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FOR UNDIAGNOSED PATIENTS,

YOUR DIAGNOSIS OF PNH
CAN MAKE A DIFFERENCE

Patients may wait years for a PNH diagnosis,

BUT A SINGLE TEST CAN PUT THEM ON THE PATH TO TREATMENT."?

In this diagnostic guide:

. Confirming diagnosis
Understanding PNH @ with flow cytometry
@ Diagnostic delays Sample patient cases
INDICATION

FABHALTA is indicated for the treatment of adults with paroxysmal nocturnal hemoglobinuria (PNH).
IMPORTANT SAFETY INFORMATION

WARNING: SERIOUS INFECTIONS CAUSED BY ENCAPSULATED BACTERIA

FABHALTA, a complement inhibitor, increases the risk of serious infections, especially those caused by

encapsulated bacteria, such as Streptococcus pneumoniae, Neisseria meningitidis, and Haemophilus

influenzae type b. Life-threatening and fatal infections with encapsulated bacteria have occurred in patients

treated with complement inhibitors. These infections may become rapidly life-threatening or fatal if not

recognized and treated early.

« Complete or update vaccinations for encapsulated bacteria at least 2 weeks prior to the first dose
of FABHALTA, unless the risks of delaying therapy with FABHALTA outweigh the risk of developing a
serious infection. Comply with the most current Advisory Committee on Immunization Practices ?ACIP)
recommendations for vaccinations against encapsulated bacteria in patients receiving a complement
inhibitor.

- Patients receiving FABHALTA are at increased risk for invasive disease caused by encapsulated bacteria,
even if they develop antibodies following vaccination. Monitor patients for early signs and symptoms of
serious infections and evaluate immediately if infection is suspected.

Because of the risk of serious infections caused by encapsulated bacteria, FABHALTA is available only through
arestricted program under a Risk Evaluation and Mitigation Strategy (REMS) called the FABHALTA REMS.

Please see additional Important Safety Information throughout and on pages 6 and 7, and accompanying full
Prescribing Information, including Boxed WARNING and Medication Guide.



Could patients in your care have undiagnosed PNH?

Paroxysmal nocturnal hemoglobinuria (PNH) is a rare, acquired clonal
disorder characterized by hemolysis, thrombosis, and bone marrow

failure (BMF)>3
PNH can affect both males and
females equally, with a median age
of 36 years at disease onset3#

(% The estimated global
prevalence of PNH is 10
10'20 to 20 cases per million®

PER MILLION
Those living with PNH can struggle with the effects of uncontrolled
or poorly controlled hemolysis®
Patients with PNH face intravascular hemolysis (IVH) and may develop extravascular hemolysis (EVH).

IVH occurs inside the blood EVH occurs in the liver and spleen,

©o vessels when PNH RBCs are and it can emerge in a proportion
g@ destroyed by the membrane of patients treated with terminal
© attack complex (MAC) in the complement inhibitors due to

terminal complement pathway®” unchecked C3 opsonization®6813

Variable clinical presentation of PNH may contribute to diagnostic delays'-

Patients reported significant diagnostic delays in one study that surveyed 163 adults with PNH'

~38% of patients saw
>5 HCPs prior to
PNH diagnosis

24* of patients were
diagnosed after >5 years

Early recognition to diagnosis is
going to be critical...recognizing it
[and] keeping it in your differential.

Patients living with undiagnosed
PNH may face RBC transfusions,
thrombosis, and other major

14 BHUMIKA PATEL, MD, HEMATOLOGIST/ONCOLOGIST
vascular events."

Compensated for her time by Novartis.

*Based on preliminary studies in patients treated with eculizumab suggesting terminal complement inhibition induces C3 fragment deposition on
PNH RBCs. The C3 fragments trigger destruction of the RBCs by macrophages, making EVH a potential consequence of terminal complement
inhibition. Additional studies are needed to further understand the impact of terminal complement inhibition on EVH.56873
HCP, health care professional; RBC, red blood cell.
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Once PNH is suspected, one test can help with
a definitive diagnosis

When clinical evaluation leads to suspicion of PNH, diagnosis can be
confirmed using the gold standard flow cytometry test??

C oombs-negative hemolytic anemia
emoglobinuria

rectile dysfunction

CHRAK

ytopenias

If your patient has some or all
of these signs and symptoms,
remember to CHECK ThAT
and consider a flow
cytometry test34"

idney disease

rombosis at unusual sites

nemia/aplastic anemia

-I>5-'7<0rn:|:

iredness

Your diagnosis is essential because similar symptoms can require vastly
different treatments>'*"

« PNH symptoms often overlap with those of AA and MDS, as these diseases can be associated with each other
« PNH is not mutually exclusive to BMF disorders

NCCN Guidelines® recommends consideration

NCCN Clinical of flow cytometry to evaluate for PNH clone
Practice Guidelines in patients with MDS and recommends peripheral
In Oncology

blood flow cytometry for PNH for newly diagnosed
AA in patients with suspected hereditary myeloid
malignancy predisposition syndromes'™

(NCCN Guidelines®)
Recommendation

*This list does not include all possible symptoms associated with PNH.

The NCCN makes no warranties of any kind whatsoever regarding their content, use, or application and disclaims any responsibility for their
application or use in any way.

AA, aplastic anemia; MDS, myelodysplastic syndrome; NCCN, National Comprehensive Cancer Network.



Could patients with certain acute, severe
symptoms benefit from a flow cytometry
test for PNH?

Rebecca is presenting with acute, severe
symptomatic anemia and a history of thrombosis.

Rebecca, age 47

Clinical history*&'8;

- Presented to ER with symptomatic anemia (shortness
of breath and sallow skin); lab work identified low
hemoglobin and laboratory evidence of hemolysis
(elevated LDH and ARC)

- Had deep veinous thrombosis in right lower leg
in the past year

Diagnosis:
« ER refers Rebecca to a hematologist, who suspects PNH

and orders a flow cytometry test; PNH is definitively
diagnosed??

Treatment considerations:

» Rebecca shares her concern that her symptoms led to an
ER visit; she is very interested in learning about the full
range of treatment options available

Hypothetical patient case and portrayal.

ARC, absolute reticulocyte count; ER, emergency room; LDH, lactate dehydrogenase.

IMPORTANT SAFETY INFORMATION (continued)

CONTRAINDICATIONS

- Patients with serious hypersensitivity to FABHALTA or any of the excipients.

- For initiation in patients with unresolved serious infection caused by encapsulated bacteria, including
Streptococcus pneumoniae, Neisseria meningitidis, or Haemophilus influenzae type b.

WARNINGS AND PRECAUTIONS

Serious Infections Caused by Encapsulated Bacteria
« FABHALTA, a complement inhibitor, increases a patient’s susceptibility to serious, life-threatening, or
fatal infections caused by encapsulated bacteria, including Streptococcus pneumoniae, Neisseria
meningitidis (caused by any serogroup, including nongroupable strains), and Haemophilus influenzae type
b. Life-threatening and fatal infections with encapsulated bacteria have occurred in both vaccinated and
unvaccinated patients treated with complement inhibitors. The initiation of FABHALTA is contraindicated in
patients with unresolved serious infections caused by encapsulated bacteria.
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Could patients with certain chronic
symptoms benefit from a flow
cytometry test for PNH?

Tim is presenting with chronic anemia
over the last 2 years.

Clinical history'’:

« Chronic anemia (fatigue, abdominal pain, and shortness
of breath) for the last 2 years

Diagnosis'>'82';

« HCP identifies normal iron levels and rules out Gl blood
loss; refers Tim to a hematologist

« Hematologist suspects BMF and orders bone marrow
study, which is not definitive

« Hematologist confirms laboratory evidence of hemolysis
such as elevated LDH and ARC and suspects PNH; orders
flow cytometry; PNH is definitively diagnosed

Treatment considerations:

- Tim travels frequently for work and expresses concern
about treatment with scheduled infusions

Hypothetical patient case and portrayal.

Rebecca and Tim are both eligible for treatment with FABHALTA,
the first and only oral monotherapy approved for adults with PNH?

Gl, gastrointestinal.

IMPORTANT SAFETY INFORMATION (continued)

WARNINGS AND PRECAUTIONS (continued)

Serious Infections Caused by Encapsulated Bacteria (continued)

« Complete or update vaccination against encapsulated bacteria at least 2 weeks prior to the start of
FABHALTA, according to the current ACIP recommendations for patients receiving a complement inhibitor.
Revaccinate patients in accordance with ACIP recommendations considering the duration of therapy with
FABHALTA. Note that ACIP recommends an administration schedule in patients receiving complement
inhibitors that differs from the administration schedule in the vaccine prescribing information. If urgent
FABHALTA therapy is indicated in a patient who is not up to date with vaccines against encapsulated bacteria
according to ACIP recommendations, provide the patient with antibacterial drug prophylaxis and administer
these vaccines as soon as possible. The benefits and risks of treatment with FABHALTA, as well as the benefits
and risks of antibacterial drug prophylaxis in unvaccinated or vaccinated patients, must be considered against
the known risks for serious infections caused by encapsulated bacteria.

Please see additional Important Safety Information throughout and on pages 6 and 7, and
accompanying full Prescribing Information, including Boxed WARNING and Medication Guide.



Indication and Important Safety Information

INDICATION
FABHALTA is indicated for the treatment of adults with paroxysmal nocturnal hemoglobinuria (PNH).

IMPORTANT SAFETY INFORMATION

WARNING: SERIOUS INFECTIONS CAUSED BY ENCAPSULATED BACTERIA

FABHALTA, a complement inhibitor, increases the risk of serious infections, especially those caused by encapsulated

bacteria, such as Streptococcus pneumoniae, Neisseria meningitidis, and Haemophilus influenzae type b. Life-

threatening and fatal infections with encapsulated bacteria have occurred in patients treated with complement
inhibitors. These infections may become rapidly life-threatening or fatal if not recognized and treated early.

« Complete or update vaccinations for encapsulated bacteria at least 2 weeks prior to the first dose of FABHALTA,
unless the risks of delaying therapy with FABHALTA outweigh the risk of developing a serious infection. Comply
with the most current Advisory Committee on Immunization Practices (ACIP) recommendations for vaccinations
against encapsulated bacteria in patients receiving a complement inhibitor.

- Patients receiving FABHALTA are at increased risk for invasive disease caused by encapsulated bacteria, even
if they develop antibodies following vaccination. Monitor patients for early signs and symptoms of serious
infections and evaluate immediately if infection is suspected.

Because of the risk of serious infections caused by encapsulated bacteria, FABHALTA is available only through a

restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called the FABHALTA REMS.

CONTRAINDICATIONS

« Patients with serious hypersensitivity to FABHALTA or any of the excipients.

« For initiation in patients with unresolved serious infection caused by encapsulated bacteria, including
Streptococcus pneumoniae, Neisseria meningitidis, or Haemophilus influenzae type b.

WARNINGS AND PRECAUTIONS

Serious Infections Caused by Encapsulated Bacteria

« FABHALTA, a complement inhibitor, increases a patient’s susceptibility to serious, life-threatening, or fatal infections
caused by encapsulated bacteria, including Streptococcus pneumoniae, Neisseria meningitidis (caused by
any serogroup, including nongroupable strains), and Haemophilus influenzae type b. Life-threatening and fatal
infections with encapsulated bacteria have occurred in both vaccinated and unvaccinated patients treated with
complement inhibitors. The initiation of FABHALTA is contraindicated in patients with unresolved serious infections
caused by encapsulated bacteria.

« Complete or update vaccination against encapsulated bacteria at least 2 weeks prior to the start of FABHALTA,
according to the current ACIP recommendations for patients receiving a complement inhibitor. Revaccinate
patients in accordance with ACIP recommendations considering the duration of therapy with FABHALTA. Note that
ACIP recommends an administration schedule in patients receiving complement inhibitors that differs from the
administration schedule in the vaccine prescribing information. If urgent FABHALTA therapy is indicated in a patient
who is not up to date with vaccines against encapsulated bacteria according to ACIP recommendations, provide
the patient with antibacterial drug prophylaxis and administer these vaccines as soon as possible. The benefits and
risks of treatment with FABHALTA, as well as the benefits and risks of antibacterial drug prophylaxis in unvaccinated
or vaccinated patients, must be considered against the known risks for serious infections caused by encapsulated
bacteria.

+ Vaccination does not eliminate the risk of serious encapsulated bacterial infections, despite development of
antibodies following vaccination. Closely monitor patients for early signs and symptoms of serious infection and
evaluate patients immediately if an infection is suspected. Inform patients of these signs and symptoms and
instruct patients to seek immediate medical care if they occur. Promptly treat known infections. Serious infection
may become rapidly life-threatening or fatal if not recognized and treated early. Consider interruption of FABHALTA
in patients who are undergoing treatment for serious infections, depending on the risks of interrupting treatment in
the disease being treated.

FABHALTA REMS

+ FABHALTA is available only through a restricted program under a REMS called FABHALTA REMS, because of the risk

of serious infections caused by encapsulated bacteria.

Under the FABHALTA REMS, prescribers must enroll in the program. Prescribers must counsel patients about

the risks, signs, and symptoms of serious infections caused by encapsulated bacteria, provide patients with the

REMS educational materials, ensure patients are vaccinated against encapsulated bacteria, prescribe antibacterial

drug prophylaxis if patients’ vaccine status is not up to date and treatment must be started urgently, and provide

instructions to always carry the Patient Safety Card during treatment and for 2 weeks following last dose of FABHALTA.

« Further information is available by telephone: 1-833-993-2242 or online at www.FABHALTA-REMS.com.

Monitoring of PNH Manifestations After FABHALTA Discontinuation

 After discontinuing FABHALTA, closely monitor patients for at least 2 weeks after the last dose for signs and
symptoms of hemolysis. These signs include elevated lactate dehydrogenase (LDH) levels along with sudden
decrease in hemoglobin or PNH clone size, fatigue, hemoglobinuria, abdominal pain, dyspnea, major adverse
vascular events (such as thrombosis, stroke, and myocardial infarction), dysphagia, or erectile dysfunction. If
discontinuation of FABHALTA is necessary, consider alternative therapy.

— i

Monitoring of PNH Manifestations After FABHALTA Discontinuation (continued) e (F éBHAg_;!:QA

« If hemolysis occurs after discontinuation of FABHALTA, consider restarting treatment IPtacopan) e
with FABHALTA, if appropriate, or initiating another treatment for PNH.

Hyperlipidemia

« FABHALTA may increase total cholesterol, LDL cholesterol, and serum triglycerides.

- Of 88 FABHALTA-treated patients who had normal total cholesterol at baseline, 31 developed grade 1
hypercholesterolemia during the randomization or core treatment period and 1 patient worsened from baseline
grade 1to grade 2.

« Of 96 FABHALTA-treated patients with LDL cholesterol < 130 mg/dL at baseline during the randomization or core
treatment period, 14 patients developed LDL cholesterol > 130-160 mg/dL, 6 patients developed LDL cholesterol
> 160-190 mg/dL and 4 patients developed LDL cholesterol > 190 mg/dL.

+ Of 89 FABHALTA-treated patients with normal triglycerides during the randomization or core treatment period,

22 patients developed grade 1 elevated triglycerides. Three patients experienced an increase in triglycerides from

grade 1to grade 2.

Of the 102 FABHALTA-treated patients in APPLY-PNH and APPOINT-PNH, 2 patients required cholesterol-lowering

medications.

« Monitor serum lipid parameters periodically during treatment with FABHALTA and initiate cholesterol-lowering
medications, if indicated.

ADVERSE REACTIONS

- The most common adverse reactions (210%) in adults with PNH receiving FABHALTA were headache,
nasopharyngitis, diarrhea, abdominal pain, bacterial infection, viral infection, nausea, and rash.

DRUG INTERACTIONS

« Concomitant use of CYP2C8 inducers (eg, rifampin) may decrease iptacopan exposure, which may result in loss of
or reduced efficacy of FABHALTA. Monitor the clinical response and discontinue use of the CYP2C8 inducer if loss
of efficacy of FABHALTA is evident.

- Concomitant use of strong CYP2C8 inhibitors (eg, gemfibrozil) may increase iptacopan exposure, which may result
in increased risk for adverse reactions with FABHALTA. Coadministration with a strong CYP2C8 inhibitor is not
recommended.

USE IN SPECIFIC POPULATIONS

» Because of the potential for serious adverse reactions in a breastfed child, breastfeeding should be discontinued
during treatment and for 5 days after the final dose.

« FABHALTA is not recommended in patients with severe hepatic impairment (Child-Pugh class C). No dose adjustment
is required for patients with mild (Child-Pugh class A) or moderate (Child-Pugh class B) hepatic impairment.

Please see accompanying full Prescribing Information, including Boxed WARNING and Medication Guide.
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FOLLOWING A DIAGNOSIS OF PNH,

START THEIR TREATMENT
JOURNEY WITH FABHALTA

Discover the only FDA-approved oral monotherapy for

adults with PNH that can help deliver comprehensive

hemolysis control (both IVH and EVH)?

Working proximally in the alternative complement ))
pathway to inhibit Factor B, FABHALTA controls both

drivers of hemolysis

Scan to learn more

INDICATION
FABHALTA is indicated for the treatment of adults with paroxysmal nocturnal hemoglobinuria (PNH).

IMPORTANT SAFETY INFORMATION

WARNING: SERIOUS INFECTIONS CAUSED BY ENCAPSULATED BACTERIA

FABHALTA, a complement inhibitor, increases the risk of serious infections, especially those caused by

encapsulated bacteria, such as Streptococcus pneumoniae, Neisseria meningitidis, and Haemophilus

influenzae type b. Life-threatening and fatal infections with encapsulated bacteria have occurred in patients

treated with complement inhibitors. These infections may become rapidly life-threatening or fatal if not

recognized and treated early.

« Complete or update vaccinations for encapsulated bacteria at least 2 weeks prior to the first dose
of FABHALTA, unless the risks of delaying therapy with FABHALTA outweigh the risk of developing a
serious infection. Comply with the most current Advisory Committee on Immunization Practices ?ACIP)
recommendations for vaccinations against encapsulated bacteria in patients receiving a complement
inhibitor.

- Patients receiving FABHALTA are at increased risk for invasive disease caused by encapsulated bacteria,
even if they develop antibodies following vaccination. Monitor patients for early signs and symptoms of
serious infections and evaluate immediately if infection is suspected.

Because of the risk of serious infections caused by encapsulated bacteria, FABHALTA is available only through
a restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called the FABHALTA REMS.

Please see additional Important Safety Information throughout and on pages 6 and 7, and accompanying
full Prescribing Information, including Boxed WARNING and Medication Guide.
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