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MIPLYFFA is the first FDA-approved treatment for

Niemann-Pick disease type C (NPC)!

MIPLYFFA is indicated for use in combination with miglustat for the treatment of neurological manifestations
of Niemann-Pick disease type C (NPC) in adult and pediatric patients 2 years of age and older.
NPC is an ultra-rare, relentlessly progressive neurodegenerative disease?

* NPC s a genetic disease that results in dysfunction of lysosomal proteins?

o In NPC, the accumulation of unprocessed lipids leads to dysfunction in the brain, liver, and spleen?3
* NPCis difficult to diagnose and can affect patients at any age?*

o Patients aged >15 years could represent up to one-third of all patients with NPC>

Symptoms of NPC are progressive and may present differently depending on age?

Classification® Visceral-neurodegenerative Neurodegenerative Psychiatric-neurodegenerative

Neonatal (Hepato-) splenomegaly

cholestasis  Absent in ~15% of cases

Fetal * Age of onset is variable; always before neurological signs
Systemic ascites/ Liver * May regress with age
involvement®  hydrops (Hepato-)
Neonatal splenomegaly
fatal
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., Delay in motor milestones, Gait problems, School problems, ataxia, Psychiatric problems,
Symptomology* hypotonia clumsiness, speech dysphagia, seizures, ataxia, dystonia,
delay, cataplexy cataplexy dementia
Qere e Vertical supranuclear saccade palsy -.............ccoooooiiiiiiiiiiiiiny 3

SELECT IMPORTANT SAFETY INFORMATION

Hypersensitivity Reactions: Hypersensitivity reactions such as urticaria and angioedema have been reported
in patients treated with MIPLYFFA during Trial 1: two patients reported both urticaria and angioedema (6%) and
one patient (3%) experienced urticaria alone within the first two months of treatment. Discontinue MIPLYFFA in
patients who develop severe hypersensitivity reactions. If a mild or moderate hypersensitivity reaction occurs,
stop MIPLYFFA and treat promptly. Monitor the patient until signs and symptoms resolve.

Please see additional Important Safety Information throughout and in full on Page 7,
and the full Prescribing Information, including Instructions for Use.



Trial 1 study design

Safety and effectiveness of MIPLYFFA were studied in a 12-month, multicenter, randomized, double-blind,
placebo-controlled trial in patients with NPC aged 2 to 19 years'*

In Trial 1, 76% of patients in the MIPLYFFA group and 81% of those in the placebo group received miglustat as part
of their routine clinical care. Patients who completed Trial 1 were offered to continue into the open-label extension
(OLE) phase."®

Change from baseline in the rescored 4-domain

Primary endpoint: - ,
NPC Clinical Severity Scale (R4DNPCCSS)*
A\

f ]

MIPLYFFA
+ routine clinical care (n=34)
Enroliment MIPLYFFA
n=50 + routine clinical care (n=41)

Placebo + routine clinical care (n=16)

12-month Double-Blind Phase 4-year Open-Label Extension (OLE)

*Stratified for miglustat use.
fObserved values.

Basic demographics for Trial 1 subgroup of patients who also received miglustat (n=39)!

* Mean age was 11.6 years * Mean baseline score in the rescored 4-domain
NPC Clinical Severity Scale (R4DNPCCSS) was
higher in the MIPLYFFA group (8.9; n=26) than the
placebo group (7; n=13), with an overall mean
RADNPCCSS score of 8.3

* Mean time since first NPC symptom was 8.5 years

* Mean age at onset of first neurological symptom
was 4.9 years

The treatment effect in Trial 1 was assessed as change from baseline on the RADNPCCSS

R4DNPCCSS ( )
The NPC Clinical Severity Scale is a clinician-reported

outcome measure of disease severity and progression.’ p Ambulation’ swallow®
The RADNPCCSS was revised to more accurately assess =

a specific group of heterogeneous patients over a
12-month period.?

Four key domains have been identified as some % Fine motor skills’
of the most important by NPC expert clinicians,

caregivers, and patients, and allow for an
assessment of NPC symptom progression.’ - —

Q Speech’

«

SELECT IMPORTANT SAFETY INFORMATION

Embryofetal Toxicity: MIPLYFFA may cause embryofetal harm when administered during pregnancy based on
findings from animal reproduction studies. Advise pregnant females of the potential risk to the fetus and consider
pregnancy planning and prevention for females of reproductive potential.

Please see additional Important Safety Information throughout and in full on Page 7, j» MIPLYFFA
and the full Prescribing Information, including Instructions for Use. arimoclomol capsules



MIPLYFFA, in combination with miglustat, stopped disease progression at 12 months!

NPC symptom reduction at 12 months
as measured by the R4ADNPCCSS score:
ambulation, speech, swallow, and fine motor skills
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MIPLYFFA with

miglustat (n) 26 26 23 23 22

Placebo with

miglustat (n) > 12 12 12 12

There were insufficient data to determine the effectiveness of the use of MIPLYFFA without miglustat for
the treatment of neurological manifestations in patients with NPC.

SELECT IMPORTANT SAFETY INFORMATION

Increased Creatinine without Affecting Glomerular Function: Across clinical trials of MIPLYFFA, mean increases
in serum creatinine of 10% to 20% compared to baseline were reported. These increases occurred mostly in the
first month of MIPLYFFA treatment and were not associated with changes in glomerular function.

During MIPLYFFA treatment, use alternative measures that are not based on creatinine to assess renal function.
Increases in creatinine reversed upon MIPLYFFA discontinuation.

Please see additional Important Safety Information throughout and in full on Page 7, "4 MIPLYFFA
and the full Prescribing Information, including Instructions for Use. arimoclomol capsules



In a clinical study, MIPLYFFA was well-tolerated compared to placebo!

Common adverse reactions occurring in 28% of patients treated with MIPLYFFA and more
frequently than in patients receiving placebo (subgroup who also received miglustat)

MIPLYFFA Placebo
with miglustat with miglustat
n=26 n=13
Adverse reaction n (%) n (%)

Diarrhea 6 (23) 3(23)
Decreased weight 4 (15) 0
Decreased appetite 3(12) 0
Tremor 3(12) 0
Urticaria® 3(12) 0
Headache 3(12) 1(8)
Lower respiratory tract infection 3(12) 1(8)
Seizure 3(12) 1(8)

*Upper respiratory tract infection: combined incidence of upper respiratory tract infection and rhinitis.
fUrticaria: includes 1 patient in which urticaria occurred alone (3%) and 2 patients who had urticaria with angioedema (6%).

Adverse events were generally of mild to moderate severity and very few led to withdrawal of treatment!

* Thrombocytopenia was observed in 3 patients during the trial, all of whom were receiving miglustat for 6
months or longer at the time of enrollment. In 2 of these patients, the thrombocytopenia was present at
baseline and persisted throughout the trial. In the other patient, the thrombocytopenia developed and
resolved during the trial

* Across the clinical trials, increases in serum creatinine (mean increase was 10% to 20%) occurred mainly within
the first month of dosing and were reversible upon treatment discontinuation

SELECT IMPORTANT SAFETY INFORMATION

The most common adverse reactions in Trial 1 (215%) in MIPLYFFA-treated patients who also received miglustat
were upper respiratory tract infection, diarrhea, and decreased weight.

Three (6%) of the MIPLYFFA-treated patients had the following adverse reactions that led to withdrawal from Trial 1:
increased serum creatinine (one patient), and progressive urticaria and angioedema (two patients). Serious adverse
reactions reported in MIPLYFFA-treated patients were hypersensitivity reactions including urticaria and angioedema.

Please see additional Important Safety Information throughout and in full on Page 7, j» MIPLYFFA
and the full Prescribing Information, including Instructions for Use. arimoclomol capsules



MIPLYFFA is the first FDA-approved NPC treatment that has demonstrated long-term
effectiveness and safety data of up to 4 years*

Consistent effectiveness in open-label extension

During the OLE, the on-label population’s sustained rate of disease progression was comparable to the double-blind
phase. Observed disease severity progressed slowly over the 48 months, with a stepwise progression pattern.

R4DNPCCSS over 48 months of OLE
with MIPLYFFA + miglustat

14 -
12 -
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Mean R4DNPCCSS total score (SE)

0 6 12 18 24 30 36 42 48

Months since OLE baseline

MIPLYFFA +

miglustat (n) 33 32 31 29 27 26 23 25 23

MIPLYFFA was well-tolerated with no new safety signals observed over 4 years

The overall pattern of frequently reported AEs was stable ~ The 3 most common AEs were: N=0/41

over the 48 months and consistent with observations .o nCo
from the double-blind phase of the trial. Diarrhea 10 (24.4%)

° 38(93%) of any AE Upper respiratory tract infection 10 (24.4%)

* 15 (37%) severe or serious AEs Nasopharyngitis 8 (19.5%)

* 4 (10%) AEs leading to treatment discontinuation*
N=number of patients in the extension analysis set; n=number of patients with

* 2 (5%) AEs with fatal outcome due to disease progression  event; %=percentage of patients with event.
*2 patients discontinued due to safety and 2 discontinued due to physician decision.

AE=adverse event; SE=standard error.

SELECT IMPORTANT SAFETY INFORMATION

Drug Interaction(s): Arimoclomol is an inhibitor of the organic cationic transporter 2 (OCT2) transporter and
may increase the exposure of drugs that are OCT2 substrates. When MIPLYFFA is used concomitantly with OCT2
substrates, monitor for adverse reactions and reduce the dosage of the OCT2 substrate.

Please see additional Important Safety Information throughout and in full on Page 7, "J MIPLYFFA
and the full Prescribing Information, including Instructions for Use. arimoclomol capsules



MIPLYFFA has convenient dosing and flexible administration options and can be
taken at home

s )

One capsule 3X per day with or without food!
For administration considerations, please

refer to the full Prescribing Information,

0 or Q@ Mixed in water or soft foods . . .
@ 2o i . including Instructions for Use.
Via feeding tube

Capsule

Dosing comes in 4 different strengths and is based on body weight. MIPLYFFA is only recommended

for patients aged 2 years and older! @

. 18-331b >33-60 Ib >60-1211b >1211b
Body weight (8-15 kg) (>15-30 kg) (>30-55 kg) (>55 kg)
Recommended dose 47 mg 62 mg 93 mg 124 mg
(3 times per day) - D e : D : D

In patients with renal impairment with an eGFR 215 mL/minute to <50 mL/minute, it is recommended to reduce frequency of dosing.

Getting your patients started on MIPLYFFA
MIPLYFFA is sent directly to patients through a specialty pharmacy

Download the enrollment form at MIPLYFFA-HCP.com
Send the completed form to AmplifyAssist™ to initiate the prescription

* Other questions about MIPLYFFA? Call AmplifyAssist Monday through Friday at
888-668-4198 from 8:00 am to 6:00 pv (CT). You can also fax us at 888-668-2143

Support for your patients

[
AmplifyAssist is available to help support your patients throughout ' ®
the treatment journey, offering educational resources as well as AmplifyAssisf”
financial and insurance assistance to eligible patients. Your ally in what's ahead.

SELECT IMPORTANT SAFETY INFORMATION

Use in Females and Males of Reproductive Potential: Based on animal findings, MIPLYFFA may impair fertility
and may increase post-implantation loss and reduce maternal, placental, and fetal weights.

Please see additional Important Safety Information throughout and in full on Page 7, 4‘1) MIPLYFFA

* The prescription will be completed, and once approved, MIPLYFFA will be mailed to patients at home

and the full Prescribing Information, including Instructions for Use. arimoclomol capsules



INDICATIONS AND USAGE

MIPLYFFA is indicated for use in combination with miglustat for the treatment of neurological manifestations
of Niemann-Pick disease type C (NPC) in adult and pediatric patients 2 years of age and older.

IMPORTANT SAFETY INFORMATION

Hypersensitivity Reactions: Hypersensitivity reactions such as urticaria and angioedema have been reported
in patients treated with MIPLYFFA during Trial 1: two patients reported both urticaria and angioedema (6%) and
one patient (3%) experienced urticaria alone within the first two months of treatment. Discontinue MIPLYFFA in
patients who develop severe hypersensitivity reactions. If a mild or moderate hypersensitivity reaction occurs,
stop MIPLYFFA and treat promptly. Monitor the patient until signs and symptoms resolve.

Embryofetal Toxicity: MIPLYFFA may cause embryofetal harm when administered during pregnancy based on
findings from animal reproduction studies. Advise pregnant females of the potential risk to the fetus and consider
pregnancy planning and prevention for females of reproductive potential.

Increased Creatinine without Affecting Glomerular Function: Across clinical trials of MIPLYFFA, mean increases
in serum creatinine of 10% to 20% compared to baseline were reported. These increases occurred mostly in the
first month of MIPLYFFA treatment and were not associated with changes in glomerular function.

During MIPLYFFA treatment, use alternative measures that are not based on creatinine to assess renal function.
Increases in creatinine reversed upon MIPLYFFA discontinuation.

The most common adverse reactions in Trial 1 (>15%) in MIPLYFFA-treated patients who also received miglustat
were upper respiratory tract infection, diarrhea, and decreased weight.

Three (6%) of the MIPLYFFA-treated patients had the following adverse reactions that led to withdrawal from Trial 1:
increased serum creatinine (one patient), and progressive urticaria and angioedema (two patients). Serious adverse
reactions reported in MIPLYFFA-treated patients were hypersensitivity reactions including urticaria and angioedema.

To report SUSPECTED ADVERSE REACTIONS, contact Zevra Therapeutics, Inc. at toll-free phone 1-844-600-2237
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Drug Interaction(s): Arimoclomol is an inhibitor of the organic cationic transporter 2 (OCT2) transporter and
may increase the exposure of drugs that are OCT2 substrates. When MIPLYFFA is used concomitantly with OCT2
substrates, monitor for adverse reactions and reduce the dosage of the OCT2 substrate.

Use in Females and Males of Reproductive Potential: Based on animal findings, MIPLYFFA may impair fertility
and may increase post-implantation loss and reduce maternal, placental, and fetal weights.

Renal Impairment: The recommended dosage of MIPLYFFA, in combination with miglustat, in patients with an
eGFR 215 mL/minute to <50 mL/minute is lower than the recommended dosage (less frequent dosing) in patients
with normal renal function.

MIPLYFFA capsules for oral use are available in the following strengths: 47 mg, 62 mg, 93 mg, and 124 mg.
Before prescribing MIPLYFFA, please read the full Prescribing Information, including Instructions for Use.
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MIPLYFFA: Because every moment matters

First FDA-approved NPC treatment

Proven disease-modifying effects with 5 years of experience'®

Clinically meaningful difference

Using the validated rescored NPC Clinical Severity Scale’

Proven robust and enduring outcomes

In a year-long clinical trial and additional 4 years of long-term effectiveness data"®

Well-tolerated with no new safety signals

Observed long-term over 4 years of use®

Convenient dosing and flexible administration

Patients can take one capsule 3x a day at home, with
or without food'

Support for your patients

With AmplifyAssist™, MIPLYFFA is sent directly to patients
through a specialty pharmacy for easy access

00000

Scan the QR code for more
information about MIPLYFFA
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