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Response category Red blood cell transfusions Haemoglobin level Residual haemolysis and breakthrough episodes Hemoglobin

Introduction
Complete response None =130 g/l (males) or LDH <1.5 x ULN and ARC <150 000/ul,§

>120 g/l (females) no breakthrough episodes ,
- - ) Raviilizumab Cholangitis post

Iptacopan, a first-in-class oral factor B inhibitor, has shown significant Major response None =130 g/l (males) or LDH >1.5 x ULN and/or ARC >150 000/ul,§ \ Chlechstoatomy

=120 g/l (females) only subclinical breakthrough episodes Iptacopan

|nh|b|t|0n Of COmplement'med|atEd Intra- and EXtravaSCUIar hemo'VSIS In Good response None =10 and <130 g/l (males) or Any LDH and ARC value, only subclinical
pa roxysmal noctu rnal hemoglobinuria (PN H) |eading to approval in >10 and <120 g/l (females) breakthrough episodes (rule out bone

Partial response None or occasional >8 and <100 g/l marrow failure)¥

treatment-nalve and C5-complement- inhibitor pre-treated patients. There is (<2 every 6 months)
few data reported on iptacopan’s activity in high risk thrombophilic Minor response# None or occasional <80 g/l

(<2 every 6 months)

conditions. The present case refers a high risk thrombophilic PNH patient due Regular <100 g/l

to concomitant factor V Leiden mutation and non severe aplastic anemia (3-6 every 6 months) : _
Reduction by =50% <100 g/l Fig. 4 + 5: Hemoglobin- and LDH-values
(nSAA) . No response# Regular <100 g/l Cholangitis post in the course of treatment.
LDH

Cholecystectomy
(>6 every 6 months)

ARC, absolute reticulocyte count; LDH, lactate dehydrogenase; ULN, upper limit of the normal. Ravulizumab Iptacopan

CP LP AP
i Kohlenhydrat-  konstitutiv aktiv Table 1: Hematological response to complement inhibitors in PNH was defined according to Risitano criterial.

komplexe motive (niedriges Level)
¢ %, Tick-over

§ p ;I Opsonierung
Ohne Ausloser inaktiv @ex]{sP0)] /"‘—‘\‘\Qja Pacopan (Markierung flr Q . 1
by * Results: Disease Course on Iptacopan

Fig. 1: G55 = Kowerioss L C3bE T Extravasale ~ Shortly after switch to iptacopan, her Hb and LDH values normalized.
¢ AP = alternativer Signaiweg ‘\ O H-a-molyse (EVH) /Q

HIREl T E | (paicancny v in Leber und Milz Unfortunately, 10 days after switch a cholecystitis required laparoscopic

g . MAC = Membranangriffskomplex
Of actlon Of {i3) = Faktor B (bestehend aus

iptacopan?>S. g 8o ond O Ay cholecystectomy and was subsequently complicated by a cholangitis (Fig. 2 +
; — ZoRlvee A‘Cﬁb 3) with severe abdominal pain and jaundice (bilirubin: 10 mg/dl). Re-
/ = Gidung - hospitalization for i.v. antibiotics and interventional ERCP due to multiple

- THID — des MAC concrements and sludge was necessary. Following papillotomy and stent PNH Clones FACIT Fatigue Score
Hamolyse (IVH) «

In den BlutgeRiBen implantation the patient’s symptoms improved significantly. - -
Throughout the entire inflammation period iptacopan was administered
regularly together with low molecular weight heparin. Remarkably, no BTH or
Patient and methods thrombotic events occured, stable Hb values and hemolysis could be
maintained. |
52-year-old female
Relevant comorbidities: Fig.3 o o e s i o s s e e

=] Klinische Chemie

- Factor V Leiden mutation, deep vein thrombosis of V. fibularis dex., o 2= o B o ol 536- 14 20.01.2025 25.04.2025 18.07.2025

mmol/l
-] @ Calcium 2.36 mmol/| 2.15-25

2016 + 2018 =» therapeutic anticoagulation with apixaban Do = L e w md e W granulocytes 92,02% 95,65% 95,65%

ml/min

arterial hypertension - bl TR T monocytes 95,11% 94,65% 93,78%
- © Bilirubin ges, . 71 10.4 6. . mg -0.
YP Do sinbndns = oz id -0 m erythrocytes 68,93% 71,79% 92,03% initial value May 25 Sep 25

3.0 43 maj/dl 2.6-6.0

Ly
e
o

percentage of pnh clones

Fig. 2: CT scan revealing cholangitis with expanded Dk e o fia] R Fig. 6 + 7: PNH clone sizes and FACIT Fatigue Score® pre- and post-treatment-switch to iptacopan. The FACIT Fatigue scores

Uyl <35

08/2017 nSAA: CSA + e|tr0mb0pag (EMAA trial) - CR DHC (11 mm) and fat tissue imbibition after Dle skcrrespramezre T S SS range from 0-52. A score < 30 indicates severe fatigue. The higher the value the better the quality of life.

[J © Lipase37°C 33 23 ufl 13-60

08/2020 || PNH with hemolytic anemia, DNMT3A mut. > start C5- cholecystectomy. Fig. 3: Laboratory values during = = -
cholangitis after cholecystectomy. 5 Kohlenhydratstoffw.

complement-inhibition with ravulizumab 09/20 9 T STRRT

11/2021 || detection of GPI deficiency in 85,1% of granulocytes, 86,3% of e — i Conclusion

monocytes + 60% of erythrocytes > switch to crovalimab | v e . ,
(C5-complement-inhibitor, COMMODORE trial) = SAE 12/21: S - , — *  mem The present case demonstrates sufficient control of hemolysis and
especially dermal vasculi’éis of right lower leg, mvyalgia, rash > T _ o coagulation by iptacopan monotherapy in this very high risk thrombophilic

. . . da__iise constellation. Was the quick positive clinical outcome of the cholecystitis and
corticosteroid pulse therapy

02/2022 || study termination e cholangitis determined by the recent treatment switch to iptacopan

03/2022 || incomplete central occlusion of A. ophthalmica dextra R o R i o especially rapidly leading to normalized Hb-values and fatigue condition?
' B, - Given that iptacopan is recently availible in our daily practice, further real-

05/2022 || switch back to ravulizumab = (extravasal hemolysis, . . . .
anemia (Hb: 8-10 g/dl), occasional transfusions, breakthrough world data will provide broader expertise in this context.

hemolysis episodes (BTH), reticulocytosis, fatigue (FACIT-Fatigue o
Score®: 29 points, Fig. 7) R . References
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