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better understand patient access and coverage v ¥ v

INDICATIONS

UPLIZNAZ® (inebilizumab-cdon) is indicated in adult patients for the treatment of: anti-aquaporin-4 (AQP4) antibody positive neuromyelitis
optica spectrum disorder (NMOSD); Immunoglobulin G4-related disease (IgG4-RD); anti-acetylcholine receptor (AChR) or anti-muscle
specific tyrosine kinase (MuSK) antibody positive (Ab+) generalized myasthenia gravis (gMG).

IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS

UPLIZNA® (inebilizumab-cdon) is contraindicated in patients with a history of a life-threatening infusion reaction
to UPLIZNA, active hepatitis B infection, or active or untreated latent tuberculosis.

Please see additional Important Safety Information throughout and on pages 13-14 and AWN I |
UPLIZNA full Prescribing Information. [ I
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UPLIZNA patient access roadmap

The payer access process, step by step

Submit a Prior Authorization

Submit an Appeal Summary Important Safety Information

This resource can help you identify the steps in the access process as well as available resources. You can navigate through the roadmap by clicking on areas
of the map or by using the navigation bar above. In each section, you will find more detailed information and resources available for that step of the process.
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Payer approval

UPLIZNA is ordered and

* dispensed by the

specialty pharmacy or
specialty distributor

X

Payer denial
Initiate next-level appeal
(eg, peer-to-peer or external insurance appeal)

Patients enrolled in Amgen By Your Side are paired with a dedicated support partner,

called a Patient Access Liaison (PAL)

BY
your

side

AMGEN

Their PAL can be a partner, providing nonmedical education to help them navigate their
unique treatment experience—including information on insurance, financial support
options, important appointment-related information, and other patient support services.

Call 1-844-469-4297 Monday-Friday, 9 aM—8 pm ET or visit AmgenByYourSide.com

*Submitting an appeal does not guarantee approval, and this process may need to be repeated.

Please see Important Safety Information throughout and on pages 13-14 and

UPLIZNA full Prescribing Information.
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Amgen offers patients a range of support throughout their access and
treatment journey

Coverage policies may vary, and the team at Amgen By Your Side can help identify policies early in the access process
to help ensure maximum efficiency

- Amgen By Your Side

gour Amgen By Your Side is a support program for patients prescribed UPLIZNA. Our dedicated team is your patient’s partner,
committed to providing nonmedical support to help patients as they start and continue on treatment as prescribed.

AMGEN

side

@

Patient Access Liaison (PAL)

A PAL provides dedicated, one-on-one support for your patient. The PAL works directly with individual patients to answer
nonmedical, logistical questions and provide support upon enroliment. Additionally, the PAL educates about navigating
insurance processes and accessing treatment on your patient’s behalf. The PAL has the expertise and tools to support the
patient by educating on patient benefits, prior authorization requirements, payer policies, and coding and claim submissions.

Amgen Case Manager

A Case Manager will be assigned to your patient and may also be in touch with your office to make sure important
insurance information is properly shared.

30
B

Site of Care Team

The Site of Care Team works with healthcare providers and office staff to help them navigate the patient access journey.
The team outlines required steps and shares tools that streamline the process for patients starting treatment.

D

Physician Office Infusion (POI) Team

The POI Team works with physicians that provide infusion services within their offices.

2

5
Please see Important Safety Information throughout and on pages 13-14 and U P L I Z NA®
3 UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Financial support for patients

Amgen is committed to helping your patients access UPLIZNA

As little as -
$ *
O T

Financial support options Commercial insurance Government insurance
Whether your patient has commercial, Eligible commercially insured For patients with government
government, or no insurance, patients may pay as little as $0 insurance, like Medicare,
the Amgen By Your Side team is out-of-pocket for UPLIZNA and independent foundation support
committed to partnering with your infusion costs through the Amgen might be an option

patient to help them explore their Commercial Co-Pay Program*
insurance coverage criteria and other

financial support options (some

restrictions and eligibility may apply)

BY
your

£ Enroll your patient in Amgen By Your Side to learn more about financial support options

AMGEN

*The Amgen Commercial Co-Pay Program may be available to patients who meet the following minimum criteria:

* Patient’s prescription cannot be paid in part or in full by any government-funded program including but not limited to: Medicare, Medicare Part D,
Medicaid, Medigap, VA, CHAMPUS, Department of Defense (DOD), TRICARE, or any state, patient foundation, or other pharmaceutical program

« Patient is prescribed a covered Amgen rare disease medication for an indication approved by the Food and Drug Administration; the indication for each
product is shown in its prescribing information

« Patient is a resident of the United States

* Patient must be commercially insured and have financial responsibility for a portion of the drug and/or infusion cost if applicable

The assistance offered under this co-pay program is subject to additional terms and conditions, available at UPLIZNAhcp.com.

tPlease note that independent foundations establish, administer, and implement the funds, which are separate and apart from Amgen. U P L I Z N a ‘ "
®

Please see Important Safety Information throughout and on pages 13-14 and . aps
4 UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Complete patient enrolilment*

The Patient Enrollment Form (PEF) is the first step for your patients to receive support from the team at
Amgen By Your Side, including:

Researching insurance coverage,
PA requirements, and appeal
instructions, if denied

Financial support for Patient support via a PAL who works
eligible patients % % directly with individual patients to provide
support throughout their journey

Download the PEF to initiate patient enrollment, or visit NMOSD @
UPLIZNAhcp.com to complete the process entirely online

*Patient consent will be required.
gMG, generalized myasthenia gravis; IgG4-RD, immunoglobulin G4-related disease; NMOSD, neuromyelitis optica spectrum disorder; PA, prior authorization; PAL, Patient Access Liaison.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS

* Infusion Reactions: Infusion reactions, including anaphylaxis, can occur. Symptoms can include headache, nausea, somnolence, dyspnea, fever,
myalgia, rash, or palpitations. Infusion reactions were observed in 9.3%, 7.4%, and 10.1% of patients treated with UPLIZNA during the randomized
controlled periods (RCPs) of Study 1 in patients with NMOSD, Study 2 in patients with IlgG4-RD, and Study 3 in patients with gMG, respectively.
Infusion reactions were most common with the first infusion but were also observed during subsequent infusions.

Administer pre-medication with a corticosteroid, an antihistamine, and an antipyretic. For life-threatening infusion reactions,
immediately and permanently stop UPLIZNA and administer appropriate supportive treatment. For less severe infusion
reactions, management may involve temporarily stopping the infusion, reducing the infusion rate, and/or administering @

symptomatic treatment. U P L I Z NA‘ -

Please see additional Important Safety Information throughout and on pages 13-14 and . “pe
5 UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Request a benefits investigation

Coverage criteria will vary among health plans and a benefits investigation (BI) will identify requirements specific to UPLIZNA. A PAL can help educate you
and your patient about navigating the insurance process and accessing treatment.

Requesting a Bl may help answer questions about payer coverage

Prescription information Benefits coordination

* Is UPLIZNA medically appropriate? * Does the patient have supplemental insurance benefits requiring

« Is UPLIZNA being prescribed in accordance with generally accepted coordination? Which benefit is primary? Which is secondary?

standards of medical practice? . . . o
Patient financial responsibility and out-of-pocket (OOP) costs
UPLIZNA coverage « What is the annual deductible amount and has it already been met?

« Is UPLIZNA covered under the medical benefit or pharmacy benefit? How muchiis left?

« What is the patient’s co-payment or coinsurance for UPLIZNA?

Prior authorization (PA) - |s there a maximum OOP amount that the patient must meet?

» Will a PA be required or is predetermination available? Has this amount been met? How much is left?
* What is the PA process and what is the timeline?

PAL, Patient Access Liaison. @

5
Please see Important Safety Information throughout and on pages 13-14 and U P L I Z NA®
6  UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Request a benefits investigation (cont'd)

Coding and claims submission

A Bl can help answer questions such as:

- What are the specific coding and claims submission requirements for * What type of documentation is required?
prescribing UPLIZNA in this patient’s plan? * Is there a health-plan—specific PA request form required?
UPLIZNA NDC Codes UPLIZNA ICD-10-CM Code*
Intravenous 75987-150-03 1 carton containing G36.0 Neuromyelitis optica [Devic] (NMOSD)
. 3 sinole-d al 100 mg/10 mL
injection 75987-0150-03 single-dose vials D89.84 Immunoglobulin G4-related disease (IgG4-RD)
G70.007 Myasthenia gravis without (acute) exacerbation (gMG)
Once the Bl is complete, a Summary of Benefits G70.01t Myasthenia gravis with (acute) exacerbation (gMG)
notification is typically received within 1 to 2 days
of insurance verification *This may not be the only applicable code for coverage, and using this code does not

guarantee coverage.

fOther potential codes relevant to generalized myasthenia gravis include: G70 (Category:
The coding information contained here is for informational purposes only and may  Myasthenia gravis and other myoneural disorders); G70.0 (Category: Generalized
not be all-inclusive. BiIIing and Coding may vary by site of care, payer, and plan, myasthenia gravis). Healthcare professionals are responsible for selecting the most

) ) ) , e appropriate codes based on the patient’s medical record and payer requirements.
and can Change over time. It is the healthcare prowder S respon5|b|I|ty to ensure Bl, benefits investigation; ICD-10-CM, International Classification of Diseases, Tenth

proper billing and coding. Amgen does not guarantee coverage or reimbursement.  Revision, Clinical Modification; NDC, National Drug Code; PA, prior authorization.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS (cont’d)

Infections: Serious, including life-threatening or fatal, bacterial, fungal, and new or reactivated viral infections have been observed during and following
completion of treatment with B-cell depleting therapies, including UPLIZNA. The most common infections reported by UPLIZNA-treated patients in the
NMOSD randomized and open-label clinical trial periods for NMOSD were urinary tract infection (20%), nasopharyngitis (13%), upper respiratory tract
infection (8%), and influenza (7%). In the IgG4-RD RCP, the most common infections reported by UPLIZNA-treated

patients were urinary tract infection, influenza, and pneumonia. In the gMG RCP, the most common infections reported

by UPLIZNA-treated patients were urinary tract infection and nasopharyngitis. Delay UPLIZNA administration in patients @

with an active infection until the infection is resolved. U P L I Z NA‘ T
®

Please see additional Important Safety Information throughout and on pages 13-14 and . “pe
UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Submit a prior authorization

|
§_:C1) Clinical documentation requirements for PAs vary among health plans. Common criteria may include:
Diagnosis information Treatment history
* Diagnosis/ICD-10-CM code* * Documentation of failure or inadequate response to previous therapy
— Neuromyelitis optica [Devic]: G36.0 (=1 relapse within the last 12 months or =2 relapses within the last
24 months)

* Diagnosis of NMOSD confirmed by positive serologic test

for aquaporin-4 immunoglobulin G (AQP4-IgG) antibodies — If medication was discontinued, list all reasons for discontinuation,

_ . including side effects, intolerance, nonadherence, or comorbidities
* Documentation that the patient is at least 18 years of age _ _ _ _ _
* For patients already taking UPLIZNA, provide documentation showing

* Documentation that UPLIZNA is prescribed by, or in clinical improvement

consultation with, a neurologist

*The ICD-10-CM code is not all-inclusive. Appropriate codes vary by patient, payer, and setting for care. Correct coding is the responsibility of the provider submitting the claim.
Amgen does not guarantee coverage or reimbursement.

ICD-10-CM, International Classification of Diseases, Tenth Revision, Clinical Modification; NMOSD, neuromyelitis optica spectrum disorder; PA, prior authorization.

Your office may need to connect with the referring physician to gather
the clinical documentation required to complete the PA

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS (cont’d)

Infections (cont’d): Possible Increased Risk of Immunosuppressant Effects with Other Immunosuppressants:
If combining UPLIZNA with another immunosuppressive therapy, consider the potential for increased @

immunosuppressive effects. U P L I Z NA‘ :
®

Please see additional Important Safety Information throughout and on pages 13-14 and . iy
8  UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Submit a prior authorization

|
§_:C1) Clinical documentation requirements for PAs vary among health plans. Common criteria may include:
Diagnosis information Treatment history
* Diagnosis/ICD-10-CM code* * Documentation of failure or inadequate response to previous
— Immunoglobulin G4-related disease (IgG4-RD): D89.84 therapy (=1 flare, defined as new or worsening symptoms)
- Patient must be at least 18 years of age * If medication was discontinued, list all reasons for discontinuation,
including side effects, intolerance, nonadherence, or comorbidities,

« Documentation of confirmed diagnosis of IgG4-RD if applicable

* History of flare » Any relevant clinical/chart notes (eg, organ involvement, history

« =2 organ involvement of flare, contraindications, and/or side effects)
« 2019 ACR/EULAR Classification Criteria for IlgG4-RD * Note reauthorization criteria (ie, documentation of positive clinical
response to UPLIZNA)

*The ICD-10-CM code is not all-inclusive. Appropriate codes vary by patient, payer, and setting for care. Correct coding is the responsibility of the provider submitting the claim.
Amgen does not guarantee coverage or reimbursement.

ACR, American College of Rheumatology; EULAR, European League Against Rheumatism; ICD-10-CM, International Classification of Diseases, Tenth Revision, Clinical Modification;
PA, prior authorization.

Your office may need to connect with the referring physician to gather
the clinical documentation required to complete the PA

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS (cont’d)

Infections (cont’d): Possible Increased Risk of Immunosuppressant Effects with Other Immunosuppressants:
If combining UPLIZNA with another immunosuppressive therapy, consider the potential for increased @

immunosuppressive effects. U P L I Z NA‘ :
®

Please see additional Important Safety Information throughout and on pages 13-14 and . .
8  UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Submit a prior authorization

Request a Benefits Investigation

Summary

Submit a Prior Authorization

Submit an Appeal

Clinical documentation requirements for PAs vary among health plans. Common criteria may include:

gMG

Important Safety Information

Diagnosis information

* Diagnosis/ICD-10-CM code*
— Myasthenia gravis without (acute) exacerbation (gMG): G70.00t
— Myasthenia gravis with (acute) exacerbation (gMG): G70.01f

* Documentation of diagnosis of confirmed anti-AChR Ab+ or
anti-MuSK Ab+ gMG in consultation with a neurologist or a specialist

* Patient must be at least 18 years of age
» Myasthenia Gravis Activities of Daily Living (MG-ADL) score

* Documentation of a baseline neurological examination
(eg, Quantitative Myasthenia Gravis [QMG] scale score)

» Myasthenia Gravis Foundation of America (MGFA) Clinical
Classification Il, I, or IV

*The ICD-10-CM code is not all-inclusive. Appropriate codes vary by patient, payer, and

Amgen does not guarantee coverage or reimbursement.

setting for care. Correct coding is the responsibility of the provider submitting the claim.

Treatment history
* Documentation of failure or inadequate response to previous therapy

* If medication was discontinued, list all reasons for discontinuation,
including side effects, intolerance, nonadherence, or comorbidities,
if applicable

* Any relevant clinical/chart notes (eg, contraindications, and/or
side effects)

* Note reauthorization criteria (ie, documentation of positive clinical
response to UPLIZNA)

fOther potential codes relevant to generalized myasthenia gravis include: G70 (Category:
Myasthenia gravis and other myoneural disorders); G70.0 (Category: Generalized
myasthenia gravis). Healthcare professionals are responsible for selecting the most
appropriate codes based on the patient’s medical record and payer requirements.

AChR Ab+, acetylcholine receptor antibody positive; ICD-10-CM, International Classification
of Diseases, Tenth Revision, Clinical Modification; MuSK Ab+, muscle-specific tyrosine kinase
antibody positive; PA, prior authorization.

Your office may need to connect with the referring physician to gather
the clinical documentation required to complete the PA

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS (cont’d)

Infections (cont’d): Possible Increased Risk of Immunosuppressant Effects with Other Immunosuppressants:

If combining UPLIZNA with another immunosuppressive therapy, consider the potential for increased

immunosuppressive effects.

Please see additional Important Safety Information throughout and on pages 13-14 and

UPLIZNA full Prescribing Information.

@
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Submit a prior authorization (cont'd)

«  Thoroughly complete every section of the PA form and review the medical
policy carefully, as each health plan may have unique requirements

«  Provide supporting documentation, including, but not limited to:

* A letter of medical necessity (see next page for more information)

Important: Consider requesting

an expedited PA review, which is

* Diagnosis supported by appropriate classification criteria typically completed within 72 hours

* Medical records

« Clinical/chart notes
* Why step therapy is not appropriate/tolerable

* Publications and references

vV Inquire about how long the process will take once necessary documents
have been submitted

Download the UPLIZNA Prior Authorization Checklist NMOSD @ |gG4-RD @ eve (1)

for reminders and recommendations for submitting a PA

gMG, generalized myasthenia gravis; IgG4-RD, immunoglobulin G4-related disease; NMOSD, neuromyelitis optica spectrum disorder; PA, prior authorization.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS (cont’d)

Infections (cont’d): Hepatitis B Virus (HBV) Reactivation: HBV reactivation has been observed with B-cell-depleting therapies, including UPLIZNA.
Fulminant hepatitis, hepatic failure, and death caused by HBV reactivation have occurred in patients treated with B-cell depleting therapies.

HBV reactivation was observed in a patient treated with UPLIZNA during the gMG clinical trial and in the postmarketing setting. Patients with active

or chronic HBV infection were excluded from clinical trials. Perform HBV screening in all patients before initiation of treatment.

Do not administer to patients with active HBV confirmed by positive results for HBsAg and anti-HB tests. For patients

who are negative for HBsAg and positive for HBcAb, or who are carriers of HBV (i.e., HBsAg+), consult liver disease @

experts before starting and during treatment. U P L I Z NA‘ N

Please see additional Important Safety Information throughout and on pages 13-14 and . “pe
9 UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Submit a prior authorization (cont'd)

Writing a letter of medical necessity

A patient-specific letter of medical necessity explains the physician’s rationale and clinical decision making in choosing UPLIZNA.

The Letter of Medical Necessity Template for UPLIZNA should be customized based on your patient’s medical history and
demographic information. Including a letter of medical necessity with a PA may help avoid delays.

NOTE: Some health plans may have specific forms that must be completed in order to document medical necessity.

v Check with the health plan to identify specific documentation that

needs to be submitted with a letter of medical necessity Important: Submit UPLIZNA PA requests
through the medical benefit first. A dedicated
Providerelevant medical information and attach the patient’s medical PAL can provide education about the PA process

records and/or supporting documents for health plans to review

v Include a copy of the Full Prescribing Information
You can download our Letter of Medical Necessity
Template to help you complete your letter, and then NMOSD @ IgG4-RD @ gMG &

print it out on your office letterhead

gMG, generalized myasthenia gravis; IgG4-RD, immunoglobulin G4-related disease; NMOSD, neuromyelitis optica spectrum disorder; PA, prior authorization; PAL, Patient Access Liaison.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS (cont’d)

Infections (cont’d): Progressive Multifocal Leukoencephalopathy (PML): Although no confirmed cases of PML were identified in UPLIZNA clinical

trials, JC virus infection resulting in PML has been observed in patients treated with other B-cell-depleting antibodies and other therapies that

affect immune competence. In UPLIZNA clinical trials one subject died following the development of new brain lesions for which a definitive

diagnosis could not be established, though the differential diagnosis included an atypical NMOSD relapse, PML, or acute disseminated

encephalomyelitis. At the first sign or symptom suggestive of PML, withhold UPLIZNA and perform an appropriate diagnostic

evaluation. MRI findings may be apparent before clinical signs or symptoms. Typical symptoms associated with PML are @

diverse, progress over days to weeks, and include progressive weakness on one side of the body or clumsiness of limbs,
disturbance of vision, and changes in thinking, memory, and orientation leading to confusion and personality changes. U P L I Z N a | "

Please see additional Important Safety Information throughout and on pages 13-14 and . “pe
UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Submit an appeal

An appeal letter may be needed if a PA for UPLIZNA is denied. Ensure Contact the health plan to learn about the appeal
that you address the specific details of the denial reason(s), refer to E] review timeline or to initiate an expedited appeal.
the letter of denial for specific language regarding the reason for Most health plans will review and decide on coverage
denial, and address any concerns that are patient-specific. within approximately:

72 HOURS for urgent care
30 DAYS for nonurgent care

Supplemental documentation may include:

* Relevant clinical/chart notes and recent test results for your patient
- Patient lifestyle modifications as a result of living with the condition 60 DAYS for services already provided
» Supporting scientific publications/journal articles

* A summary of your recommendation at the end of the letter

* A letter of medical necessity
Important: If a letter of medical necessity was not

Before you submit your appeal, make sure to: submitted with the PA, consider including it with the
« Check for any incomplete or missing information appeal letter

» Schedule a peer-to-peer meeting with the health plan

» Contact a PAL to learn about next steps in the process

Download the Appeal Letter Template to help your office Download the Payer Appeal Letter Checklist and Tips to
draft an appeal letter help you through the appeal process

NMOSD @ IgG4-RD @ gma () NMOSD @ IgG4-RD @ gma ()

gMG, generalized myasthenia gravis; IgG4-RD, immunoglobulin G4-related disease; NMOSD, neuromyelitis optica spectrum disorder; PA, prior authorization; PAL, Patient Access Liaison.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS (cont’d)

Infections (cont’d):
Tuberculosis

Patients should be evaluated for tuberculosis risk factors and tested for latent infection prior to initiating UPLIZNA. Consider anti-tuberculosis

therapy prior to initiation of UPLIZNA in patients with a history of latent active tuberculosis in whom an adequate course

of treatment cannot be confirmed, and for patients with a negative test for latent tuberculosis but having risk factors for

tuberculosis infection. Consult infectious disease experts regarding whether initiating anti-tuberculosis therapy is @

appropriate before starting treatment. U P L I Z NA‘ ¢
®

Please see additional Important Safety Information throughout and on pages 13-14 and . “pe
UPLIZNA full Prescribing Information. Inebilizumab-cdon
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Access journey summary

Complete and submit Request and review Bl to Submit PA with all required
Patient Enroliment Form understand your patient’s clinical documentation and
with physician and payer requirements for a proactive letter of
patient signatures UPLIZNA medical necessity

Feel confident in the UPLIZNA access journey.
Visit UPLIZNAhcp.com to explore resources supporting patient access

Your patient’s PAL is a dedicated partner, committed to providing nonmedical support to
help patients as they start and continue on treatment as prescribed.

Call 1-844-469-4297 Monday-Friday, 9 aM—8 pm ET or visit AmgenByYourSide.com

AMGEN

Bl, benefits investigation; PA, prior authorization. @

-y g
Please see Important Safety Information throughout and on pages 13-14 and U P L I Z NA®
12 UPLIZNA full Prescribing Information. Inebilizumab-cdon
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INDICATIONS

UPLIZNAZ® (inebilizumab-cdon) is indicated in adult patients for the
treatment of: anti-aquaporin-4 (AQP4) antibody positive neuromyelitis
optica spectrum disorder (NMOSD); Immunoglobulin G4-related disease
(IgG4-RD); anti-acetylcholine receptor (AChR) or anti-muscle specific
tyrosine kinase (MuSK) antibody positive (Ab+) generalized myasthenia
gravis (gMG).

IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS

UPLIZNAZ® (inebilizumab-cdon) is contraindicated in patients with
a history of a life-threatening infusion reaction to UPLIZNA, active
hepatitis B infection, or active or untreated latent tuberculosis.

WARNINGS AND PRECAUTIONS
* Infusion Reactions: Infusion reactions, including anaphylaxis, can

occur. Symptoms can include headache, nausea, somnolence, dyspnea,

fever, myalgia, rash, or palpitations. Infusion reactions were observed
in 9.3%, 7.4%, and 10.1% of patients treated with UPLIZNA during

the randomized controlled periods (RCPs) of Study 1 in patients with
NMOSD, Study 2 in patients with 1gG4-RD, and Study 3 in patients with
gMG, respectively. Infusion reactions were most common with the first
infusion but were also observed during subsequent infusions.

Administer pre-medication with a corticosteroid, an antihistamine, and
an antipyretic. For life-threatening infusion reactions, immediately and
permanently stop UPLIZNA and administer appropriate supportive
treatment. For less severe infusion reactions, management may involve
temporarily stopping the infusion, reducing the infusion rate, and/or
administering symptomatic treatment.

* Infections: Serious, including life-threatening or fatal, bacterial, fungal,
and new or reactivated viral infections have been observed during and
following completion of treatment with B-cell depleting therapies, including
UPLIZNA. The most common infections reported by UPLIZNA-treated
patients in the NMOSD randomized and open-label clinical trial periods for
NMOSD were urinary tract infection (20%), nasopharyngitis (13%), upper
respiratory tract infection (8%), and influenza (7%). In the IgG4-RD RCP,

Please see additional Important Safety Information throughout and on next page and

UPLIZNA full Prescribing Information.

the most common infections reported by UPLIZNA-treated patients were
urinary tract infection, influenza, and pneumonia. In the gMG RCP, the most
common infections reported by UPLIZNA-treated patients were urinary
tract infection and nasopharyngitis. Delay UPLIZNA administration in
patients with an active infection until the infection is resolved.

Possible Increased Risk of Immunosuppressant Effects with
Other Immunosuppressants: If combining UPLIZNA with another
immunosuppressive therapy, consider the potential for increased
immunosuppressive effects.

Hepatitis B Virus (HBV) Reactivation: HBV reactivation has been
observed with B-cell-depleting therapies, including UPLIZNA. Fulminant
hepatitis, hepatic failure, and death caused by HBV reactivation have
occurred in patients treated with B-cell depleting therapies. HBV
reactivation was observed in a patient treated with UPLIZNA during the
gMG clinical trial and in the postmarketing setting. Patients with active
or chronic HBV infection were excluded from clinical trials. Perform
HBV screening in all patients before initiation of treatment. Do not
administer to patients with active HBV confirmed by positive results for
HBsAg and anti-HB tests. For patients who are negative for HBsAg and
positive for HBcAb, or who are carriers of HBV (i.e., HBsAg+), consult
liver disease experts before starting and during treatment.

Progressive Multifocal Leukoencephalopathy (PML): Although no
confirmed cases of PML were identified in UPLIZNA clinical trials, JC
virus infection resulting in PML has been observed in patients treated
with other B-cell-depleting antibodies and other therapies that affect
immune competence. In UPLIZNA clinical trials one subject died
following the development of new brain lesions for which a definitive
diagnosis could not be established, though the differential diagnosis
included an atypical NMOSD relapse, PML, or acute disseminated
encephalomyelitis. At the first sign or symptom suggestive of PML,
withhold UPLIZNA and perform an appropriate diagnostic evaluation.
MRI findings may be apparent before clinical sighs or symptoms.
Typical symptoms associated with PML are diverse, progress over days
to weeks, and include progressive weakness on one side of the body

or clumsiness of limbs, disturbance of vision, and changes in thinking,
memory, and orientation leading to confusion and personality changes.
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IMPORTANT SAFETY INFORMATION (cont’d)

WARNINGS AND PRECAUTIONS (cont’d)
* Infections (cont’d):

Tuberculosis

Patients should be evaluated for tuberculosis risk factors and

tested for latent infection prior to initiating UPLIZNA. Consider anti-
tuberculosis therapy prior to initiation of UPLIZNA in patients with a
history of latent active tuberculosis in whom an adequate course of
treatment cannot be confirmed, and for patients with a negative test

for latent tuberculosis but having risk factors for tuberculosis infection.

Consult infectious disease experts regarding whether initiating anti-
tuberculosis therapy is appropriate before starting treatment.

Vaccinations

Administer all immunizations according to immunization guidelines

at least 4 weeks prior to initiation of UPLIZNA. The safety of
immunization with live or live-attenuated vaccines following UPLIZNA
therapy has not been studied, and vaccination with live-attenuated

or live vaccines is not recommended during treatment and until

B-cell repletion.

Vaccination of Infants Born to Mothers Treated with UPLIZNA

During Pregnancy

In infants of mothers exposed to UPLIZNA during pregnancy, do not
administer live or live-attenuated vaccines before confirming recovery
of B-cell counts in the infant. Depletion of B cells in these exposed
infants may increase the risks from live or live-attenuated vaccines.
Non-live vaccines, as indicated, may be administered prior to recovery
from B-cell and immunoglobulin level depletion, but consultation

with a qualified specialist should be considered to assess whether a
protective immune response was mounted.
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* Reductions in Immunoglobulins: There may be a progressive and
prolonged hypogammaglobulinemia or decline in the levels of total and
individual immunoglobulins such as immunoglobulins G and M (IgG
and IgM) with continued UPLIZNA treatment. Monitor the levels of
quantitative serum immunoglobulins during treatment with UPLIZNA,
especially in patients with opportunistic or recurrent infections,
and until B-cell repletion after discontinuation of therapy. Consider
discontinuing UPLIZNA therapy if a patient with low immunoglobulin G
or M develops a serious opportunistic infection or recurrent infections,
or if prolonged hypogammaglobulinemia requires treatment with
intravenous immunoglobulins.

* Fetal Risk: Based on animal data, UPLIZNA can cause fetal harm
due to B-cell lymphopenia and reduce antibody response in offspring
exposed to UPLIZNA even after B-cell repletion. Transient peripheral
B-cell depletion and lymphocytopenia have been reported in infants
born to mothers exposed to other B-cell-depleting antibodies during
pregnancy. Advise females of reproductive potential to use effective
contraception while receiving UPLIZNA and for at least 6 months after
the last dose.

ADVERSE REACTIONS

* The most common adverse reactions (at least 10% of patients treated
with UPLIZNA and greater than placebo): urinary tract infection and
arthralgia in NMOSD; urinary tract infection and lymphopenia in
lgG4-RD; headache and infusion-related reactions in gMG.

Please see UPLIZNA full Prescribing Information.
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