In paroxysmal nocturnal hemoglobinuria (PNH), PIG-A gene mutations result in deficiency of the complement-
regulatory proteins CD55 and CD59, leading to complement-mediated hemolysis of red blood cells (RBCs)'

C5
convertase

Inflammation
and thrombosis

Precision
Medicine

L

C3b opsonization
of PNH RBCs

Classical Lectin Alternative
Pathway Pathway Pathway Complement. 3 (03) is spontaneous!y
hydrolyzed via a “tick-over” mechanism
C3 forming C3 convertase
v tick-over
C3
P Factor D (fD) regulates the cleavage of
Qrggllflcatlon factor B to factor Bb
e Factor B (fB) cleaves to factor Bb, which
5 @ @ regulates the conversion of C3 to C3
£ convertase convertase
&
o
convertase generates C3a an
c3 C3aand
8 C3b proteins
© C3a
= C3b Phagocytes recognize
= fragments opsonized RBCs
(=)
g e,

%—»'P'

Complement 5 (C5) cleavage leads to the
formation of MAC

Membrane attack complex (MAC)
formation results in complement-
mediated hemolysis through membrane
permeabilization mediated cell lysis

C5b-9 MAC

formation
o B )



High-sensitivity flow cytometry is the gold standard for diagnosing and monitoring PNH®'2™3

* Regular monitoring of PNH clone size by high-sensitivity flow cytometry can help identify changes in clone size
that may reflect changes in clinical status®'2'

PNH symptoms are driven by complement-mediated hemolysis*'

+ Proximal complement drives and , while terminal complement drives |VH™1

+ Many untreated patients with PNH are anemic and dependent on RBC transfusions, and their most commonly
reported symptom is fatigue's"’

Routine monitoring is essential to evaluate the course of the disease and potential progression'

+ PNH clone size may be analyzed every 3-6 months, based on patients’ clinical profiles, for the first 2 years, and
then once a year thereafter if the disease is being treated and is stable™™

+ Consider monitoring select laboratory parameters every 3 months to measure therapy response'*?

- LDH levels >1.5 x ULN in patients experiencing IVH indicate an elevated risk of thrombosis, making
monitoring vital for effective management'®

+ Any change in clinical or hematologic parameters may require more frequent monitoring'2?'

LDH, lactate dehydrogenase; ULN, upper limit of normal.

REFERENCES

1. Bektas M et al. J Manag Care Spec Pharm. 2020;26(suppl12b):S3-S8. doi:10.18553/jmcp.2020.26.12-b.s 2. Brodsky RA. Blood. 2014;124(18):2804-2811. doi:10.1182
/blood2014-02-522128 3. DeZern AE, Brodsky RA. Hematol Oncol Clin North Am. 2015;29(3):479-494. doi:10.1016/j.hoc.2015.01.005 4. Kelly RJ et al. touchREV Oncol
Haematol. 2021;17(2):84-89. doi:10.17925/0HR.2021.17.2.84 5. Risitano AM et al. Immunol Rev. 2023;313:262-278. doi:10.1111/imr.13137 6. Shah N, Bhatt H. Paroxysmal
nocturnal hemoglobinuria. In: StatPearls. StatPearls Publishing; 2023. Accessed July 31, 2023. https://www.ncbi.nlm.nih.gov/books/NBK562292/ 7. Moore CA, Krishnan K.
Aplastic anemia. In: StatPearls. StatPearls Publishing; 2023. Accessed July 17, 2023. https://www.ncbi.nlm.nih.gov/books/NBK534212/ 8. Dotson JL, Lebowicz Y.
Myelodysplastic syndrome. In: StatPearls. StatPearls Publishing; 2023. Accessed July 18, 2023. https://www.ncbi.nlm.nih.gov/books/NBK534126/ 9. Parker CJ.
Hematology Am Soc Hematol Educ Program. 2016;2016(1): 208-216. doi:10.1182/asheducation-2016.1.208 10. Parker C et al. Blood. 2005;106(12):3699-3709. doi:10.1182
/blood-2005-04-1717 11. Bonadies N et al. J Clin Med. 2021;10(5):1026. doi:10.3390/jcm10051026 12. Borowitz MJ et al. Cytometry B Clin Cytom. 2010;78(4):211-230.
doi:10.1002/cyto.b.20525 13. lllingworth A et al. Cytometry B Clin Cytom. 2018;94(1):49-66. doi:10.1002/cyto0.b.21609 14. Dingli D et al. Ann Hematol. 2022;101(2):251-
263. doi:10.1007/s00277-021-04715-5 15. Notaro R, Luzzatto L. N Engl J Med. 2022;387:160-166. doi:10.1056/NEJMra2201664 16. Versmold K et al. Eur J Haematol.
2023;111:84-95. doi:10.1111/ejh.13970 17. Schrezenmeier H et al. Ann Hematol. 2020;99(7):1505-1514. doi: 10.1007/s00277-020-04052-z 18. Brodsky RA et al. Br J
Haematol. 2022;196:288-303.d0i:10.1111/bjh.17860 19. Cangado RD et al. Hematol Transfus Cell Ther. 2021;43(3):341-348. doi:10.1016/j.htct.2020.06.006

20. Kulasekararaj AG et al. Blood Rev. 2023;59:101041. doi:10.1016/j.blre.2023.101041 21. Killick SB et al. Br J Haematol. 2016;172(2):187-207. doi:10.1111/bjh.13853

VISIT OUR WEBSITE!
: : [=] [w=] Visit our website and you
. Qr:rz%u '::g:gssggd? ﬁ ; will find a digital copy of this
I Precisi%n Medicine? : brochure, additional Precision
: Eﬁ Medicine resources, and more.

), NOVARTIS

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936-1080 © 2024 Novartis 6/24 FA-11206848



