apart
(discontinue cyclophosphamid after the 4th cycle,
continue dexamethasone to a total of 12 scheduled pulses)

3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 months

* Add dexamethasone cycle, if no sufficient response or worsening of symptoms
** Dexamethasone: parallel use of H2-blockers
*** Cyclophoshamide: hydration and cystitis-prophylaxis with Mesna/Uromitexan




Database : SIOPEN-R-NET

e CRFs for recording of

* Description at presentation
e Tumour description, summary of oncological treatment
* OMS treatment

* Neurological evaluation,neurological FU with cognitive and behavioural
evaluation

* Event, SAE

Welcome to OMS/DES 2011 e

Notes & Discrepancies Assigned to Me: 0

Subject Matrix
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ntact Foundation. OpenClinica is a trademark of OpenClinica, LLC. Version : 3.4 - Changeset:

c37af906f671 2014-10-07 15:00
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Inclusions

To date: 102 patients.

Enrolled closed since 2020

102

22
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institutCurie

OMS/DES Study
Recruitment on 3 July 2020

——Actual recruitement
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OMS/DES study : Patients update

101 patients

(F 63, M 38)
y
Clinical information —_—
/ Oncological treatment?
Age OMS/DES patients

e e

Chemotherapy No chemotherapy

Missing data
5/66

26/66 (39%) 35/66 (53%)

17



OMS/DES study : Patients update

101 patients
(F 63, M 38)

Dexame&hasone
bolus n = 101
(12 ongoing)

Rituximab yes Rituximab no

Rituximab no Rituximab yes
N=23 N=11

N=58 N=4

Rituximab total
27/101 (26%) e



SAEsS

e postoperative lymphatic pleural effusion
e Diarrhea (2day hospitalisation )

e Febrile neutropenia (2)

 Non neutropenic fever (4)

* (Catheter related septicemia

* Catheter related infection (Catheter infection with staphyloccocus aureus); Catheter
site cellulitis

e Septic choc
* Vomiting

e Tachycardia
* malaise

* No SUSARS

19



Data Management

= (Complete) Data registered for 67 patients / 102

= Sponsor CRA will contact national Pls with details of the site and patients.
1) Neurological FU data at 2 years not recorded (37 pt)

2) Neurological FU data at 5 years not recorded (54 pt)

= Newletter to all Pls to remind to record data and neurological FU visits at 5y

= Next Data export (November 2022)

L

-

institut



Protocol Amendement

= Actualization of Study Protocol and Informed Consent according to
GDPR

* |ntermediary Analysis : Proposition

d Neurological evaluation after 2 years of treatments
J Epidemiologic statistics

d Follow-up at 5 years for 33 patients

L

-

institut



3. Challenges in treatment of OMS and NB



Neuroblastoma

* Most frequent extracranial solid tumor in children

* Incidence 8-10/1 Mio/ year

e 8 — 10% of childhood cancers / 15% of cancer related
deaths

Cervical
vertebra

Sympathetic
ganglion

* Derived from embryonal cells of the neural crest ->
sympathetic nervous system

Sympathetic
ru

 Tumor Localisation : in paraspinal sympathetic
ganglia or adrenal gland

* Age peak : 18 — 24 months 2



Clinical presentation

* Local or locoregional disease extension
* Metastasis : bone marrow, bone, liver, skin > lung, CNS

e Rare clinical associations

* Opsoclonus myoclonus syndrome
 Diarrhea (VIP)

* Diagnosis
* Tumor biopsy (Pathology, molecular biology)
* 1231-MIBG (Metaiodobenzylguanidine)
* Urinary Catecholamines

24



IDRF - Image Defined Risk Factors

Anatomic Region

Description

Multiple body
compartments
Neck

Cervicothoracic junction

Thorax

Thoracoabdominal junction
Abdomen and pelvis

Intraspinal tumor
extension

Infiltration of adjacent
organs and structures

Ipsilateral tumor extension within two body compartments (ie, neck and
chest, chest and abdomen, or abdomen and pelvis)

Tumor encasing carotid artery, vertebral artery, and/or internal jugular vein

Tumor extending to skull base

Tumor compressing trachea

Tumor encasing brachial plexus roots

Tumor encasing subclavian vessels, vertebral artery, and/or carotid artery

Tumor compressing trachea

Tumor encasing aorta and/or major branches

Tumor compressing trachea and/or principal bronchi

Lower mediastinal tumor infiltrating costovertebral junction between T9
and T12 vertebral levels

Tumor encasing aorta and/or vena cava

Tumor infiltrating porta hepatis and/or hepatoduodenal ligament

Tumor encasing branches of superior mesenteric artery at mesenteric root

Tumor encasing origin of celiac axis and/or origin of superior mesenteric artery

Tumor invading one or both renal pedicles

Tumor encasing aorta and/or vena cava

Tumor encasing iliac vessels

Pelvic tumor crossing sciatic notch

Intraspinal tumor extension (whatever the location) provided that more than
one-third of spinal canal in axial plane is invaded, the perimedullary
leptomeningeal spaces are not visible, or the spinal cord signal intensity is
abnormal

Pericardium, diaphragm, kidney, liver, duodenopancreatic block, and
mesentery

Brisse et al, 2011



Neuroblastoma Staging system : INSS -> INRG SS

International Neuroblastoma Staging
@ System (INSS)

Tt

)

Description

Localized tumor not involving vital structures, as defined by the list of IDRFs, and
confined to one body compartment

Local-regional tumor with presence of one or more IDRFs

Distant metastatic disease (except stage MS tumor)

Metastatic disease in children younger than 18 months, with metastases confined to skin,
liver, and/or bone marrow

Tumor Stage
L1
Tumor Stage Description L2
1 Localized tumor with complete gross excision, with or without microscopic residual disease; M
representative ipsilateral lymph nodes negative for tumor microscopically, Nodes attached to MS
and removed with the primary tumor may be positive.
2A Localized tumor with incomplete gross excision, representative ipsilateral nonadherent lymph
nodes negative for tumor microscopically
28 Localized tumor with or without complete gross excision, with ipsilateral nonadherent lymph
nodes positive for tumor; enlarged contralateral lymph nodes negative microscopically
3 Unresectable unilateral tumor infiltrating across the midline (beyond the opposite side of the

vertebral column) with or without regional lymph node involvement, or midline tumor with
bilateral extension via infiltration (unresectable) or lymph node involvement

4 Any primary tumor with dissemination to distant lymph nodes, bone, bone marrow, liver, skin,
and/or other organs (except as defined for stage 4S disease)
4S Localized primary tumor (as defined for stage 1, 2A, or 2B disease) with dissemination limited

1o skin, liver, and/or bone marrow (limited to infants younger than 1 year, marrow involvement
of less 10% of total nucleated cells, and MIBG scan findings negative in the marrow)

Brodeur et al, 1993

Monclair et al, 2009

Cohn et al, 2009 -



few recurrent mutations

Neuroblastoma : genetic alterations - ALK (5-10%

- RAS/MAPK pathway

« 4. . . - Chromatin remodelling
Distinct genomic copy number profiles

TERT rearrangements /ALT
Numerical chromosome alterations vs
Segmental chromosome alterations MYCN (Amplification in 20 —25%)

Segmentation for Nbl124A04_401788_635g vs. NbI124A04_401788_S32g (Nbi124A04_401783_400000bp)

0
28 '
0 a
i . oo Mms.* i ¢
E‘MW .’w . .’l“} i Neuroblastoma
. W |
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o N 2 3 4 7 m‘:mmu:”w 0 " 12 " PR YR PR RPN (P PP P P P x ¥ /J t 25@ OF “t
o Segmentation for NbI232A03_C2_420318_080312_635g vs. NbI232A03_C2_420318_080312_532g (NbI232A03_C2_420318_080312_400000bp) m‘m l
2 1
. : - : ,33‘@ RAS/pS3 pathwey NO YES/NO
%:Z.inww‘ : e L T alterations
o g t " . ’ ‘ ‘
‘: Tormor progression, Tumore progresson, Tomor
st . Clinical course PO AL O PETTESINE O e Larvor alie omcome
- oo ; S
=z m Risk group Very high risk  High risk Low risk
T e
=
A &0 - MYCN/TERT/ATRX akerations Lack of MYCN/TERT/ATRX aterations
@
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'-E oy Genetics Segrental (Fromonomal alter atoms Norrercal (NOmonomal alteratscm
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r T T — T r T T = Phenotype Age 2 18 moeeis, Age < 18 mooths,
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Janoueix-Lerosey et al,2009
Schleiermacher et al, 2010 Ackermann etzgl, 2018



INRG pretreatment classification schema

Progressively
replaced by

{ genomic profile )
A
INRG Age Histologic Grade of Tumor 11q Pretreatment
Stage (months] Category Differentiation MYCN ( Aberration Ploidy Risk Group
L1/2 GM maturing; A Very low
GME intermixed
L1 Any, except M B Very low
GM maturing or )
GME intermixed Amp K High
L2 Any, except Ma D Low
< 18 &M maturing or NA -
GNE intermixed Yes G Intermediate
Mo E Low
Differentiating MNA V.
=18 GNEB nodular; =s .
= = H Intermediate
neuroblasmmﬂ| Poarly differentiated M
or undifferantiated
Amp M High
M <18 M A Hyperdiploid F Low
<12 M Diploid | Intermediate
12 to < 18 M A Diploid J Intermediate
<18 Amp & High
=18 P High
MS Mo C Very low
MNA i
<18 Yeas  High
Amp R High

INRG database, >18 000 NB patients

Intermediate

High

0 T T T T T T T T

Years since enrolment

Cohn S et al, JCO 2009
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In NB, the genomic copy number profile is of prognostic significance

1. Can we use the genomic copy number profile for prognsotic information in patients
with NB and OMS?

Journal of Pediatric Hematology/Oncology. 40(2):93 g Share =1 Prin
-98, MAR 2018

DOI: 10.1097 f MPH.0000000000000976, , PMID:

29135842

Issn Print: 1077-47114

Publication Date: 2018/03/01

Genomic Profiles of Neuroblastoma
Associated With Opsoclonus Myoclonus
Svndrome

Barbara Hero; Nathalie Clement; Ingrid @ra; Gaelle Pierron; Eve Lapouble; Jessica Theissen;
Claudia Pasqualini; Dominigue Valteau-Couanet; Dominigue Plantaz; Jean Michon; Olivier
Delattre; Marc Tardieu; Gudrun Schleiermacher

30



aCGH/SNP analysis of 44 NB with OMS

| 16/44 : NCA | 23/44 : SCA
umm A Y —*m“m”mﬂ“ gmw“ mr— —‘um-ﬁ'MaM*

1 atypical (12g amplicon)

= Rate of « unfavorable » genomic profile SCA in localised NB : 25-30%

= The observation of an excellent oncological outcome, even for those with an unfavorable
genomic profile of neuroblastoma, supports the hypothesis that an immune response
might be involved in tumor control in these patients with OMS.



Molecular characterisation of NB

NATURE COMMUNICATIONS | https://doi.org/10.1038/541467-020-18987-4 ARTICLE
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ions in NB

Use of cf DNA for study of genetic alterat

cfDNA quantity

Blood
sample

*k

Fhk

*HHK

EE

Fk

Fdh I

10000~

0
100-

(ewseld jo qwyBu) fnuenb yNalo

0.3 -2 ml blood

EDTA

Plasma collected

at diagnosis

© Diagnosis & Relapse

institutCurie

M Chicard, G Schleiermacher, | Curie



Modeling clonal evolution

Diagnosis

W

GENEONTOLOGY

Unifying Biology

Pathway analysis of genes

impacted by ctDNA alterations:

-Cell interaction
-Extracellular matrix
-Cell-Cell Communication

60 -

Mutated Allele Frequency
w B il
o ) o

N
=}
L

[
[=]
|

=]

DO

Primary Tumor

Diagnosis

\‘)\
(0] 27

D233 D245
Localized +

Metastasis
Relapse Bone Marrow

233} I"mh;"45 i"

245 254

D265

SD Primary
Tumor +SD
Metastasis

265 5

D314

PR Primary
Tumor + PR
Metastasis

314 5%

CtDNA content by ichorCNA

D912

SDPrimary
Tumor + PD
Metastasis _ Dead

912

EN

414 671 833

m Shared

I  Founding Clone

m Relapse 2

Clone

m Relapse 1

Clone

Relapse 1
= Subclone




2. What about surgery?

S.H.

5 years old

Ataxia, speech regression
Paravertebral tumor, MIBG+

Surgery : retroperitoneoscopy

Macroscopically complete resection, ganglioneuroblastoma, MYCN NA
Oncology : no further treatment

Neurology : dexamethasone bolus (x 12 months)

Importance of mulitdisciplinary discussions
To determine optimal timing of
-(dexamethasone) bolus versus

-surgical intervention (respecting a delay)
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HR-NBL2 Protocol

High risk Neuroblastoma

Stage M/Ms disease over the age of 12 months, any MYCN status

L2, M or Ms neuroblastoma with MYCN amplification, any age

INDUCTION

/

GPOH
regimen

\
—

CONSOLIDATION

—>
\
||

1
1
1

\

~

HD
Thiotepa
J‘
T

_/

[ VERITAS J

RADIOTHERAPY

Mo
residual e RTx 21.6 Gy
disease

Residual L
di
isease f RTx 21.6 Gy

\

MAINTENANCE

—

Dinutuximab beta
+ RA

~

& /

Pl : Dr Dominique Valteau-Couanet
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3. Compatibility of « Immunotherapy » and OMS? iy

N e B gy g e T N

[l s T Wt ane R e L Tr e T N o s W e N e v g o JF = o L WS ¢

—_— T 20 S

L R s T T N e it R W Wl e

ral T,

Drirmwstoasxwime = b beta
—+ R

P

R 20 S S
R ™

- ~— GM-CSF —=— 6% 93
Macrophage Granulocyte (8 '. C

Neuroblastoma

Maintenance :

immunotherapy » using anti GD2 therapy
+/-1L2 : immunostimulation in the context of OMS?

Q= Anti-GD2Ab K /
0 GD2
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Re-OMNeH study

Study title: Opsoclonus myoclonus syndrome and high-risk neuroblastoma: An international retrospective
observational study

Objectives

1. Describe the characteristics of OMS: severity, treatment, evolution and long-term neurological
outcome (if available) for patients with OMS and high-risk neuroblastoma.

2. Describe the oncological characteristics for these patients: stage at diagnosis, tumour biomarkers,
clinical evolution, treatments received and long-term oncological outcome

3. Describe the frequency of OMS for children with HR-NBL

Ongoing study .
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Retrospective study:

Inclusion criteria

1. OMS and HR-NBL at diagnosis. Definition of high risk as described in the SIOPEN HR-
NBL1 study (INSS stage 2, 3, 4, 4S with MYCN amplification or INSS stage 4 without
MYCN amplification aged at least 12 months at diagnosis)

2. Age at diagnosis under 21 years

3. Patients diagnosed during the period over which the HR-NBL1 SIOPEN trial was open,
variable according to the country (from about 2001 to 31/12/2020)

4. Consent to secondary data use / No opposition from families
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DATA COLLECTION AND DATA ANALYSIS

Data collection

The database of the study is hosted in the REDCap server of the Institut Curie IT infrastructure. This server can
be only accessed via Curie external information system after data rights acquisition.

Authentication to REDCap and the management of access rights is administered by an administrator of the
Data Department (Clinical Research Manager) and the principal investigators of the study.

Data analysis

No formal statistical testing is planned, and all data analyses will be descriptive and explorative.

Hypothesis formulated post hoc will be investigated by descriptive statistics. In particular, descriptive tables
relating neurological and genetic features with basic clinical annotations (stage, age, primary tumor site,
clinical response and survival status) will be produced. Life tables, Kaplan-Meier survival curves, log-rank tests,

and Cox regression will be used to explore the relationship of neurological and other variables to clinical
outcome.
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ONGOING

Approval from Institutional Review Board from Institut Curie

REDCAP data base established

Establishement of contracts
Data collection to be started
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What i1s next?

1 month: To be discussed with
Neurological ped oncologists and
evaluation neurologists

Diagnosis of OMS
l If response

Continue

IVIG + sterois

IVIG
+

Steroids Rituximab

If no response
Less than CR
(score OMS >0)

Cyclophosphamide

D

Discussion at ANR 2018 (pediatric oncologists from COG, SIOPEN) institutCurie
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# Generalinformation Abstract submission

Advances in

Neuroblastoma

Research meeting

15,18 May 2023

Beurs van Berlage, Amsterdam, the Netherlands

Advances in Neuroblastoma Researh

. +31(0)73 6901415  Congress secretariat

Registration  Sponsorship & Exhibition  Villa Joep
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CAPTCHA

D I'm not a robot e

reCAPTCHA
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Rogier Versteeg,
Frank Speleman
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Gudrun Schleiermacher,
President
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Pediatric neuroloqgy

Mike Pike

Marc Tardieu
Andrea Klein
Elisa de Grandis
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Beth Lang
Franz Blaes
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