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BMP9 phenotypically alters the pulmonary
microvascular endothelium in Pulmonary Arte-
rial Hypertension

Robert Szulcek’, Nina Rol?, Gonzalo Sanchez-Duffhues?,
Xiaoke Pan?, Chris Dickhoff?, Wim Timens3?, Harm-Jan
Bogaard?, Marie-José Goumans!

Leiden University Medical Center, Leiden, Netherlands, *VU

Universtiy Medical Center, Amsterdam, Netherlands, 3University
Medical Center Groningen, Groningen, Netherlands

e BMP9 was tested to reinstate Bone Morphogenic
Protein (BMP) signaling in pulmonary endothelial
cells from Pulmonary Arterial Hypertension (PAH)
patients.

e BMP9 restored BMP receptor levels in the micro-
vascular endothelium (MVEC) of PAH patients,
but also activated TGFp signaling.

e Repetitive BMP9 treatment induced phenotypic
changes in PAH MVEC, including loss of junctional
VE-cadherin and consequently decreased barrier
integrity.
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Nanoparticle-Encapsulated Nucleoside-Mod-
ified VEGFC mRNA (VEGFC mRNA-LNP)
Induces Organ Specific Lymphatic Growth
and Reverses Lymphedema

Daéniel Imre Széke'?, Andrea Styevkoné Dinnyés'?, Laszlo
Balint*?, Gabor Kovacs'?, Kitti Ajtay*?, Barbara L. Mui*,

Ying K. Tam*, Thomas D. Madden?*, Katalin Kariké®, Babak

J. Mehrara®, Sagraria Ortega’, Michael J. Hope®*, Drew
Weissman?, Norbert Pardi?, Zoltan Jakus*?

Department of Physiology, Semmelweis University School of
Medicine, Budapest, Hungary, *MTA-SE ,Lendilet” Lymphatic
Physiology Research Group, Budapest, Hungary, 3University
of Pennsylvania, Perelman School of Medicine, Philadelphia,
USA, “Acuitas Therapeutics, Vancouver, Canada, °Biontech,
Mainz, Germany, °Department of Surgery, Division of Plastic and
Reconstructive Surgery, Memorial Sloan Kettering Cancer Center,
New York, USA, “Transgenic Mice Core Unit, Spanish National
Cancer Research Center, Madrid, Spain

¢ We have developed a novel nanoparticle-encap-
sulated nucleoside-modified codon-optimized
VEGFC mRNA system, which is a novel application
of the mRNA-LNP platform

e VEGFC mRNA-LNP complex administration
induces organ specific lymphatic growth and
active lymphatic function in the newly formed
lymphatic vessels

e VEGFC mRNA-LNP treatment reverses experi-
mental lymphedema
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Clever-1 controls site-specific homing of lym-
phocytes to the spleen

Sina Tadayon!, Johannes Dunkel?, Olga Halle?, Marika
Karikoski', Heidi Gerke?, Pia Rantakari!, Reetta Virtakoivu?,
Oliver Pabst?, Marko Salmi?, Maija Hollmén?, Sirpa
Jalkanen?!

Turku University, Turku, Finland, “ZInstitute of Immunology,
Hannover, Germany, 3Institute of Molecular Medicine, Aachen,
Germany

e Red pulp is the major site of lymphocyte entry
into the spleen

e (Clever-1is expressed exclusively on vessels in the
splenic red pulp

e (Clever-1 controls lymphocyte entry into the
spleen
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Tetraspanini8 is a novel regulator of develop-
mental and pathological angiogenesis.

Ikue Tai-Nagara®, Yoshiaki Kubota®

1Department of Anatomy, School of Medicine, Keio University,
Shinjuku-ku, Japan

e Retinal vascular development, including radial
growth and vertical sprouting, is suppressed in
endothelial cell-specific Tspan18 KO mice.

e Tspanl8 knockout mice show no hemorrhage in
transplanted tumor and decreased neovascular
tuft area in ROP model.

e Tspanl8 directly binds to a fragment of VEGFR2
protein and may regulate VEGFR2 signaling.
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A new type of lymphatic endothelial cells in
the medulla of lymph nodes

Akira Takeda?, Imtiaz Iftakhar-E-Khuda?, Masayuki
Miyasaka?, Sirpa Jalkanen?

1University of Turku, Turku, Finland, ?Interdisciplinary Program for
Biomedlical Sciences, Institute of Academic Initiatives, Suita, Japan

e Microarray analysis of lymph node subcapsular
and medullary sinus-lining lymphatic endothelial
cells

e The microarray analysis revealed that CCL19 is
highly expressed in medullary sinus of lymph
nodes compared to subcapsular sinus

¢ |dentification and visualisation of CCL19+ lym-
phatic endothelial cells using CCL19-reporter
mice

-151 -



