C.-%Y¢ Regression of porto-pulmonary hypertension in an iMCD patient under siltuximab

DE COIMBRA

Marta-Isabel Pereira and Marilia Gomes  Clinical Hematology Department, Coimbra University Hospitals (cHuc), Coimbra, Portugal mipereira@fmed.uc.pt or marta.dot.isabel@gmail.com

INTRODUCTION Progressive... 2019 ° > 44 years old
Disease progression
p : Nov
ulmonary hypertension | I . o
L . : . : )~ Clinical signs o erinflammation ' ' N __ torsosoioed . 4 o
* Uncommon complication of idiopathic multicentric Castleman’s Disease (iMcD) . sNs 9T hyp . . Bone marrow trephine biopsy o s s pon 7 . 2
Biochemical signs of hyperinflammation * Hypercellular marrow 9 00 Do g <\m MIP Mo cut 4\
* Reported to respond to tocilizumab in the Japanese cohort 1] * Myeloid + megakaryocytic hyperplasia | \ P § <1 ok
Portal hypertension * Mild lymphoplasmocytosis : \ ‘ '
. _ _ * No fibrosis 3 ; |
* Due to nodular regenerative hyperplasia of the liver (NRH) Clinical signs of liver failure y s . 3
* Rarer complication of iMCD d i
* Noncirrhotic portal hypertension
» Data are lacking regarding response to IL-6/IL-6R antagonism « Splenomegaly (=20 cm) D
. Spontaneous rupture Fo SONE &5 a0 -
* Esophageal varices o " with ubber Gl bleed | ? P -,‘?. ) Gl B2
» Hypertensive gastropathy PP LR 20157, oo 2019 | 2021
CASE PRESENTATION ver biopsy -
. . . . ' Siltuximab C1D1
* Sinusoidal distension 2020 .
1956 ! _ Benjamin Castleman * Areas of nodular regeneration Jan
Describes “Castleman’s disease” * No perisinusoidal or portal fibrosis ; Y
* Nodular regenerative hyperplasia Due to TIL-6 ¢ 5
1975 . O patient Clinical signs of heart failure (NYHA Stage D, Class Ill) -
Bornin 1975 ‘
* Pulmonary hypertension (Us + catheterization) ;
* Severe enlargement of pulmonary trunk :
- * Severe enlargement of right ventricle : Albumin
2005 o > Tocilizumab approval (Japan) , _ C 3
* Moderate to severe tricuspid regurgitation :
* PASPe = 73-78 mmHg . : CRP
Porto- pu lmona ry h YpPE rtension SEFEFESE S LEFE S PSP SFS
 Mild congenital factor V deficiency b e e
2007 ° > 32 years old
* No other relevant clinical history 2010 o > 35 years old 2a0id biochemical and clinical CR
e Rapid biochemical and clinica
* Progressive regression of porto-pulmonary hypertension
. iacti i : : , * Progressive regression of heart failure
Medlastm.al lymphadenopathic mass Corticotherapy (PDN, 1 mg/kg/day) P > Disease progression & & : L.
e Supraclavicular lymphadenopathies * Gradual decrease in heart medication needs
* No autoinflammatory symptoms
CHOP x6 2023 o - 48 years old
Surgical excision (November)
Pathology in the CD spectrum « Complete clinical and lab response * Downstaged to NYHA Stage C, Class |
+ Imaging VGPR * Returned to work full-time
— * Persistent heart failure NYHA Stage D, Class Il * Went on a 25-mile hike
Watchful waiting * Persistent porto-pulmonary hypertension
2014 o > Siltuximab RCT 2! FDA approval (April) EMA approval (May) DeC ° >  Asymptomatic
2009 ‘ > 34 years old Under ongoing treatment
Progressive supradiaphragmatic lymphadenopath . .
& P Phrdas ymp pathy 2 017 . _Consensus diagnostic criteria 3] National approval (December)
Clinical and pathological characteristics 4 PP SCEmBEr RE F E RE N CES ACKN OWLE DG E M E NTS
Surgical excision (May)
Pathology in the CD spectrum ; Ta”iirfhif Z"'“ Fie;”atf’llzz(?l()f
. van Rhee, Lancet Onco . o
2018 . - Consensus treatment guidelines ©°! 3. Fajgenbaum, Blood 2017 Dr. Maria Augusta Cipriano (pathology Department, CHUC)
ﬁ M @ @ HHV-8 latent nuclear antigen: negative 4.Yu, Blood 2017 Dr. Graga Castro (Pulmonary Hypertension Sector, Cardiology Department, CHUC)
HIV 1/22 negative 5. van Rhee, Blood 2018 Dr. Nuno Silva (Hepatology Sector, Internal Medicine Department, CHUC)
6. Pinto, Acta Oncol 2018
7. Kobrin, Acta Oncol 2019




	Slide 1

