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Support for the journey ahead

A MC{@ to Requesting

a Medical Exception®

*This guide is offered for informational purposes only and is not intended to provide reimbursement or legal advice. The hospital,
pharmacy, or healthcare provider is responsible for determining the appropriate codes, coverage, and payment for individual
patients. Sobi, Inc. does not guarantee third-party coverage, or payment, or reimbursement for denied claims.
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How to Recweééa Medical Exception for
Gamifant® (emapalumab-lzsg)

UNDERSTANDING MEDICAL EXCEPTIONS

There are occasions when a benefits investigation identifies
that Gamifant is not covered by a health plan. In other

_ o instances, the coverage may be denied for a particular

e S L patient. Under these circumstances, it is likely that your
facility will need to request a medical exception (ME)

in order for your patient to receive Gamifant. An ME
communicates a physician’s request, based on a patient's
individual circumstances, to use a certain medication that
““““ ] ! is nonpreferred or not covered by the patient’s health plan.
MEs can also be referred to as formulary exceptions.

Medical Exception Request Form

Reason Therapy Stopped

e — Health plans may require that you complete a form to
request an ME (see sample to the left), submit a Letter of
Request for Expedited Revi i . .
s e e B st . 8 sy er P s e Medical Necessity (see page 3), or both.

d signing below, you are certifying that this is an expedited request due to an exigent
circumstance and that the 72-ho d review time may seriously jecpardize the life or health of the member or
ction. The request will not be handled as an expedited request unless the

Prescriber's Signature: Date:

Please make sure to submit relevant chart notes along with this fax-back sheet

The Differences Between a Prior Authorization (PA) and an ME
gamifant carey

A PA enables health plans to ensure that drugs are being used only to

treat appropriate patients. Each health plan has its own requirements

so it is important to contact the patient’s insurance to obtain their Autﬁﬁgﬁ‘i:z;ﬂgi’m
specific PA submission process. You may need to complete an ME in

addition to a PA in order for your patient to receive Gamifant.

For more information about the PA process and its requirements,
refer to A Guide to Prior Authorization Submissions.




Letter of Medical N ity i lzsg) for
primary hemophagocytic lymphohistiocytosis (HLH)

The following is a sample Letter of Medical Necessity. Highlighted information within

brackets is templated and should be replaced with pertinent information for the

individual patient on whose behalf you are submitting the letter. Italicized information
within brackets is intended to provide additional guidance and should be omitted from
the final letter.

[Date]

[Payer medical director/contact name]
[Payer organization name]

[Street address]

[City, state, zip code]

RE: [Patient name]

Date of birth: [Patient's DOB]

Policy ID/Group number: [Policy ID/group number]
Policy holder: [Policy holder's name]

Dear [Payer medical director/contact :

08 l/practice], writing on behalf of my
al necessity of Gamifant® (emapalumab-
hemophagocytic lymphohistiocytosis (HLH)

| am [Physician name, crede
patient, [Patient nal
Izsg), that | plan on

with refra ecurt ive disease or intolerance with conventional HLH
therapy. ifant is |'antibody that binds to and neutralizes interferon
gamma (1 pproved by the FDA in November 2018.

1. Patient-S| Rationale for Treatment

In brief, it is my medical opinion that initiating treatment with Gamifant for [Patient name]
is medically appropriate and necessary, and that both the drug and the procedures
required for its administration should be covered and reimbursable. Below, this letter
outlines [Patient name]'s medical history and prognosis and the rationale for treatment
with Gamifant. The patient meets diagnostic criteria [list criteria here].

2. Summary of Patient’s Medical History
[This section is to be completed by the physician based on the patient’s medical history
and prognosis. Payers may want you to include the following:]

- [Patient's diagnosis and current condition]

- [Relevant medical history or family history]

- [Patient's to previous i i or ise) for

symptoms associated with HLH]
- [Date of scheduled stem cell transplant]

gamifant caey
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THE IMPORTANCE OF A LETTER OF
MEDICAL NECESSITY

Along with, or instead of, an ME request form, health

plans may require a Letter of Medical Necessity to support
treatments for rare diseases. A Letter of Medical Necessity
enables you to provide an overview of the patient’'s medical
history and circumstances. This informs the health plan why,
in your medical opinion, you are requesting the treatment
for this patient. The information covered in the letter typically
includes, but is not limited to, the following;:

* Background information on the disease state

* Patient information (name, contact information, health
plan, policy number, and claim number, if available)

* Prescriber information, such as credentials, specialty,
practice, and number of patients he or she manages
with a similar condition

* Requested treatment and details about the treatment,
eg, why it needs to be prescribed/administered

* Rationale for the patient to receive the treatment, such as

- Summary of patient's medical history, including prior
treatments and clinical outcomes

- Patient’s prognosis

* Information about the treatment being requested, including
indication, dosing, administration, and clinical trial efficacy
and safety from the Prescribing Information

+ Concluding remarks that summarize the rationale for
recommending that the patient receive treatment

* Sign-off

* List of references

Refer to the electronic Sample Letter of Medical Necessity that your facility can customize

for your patients who may be appropriate candidates for Gamifant® (emapalumab-Izsg).
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Step-by-Step Guide to C&mp/@émg/ an ME

THERE ARE 3 STEPS WHEN PROCESSING AN ME
1 2 3

SN/ D

Complete Complete the ME Submit and
a benefits request and/or track your ME
Letter of Medical request

investigation

Necessity

STEP 1: %U,

Complete a benefits investigation

* Health plans have different requirements for submitting an ME. You will identify the ME requirements

specific to Gamifant® (emapalumab-Izsg) through a benefits investigation. For more information about what
Tips for Completing a Benefits Investigation.

to ask health plans during a benefits investigation, see
* Information that you can learn during the benefits investigation includes
- Whether a PA, ME, and/or Letter of Medical Necessity are required
- If there are restrictions around where the treatment can be administered
- The patient's copay, coinsurance, deductible, secondary insurance, and any other
out-of-pocket costs
- Where and how to submit the claim

Tips o comp o
For more information on benefits investigations and PA submissions, R P
please consult these other resources. E
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STEP 2:
Complete the ME request and/or the Letter of Medical Necessity ,\/

Once you have identified the process for an ME from your patient’s health plan, complete the necessary ME
form and/or Letter of Medical Necessity.

WHAT INFORMATION SHOULD BE INCLUDED IN THE ME AND LETTER OF MEDICAL NECESSITY?

@ Background on your patient’s condition

@ Explain why, in your opinion, Gamifant® (emapalumab-Izsg) is the appropriate choice for your patient

* Provide any clinical validation supporting Gamifant treatment for your patient and cite any
relevant literature.

+ State any patient-specific reasons for selecting Gamifant, such as the expected effect of treatment.

* Review the criteria listed in the health plan’s medical policy and identify the specific criteria your patient
meets. For any unmet criteria, explain why the patient should be exempted from meeting those criteria.

[:J/ Additional documentation supporting your decision to strengthen your request

* Provide general medical history, listing comorbidities, medication history, and any v
other relevant patient information. e

* Letters from other healthcare professionals (such as geneticists) supporting your
choice of Gamifant for your patient.

* Relevant clinical information regarding your treatment choice, such as the
product Prescribing Information. Additional information can be found in the
Gamifant Clinical Overview.

+ Other relevant patient information may also be included, as appropriate.

4 )

[] Missing or incorrect information is a common reason why an ME may be denied.

Remember to complete the ME request carefully and accurately to avoid any delay in
treatment for your patient.
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STEP 3: Hahd
Submit and track your ME request °-
* Determine how to submit an ME (or an urgent ME) request by contacting the payer via
phone, fax, email, or the health plan’s website.
+ Determine the appropriate individual to contact regarding the ME request.
* Track the status of the request and follow up as needed.
4 N
Proactively contacting the health plan to have a peer-to-peer discussion
ﬁ regarding the patient, clinical issues, and the reasons for prescribing
Gamifant® (emapalumab-Izsg), may be helpful. This may assist the health plan
to better understand your treatment decision.
\_ J

Some states have legislation requiring health plans to respond to ME requests within
a predetermined time period.
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What if the ME Is Derued?

If the ME is denied, determine the reason for the denial. Review the following considerations to determine
your course of action.

IF THE ME IS DENIED DUE TO INACCURATE OR INCOMPLETE INFORMATION, REVISE AND RESUBMIT

+ Carefully review the request to verify that the information is correct and complete and that no information has
been omitted. If the reasons for the denial are not provided, contact the health plan for details.

* If necessary, resubmit the request with all the required information.

* Remember, Gamifant Cares can help you understand the process for handling an ME denial. Be sure to keep
a copy of all pages of the denial letter so Gamifant Cares can help in a timely manner.

IF THE ME IS DENIED DUE TO CLINICAL REASONS, REQUEST A PEER-TO-PEER DISCUSSION

Contact the health plan directly and arrange for the prescribing physician to speak with a clinical representative
or medical director for a peer-to-peer discussion. The physician can request to speak to an individual with

a similar specialty (eg, pediatrician, neonatologist, perinatal specialist, pediatric hematologist/oncologist).

A peer-to-peer discussion should include detailed information about the patient's medical history, diagnostic
tests, clinical considerations, and the reason for the requested treatment. This discussion may help the health
plan understand the concerns for your patient and why there is an ME request for your treatment of choice.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient

90 healthcare coverage options and financial assistance information that may be available to help
patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

¢ Provide financial assistance information

+ Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program

For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 am to 8 pm ET.

IMPORTANT INFORMATION: Any coding, coverage, payment, or other information contained herein is gathered from various resources, general in
nature, and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always
the provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements
of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or
procedure remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a
guarantee of coverage or reimbursement for any product or service.

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-4941 (V3.0) 05/23




Sample Letter of Medical Necessity—Gamifant® (emapalumab-lzsg) for
primary hemophagocytic lymphohistiocytosis (HLH)
[The following is a sample Letter of Medical Necessity. Highlighted information within
brackets is templated and should be replaced with pertinent information for the
individual patient on whose behalf you are submitting the letter. This paragraph and
italicized information within brackets are intended to provide additional guidance and
should be omitted from the final letter. Healthcare providers should also consider using
their organization's official letterhead.]

[Date]

[Payer medical director/contact name]
[Payer organization name]

[Street address]

[City, state, zip code]

RE: [Patient name]

Date of birth: [Patient’s DOB]

Policy ID/Group number: [Policy ID/group number]
Policy holder: [Policy holder’'s name]

Dear [Payer medical director/contact name]:

| am [Physician name, credentials, specialty, hospital/practice], writing on behalf of my
patient, [Patient name], to document the medical necessity of Gamifant® (emapalumab-
Izsg), that | plan on using to treat primary hemophagocytic lymphohistiocytosis (HLH)
with refractory, recurrent, or progressive disease or intolerance with conventional HLH
therapy. Gamifant is a monoclonal antibody that binds to and neutralizes interferon
gamma (IFNY) and was approved by the FDA in November 2018.

1. Patient-Specific Rationale for Treatment

In brief, it is my medical opinion that initiating treatment with Gamifant for [Patient name]
is medically appropriate and necessary, and that both the drug and the procedures
required for its administration should be covered and reimbursable. Outlined below are
[Patient name]'s medical history and prognosis and the rationale for treatment with
Gamifant. The patient meets diagnostic criteria [list criteria here].

2. Summary of Patient’s Medical History
[Note: This section is to be completed by the physician based on the patient’s medical
history and prognosis. Italicized information within brackets is intended to provide
additional guidance and should be omitted from the final letter. Payers may want you to
include the following:]

- [Patient’s diagnosis and current condition]

- [Relevant medical history or family history]

- [Patient's response to previous therapies (conventional or otherwise) for

symptoms associated with HLH]
- [Date of scheduled stem cell transplant]





3. Gamifant Dosing Information
[Note: This section is to be completed by the physician based on the intended treatment
plan. See attached full Prescribing Information for details. Italicized information within
brackets is intended to provide additional guidance and should be omitted from the final
letter. Payers may want you to mention the following, based on Gamifant dosing and
administration guidelines:]

- [Starting dose]

- [Potential duration of therapy]

Please call my office at [telephone number] if you require additional information. | look
forward to receiving your timely response and approval of this authorization.

Sincerely,

[Physician Name]
[Title, Institution]
[Email/phone]

[Attach or continue with full prescribing label.]

Gamifant-Full-Prescri
bing-Information.pdf

SOb' Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
mesengn ©2023 Swedish Orphan Biovitrum. All rights reserved. NP-23445 (V3.0) 05/23
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Gamifant® (emapalumab-lzsg)
Clinical Overview

Gamifant® (emapalumab-Izsg) is an interferon gamma (IFNy)-blocking antibody
indicated for the treatment of adult and pediatric (newborn and older) patients
with primary hemophagocytic lymphohistiocytosis (HLH) with refractory,

recurrent, or progressive disease or intolerance with conventional HLH therapy:

Please see Important Safety Information on page 6 and
accompanying full Prescribing Information.
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The Only FDA-Approved Drug for Primary HLH

* Gamifant (emapalumab-Izsg) is the only drug approved by the US Food and Drug Administration (FDA) for
treating primary hemophagocytic lymphohistiocytosis (HLH) in adult and pediatric patients'?

* Gamifant received Breakthrough Therapy, Rare Pediatric Disease, and Orphan Drug designations from
the FDA?

* The efficacy of Gamifant was evaluated in a multicenter, open-label, single-arm trial in 27 pediatric patients
with suspected or confirmed primary HLH with either refractory, recurrent, or progressive disease during
conventional HLH therapy or who were intolerant of conventional HLH therapy’

In patients taking Gamifant

63%

(95% CI: 0.42, 0.81)

of patients with primary HLH
achieved an overall response’*

* All patients were refractory to standard of care (SoC), receiving a median of
3 prior therapies before enrollment in the trial’

*Overall response rate was defined as achievement of either a complete or partial response or
HLH improvement."

70% of patients proceeded to
hematopoietic stem cell transplant (HSCT)'

* Median duration of treatment prior to HSCT was 59 days'

Important Safety Information

Before initiating Gamifant, patients should be evaluated for infection, including latent tuberculosis (TB).
Prophylaxis for TB should be administered to patients who are at risk for TB or known to have positive purified
protein derivative (PPD) test result or positive IFNy release assay.

During Gamifant treatment, patients should be monitored for TB, adenovirus, Epstein-Barr virus (EBV), and
cytomegalovirus (CMV) every 2 weeks and as clinically indicated.

Please see additional Important Safety Information on page 6 and accompanying full
Prescribing Information.
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Pivotal Clinical Trial of Gamifant (emapalumab-lzsg)

Study design
* A multicenter, open-label, single-arm trial in pediatric patients’

* Patients had suspected or confirmed primary HLH with either refractory, recurrent, or progressive disease
during conventional HLH therapy or were intolerant of conventional HLH therapy’

* Patients received a median of 3 prior therapies before enrollment in the trial’
* Twenty-seven patients enrolled and 20 patients (74%) completed the study’

* Twenty-two patients enrolled in the open-label extension study for up to 1 year after HSCT or after the last
Gamifant infusion’

Pivotal Trial (N=27)"* Follow-up Study (N=22)"#

Long-term follow-up duration:
up to 1 year after HSCT (or after last
Gamifant infusion*)

Treatment duration:

4 to 8 weeks

Gamifant Short-term : HSCT! Follow-up after HSCT
treatment period follow-up after s g)ﬁ;)c\%linant (last (or Gamifant infusion)
HSCT P infusion®)

OR

Continue on Gamifant
until start of

conditioning

Week 4 8 12 Day 30+ 1 year

*Last infusion for patients who do not undergo HSCT.

fHSCT may occur either in the pivotal trial or follow-up study.

Important Safety Information (continued)
Patients should be administered prophylaxis for herpes zoster, Pneumocystis jirovecii, and fungal infections prior
to Gamifant administration.

Do not administer live or live attenuated vaccines to patients receiving Gamifant and for at least 4 weeks after
the last dose of Gamifant. The safety of immunization with live vaccines during or following Gamifant therapy has
not been studied.

Please see additional Important Safety Information on page 6 and accompanying full
Prescribing Information.
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Pivotal Clinical Trial of Gamifant (emapalumab-Izsg) (continued)

Clinical efficacy
Primary Endpoint: Overall Response Rate (ORR)

* The efficacy of Gamifant was based on the ORR at the end of treatment (4 to 8 weeks)'#

* Gamifant induced a clinically and statistically significant ORR in 63% of patients'
- All patients were refractory to SoC, receiving a median of 3 prior therapies before enrollment in the trial’

ORR at End of Treatment'’

Gamifant (N=27)
N (%) 17 (63)
ORR 95% Cl 0.42, 0.81
P value* 0.013
Complete response, n (%) 7 (26)
Overall Response by Category Partial response, n (%) 8 (30)
HLH improvement, n (%) 2(7.4)

*P value based on exact binomial test at a one-sided significance level of 2.5% comparing proportion of patients with overall response
with the null hypothesis of 40%.

What Is ORR?"

ORR is defined as achievement of either a complete response or partial response or HLH improvement
evaluated based on objective clinical and laboratory parameters.

Complete response

» Normalization of all HLH abnormalities
(ie, no fever, no splenomegaly, neutrophils >1x10%L, platelets >100x10%L, ferritin <2000 pg/L, fibrinogen
>1.50 g/L, D-dimer <500 pg/L, normal central nervous system symptoms, and no worsening of soluble
CD25 [also referred to as soluble interleukin-2 receptor] >2-fold baseline)

Partial response

* Normalization of >3 HLH abnormalities

HLH improvement

* >3 HLH abnormalities improved by at least 50% from baseline

Key Secondary Endpoint: HSCT
* Treatment with Gamifant enabled 70% of patients who had already failed previous therapy to proceed
to HSCT (median duration of treatment with Gamifant: 59 days) '
- HSCT is the only cure for primary HLH, but it requires that inflammation be controlled prior to transplant>®

Important Safety Information (continued)

Infusion-Related Reactions

Infusion-related reactions, including drug eruption, pyrexia, rash, erythema, and hyperhidrosis, were reported
with Gamifant treatment in 27% of patients. In one-third of these patients, the infusion-related reaction occurred
during the first infusion.

Please see additional Important Safety Information on page 6 and accompanying full
Prescribing Information.

_ 4
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Pivotal Clinical Trial of Gamifant (emapalumab-Izsg) (continued)

Dosage and administration of Gamifant

Recommended Dosing'

Starting Dose Frequency Titration
1 mg/kg intravenously * Twice per week (every 3 to 4 days) * May be increased to 3 mg/kg on
infused over 1 hour « Until HSCT is performed or day 3, then to 6 mg/kg on day 6,
unacceptable toxicity and up to a maximum dose of

10 mg/kg on day 9
* Based on physician's assessment
of clinical response

* After the patient’s clinical condition is stabilized, the dose may be decreased to the previous level to maintain
clinical response until HSCT'

* All patients received concomitant dexamethasone, which was tapered according to the treating physician’s judgment’

Gamifant was administered for 4 to 8 weeks—with most patients remaining on the
lowest dosages’

* The majority of patients remained on the starting dose of 1 mg/kg (44%) or required modest dose
escalation to 3 mg/kg to 4 mg/kg (30%)’

Safety information

Most Commonly Reported Adverse Reactions (220%) in the Pivotal Trial"#~

Adverse Reactions Gamifant (N=34)
Infections' 56%
Hypertension® 41%
Infusion-related reactions® 27%
Pyrexia 24%

* In this difficult-to-treat, immunocompromised patient population, refractory to SoC’
- 53% percent experienced serious adverse reactions
- Only 1 patient discontinued treatment
* Discontinuation was due to disseminated histoplasmosis
*Safety was analyzed in treatment-experienced and treatment-naive patients (N=34).
fIncludes viral, bacterial, and fungal infections, and infections in which no pathogen was identified.

fIncludes secondary hypertension.
SIncludes events of drug eruption, pyrexia, rash, erythema, and hyperhidrosis.

Please see additional Important Safety Information on page 6 and accompanying full
Prescribing Information.
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Indication and Usage

Gamifant® (emapalumab-lzsg) is an interferon gamma (IFNy)-blocking antibody indicated for the treatment of
adult and pediatric (newborn and older) patients with primary hemophagocytic lymphohistiocytosis (HLH) with
refractory, recurrent, or progressive disease or intolerance with conventional HLH therapy.

Important Safety Information

Before initiating Gamifant, patients should be evaluated for infection, including latent tuberculosis (TB).
Prophylaxis for TB should be administered to patients who are at risk for TB or known to have positive purified
protein derivative (PPD) test result or positive IFNy release assay.

During Gamifant treatment, patients should be monitored for TB, adenovirus, Epstein-Barr virus (EBV), and
cytomegalovirus (CMV) every 2 weeks and as clinically indicated.

Patients should be administered prophylaxis for herpes zoster, Pneurnocystis jirovecii, and fungal infections prior
to Gamifant administration.

Do not administer live or live attenuated vaccines to patients receiving Gamifant and for at least 4 weeks after
the last dose of Gamifant. The safety of immunization with live vaccines during or following Gamifant therapy has
not been studied.

Infusion-Related Reactions

Infusion-related reactions, including drug eruption, pyrexia, rash, erythema, and hyperhidrosis, were reported
with Gamifant treatment in 27% of patients. In one-third of these patients, the infusion-related reaction occurred
during the first infusion.

Adverse Reactions

In the pivotal trial, the most commonly reported adverse reactions (>10%) for Gamifant included infection (56%),
hypertension (41%), infusion-related reactions (27%), pyrexia (24%), hypokalemia (15%), constipation (15%), rash
(12%), abdominal pain (12%), CMV infection (12%), diarrhea (12%), lymphocytosis (12%), cough (12%), irritability
(12%), tachycardia (12%), and tachypnea (12%).

Additional selected adverse reactions (all grades) that were reported in less than 10% of patients treated with
Gamifant included vomiting, acute kidney injury, asthenia, bradycardia, dyspnea, gastro-intestinal hemorrhage,
epistaxis, and peripheral edema.

Please see the full Prescribing Information for Gamifant.

References: 1. Gamifant [prescribing information]. Geneva, Switzerland: Novimmune SA; November 2018. 2. FDA approves Gamifant®
(emapalumab), the first and only treatment for primary haemophagocytic lymphohistiocytosis (HLH) [news release]. Stockholm, Sweden:

Sobi; November 20, 2018. https://www.sobi.com/en/investors/fda-approves-gamifantr-emapalumab-first-and-only-treatment-primary-
haemophagocytic. Accessed November 20, 2018. 3. Novimmune receives Rare Pediatric Disease designation from the FDA for its lead drug
emapalumab [news release]. Geneva, Switzerland: Novimmune; September 5, 2017. https://www.novimmune.com/en/swiss-biopharmaceutical-
company/news/2017/novimmune-receives-rare-pediatric-disease-designation-fda-its-lead-drug-emapalumab.html. Accessed October 25, 2018.
4. Data on file. Sobi, Inc. Clinical Study Report NI-0501-04. 5. Henter JI, Horne A, Arico M, et al; for the Histiocyte Society. HLH-2004: diagnostic
and therapeutic guidelines for hemophagocytic lymphohistiocytosis. Pediatr Blood Cancer. 2007;48(2):124-131. 6. Jordan MB, Allen CE, Weitzman
S, Filipovich AH, McClain KL. How | treat hemophagocytic lymphohistiocytosis. Blood. 2011;118(15):4041-4052.

Q SO bl Gamifant is a registered trademark, licensed by Swedish Orphan Biovitrum AB (publ) and is marketed by Sobi, Inc.
© 2018 Swedish Orphan Biovitrum. All rights reserved. PP-4994






HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use

GAMIFANT safely and effectively. See full prescribing information for

GAMIFANT. * None. (4)

CONTRAINDICATIONS

GAMIFANT® (emapalumab-lzsg) injection, for intravenous use . WARN,INGS AND PRECAUTIONS
Initial U.S. Approval: 2018 e Infections: Monitor patients for signs and symptoms and treat promptly.

Test for latent tuberculosis. Administer prophylactic treatment against
INDICATIONS AND USAGE Herpes Zoster, Pneumocystis jirovecii and fungal infections. (5.1)
GAMIFANT is an interferon gamma (IFNy) blocking antibody indicated for e Live Vaccines: Do not administer live or live attenuated vaccines to
the treatment of adult and pediatric (newborn and older) patients with primary patler}ts receving GAMIFANT (‘542) ) ) )
hemophagocytic lymphohistiocytosis (HLH) with refractory, recurrent or e Infusion-Related Reactions: Monitor patients for infusion-related

progressive disease or intolerance with conventional HLH therapy. (1)

DOSAGE AND ADMINISTRATION
For intravenous infusion only:

e Recommended starting dosage: 1 mg/kg as an intravenous infusion over 1

hour twice per week. (2.1)
e Administer dexamethasone concomitantly with GAMIFANT. (2.3)

DOSAGE FORMS AND STRENGTHS
Injection:
e 10 mg/2 mL (5 mg/mL) solution in a single-dose vial (3)

reactions. Interrupt infusion for severe infusion reactions and institute
appropriate medical management. (5.3)

ADVERSE REACTIONS

The most common adverse reactions (> 20%) were: infections, hypertension,
infusion-related reactions, and pyrexia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact 1-866-773-
5274 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication

e 50 mg/10 mL (5 mg/mL) solution in a single-dose vial (3) Guide.

e 100 mg/20 mL (5 mg/mL) solution in a single-dose vial (3) Revised: 05/2022
FULL PRESCRIBING INFORMATION: CONTENTS*

1  INDICATIONS AND USAGE 8  USE IN SPECIFIC POPULATIONS

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosing
2.2 Monitoring to Assess Safety
2.3 Pre-Medications and Concomitant Medication Information

8.1 Pregnancy
8.2 Lactation

8.4 Pediatric Use
8.5 Geriatric Use

2.4 Dose Modification Based on Response 11 DESCRIPTION
2.5 [Instructions for Preparation and Administration 12 CLINICAL PHARMACOLOGY
3  DOSAGE FORMS AND STRENGTHS 12.1 Mechanism of Action
4 CONTRAINDICATIONS 12.2 Pharmacodynamics
5  WARNINGS AND PRECAUTIONS 12.3 Pharmacokinetics
5.1 Infections 13 NONCLINICAL TOXICOLOGY
5.2 Increased Risk of Infection with Use of Live Vaccines 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
5.3 Infusion-Related Reactions 14 CLINICAL STUDIES
6 ADVERSE REACTIONS 16 HOW SUPPLIED/STORAGE AND HANDLING
6.1 Clinical Trial Experience 17 PATIENT COUNSELING INFORMATION

6.2 Immunogenicity
7 DRUG INTERACTIONS
7.1 Effect of GAMIFANT on Cytochrome P450 Substrates

*Sections or subsections omitted from the full prescribing information
are not listed.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

GAMIFANT is indicated for the treatment of adult and pediatric (newborn and older) patients
with primary hemophagocytic lymphohistiocytosis (HLH) with refractory, recurrent or
progressive disease or intolerance with conventional HLH therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing

The recommended starting dose of GAMIFANT is 1 mg/kg given as an intravenous infusion
over 1 hour twice per week (every three to four days). Doses subsequent to the initial dose may
be increased based on clinical and laboratory criteria /see Dosage and Administration (2.4)].

Administer GAMIFANT until hematopoietic stem cell transplantation (HSCT) is performed or
unacceptable toxicity. Discontinue GAMIFANT when a patient no longer requires therapy for
the treatment of HLH.

2.2 Monitoring to Assess Safety
Before Initiating GAMIFANT Treatment

Conduct testing for latent tuberculosis infections using the purified protein derivative (PPD) or
IFNy release assay and evaluate patients for tuberculosis risk factors prior to initiating
GAMIFANT. Administer tuberculosis prophylaxis to patients at risk for tuberculosis, or known
to have a positive PPD test result, or positive IFNy release assay.

During GAMIFANT Treatment

Monitor for tuberculosis, adenovirus, EBV and CMV every 2 weeks and as clinically indicated.
2.3 Pre-Medications and Concomitant Medication Information

Pre-Medications

Administer prophylaxis for Herpes Zoster, Pneumocystis jirovecii, and for fungal infections prior
to GAMIFANT administration.

Concomitant Medications

For patients who are not receiving baseline dexamethasone treatment, begin dexamethasone at a
daily dose of at least 5 to 10 mg/m? the day before GAMIFANT treatment begins. For patients
who were receiving baseline dexamethasone, they may continue their regular dose provided the
dose is at least 5 mg/m?. Dexamethasone can be tapered according to the judgment of the treating
physician [see Clinical Studies (14)].





2.4 Dose Modification Based on Response

The GAMIFANT dose may be titrated up if disease response is unsatisfactory (see Table 1) [see
Clinical Pharmacology (12.3)]. After the patient’s clinical condition is stabilized, decrease the
dose to the previous level to maintain clinical response.

Table 1: Dose Titration Criteria
Treatment GAMIFANT Dose Criteria for Dose Increase
Day
Day 1 Starting Dose of 1 N/A
mg/kg
On Day 3 Increase to 3 mg/kg Unsatisfactory improvement in clinical condition, as
assessed by a healthcare provider AND at least one
From Day 6 Increase to 6 mg/kg of the following:
onwards

* Fever — persistence or recurrence
= Platelet count

» If baseline < 50,000/mm? and no
improvement to > 50,000/mm?>

» If baseline > 50,000/mm? and less than 30%
improvement

« If baseline > 100,000/mm? and decrease to <
100,000/mm?

* Neutrophil count

» If baseline < 500/mm?® and no improvement to

> 500/mm?

* If baseline > 500 -1000/mm? and decrease to
< 500/mm?

* If baseline 1000-1500/mm? and decrease to <
1000/mm?

* Ferritin (ng/mL)
* Ifbaseline > 3000 ng/mL and < 20% decrease

* Ifbaseline < 3000 ng/mL and any increase to >
3000 ng/mL

* Splenomegaly — any worsening

* Coagulopathy (both D-Dimer and Fibrinogen
must apply)

* D-Dimer






Treatment GAMIFANT Dose Criteria for Dose Increase
Day

= If abnormal at baseline and no
improvement

* Fibrinogen (mg/dL)

* If baseline levels < 100 mg/dL and no
improvement

* If baseline levels > 100 mg/dL and any
decrease to < 100 mg/dL

From Day 9 Increase to 10 mg/kg Assessment by a healthcare provider that based on
onwards initial signs of response, a further increase in

GAMIFANT dose can be of benefit

2.5

Instructions for Preparation and Administration

Preparation
GAMIFANT vials are for single-use only.

Prepare the solution for infusion as follows:

Calculate the dose (mg/kg), total volume (mL) of GAMIFANT required and the number
of GAMIFANT vials needed based on patient actual body weight [see Dosage and
Administration (2.1)].

Inspect GAMIFANT vials visually for particulate matter and discoloration prior to
dilution. GAMIFANT is a clear to slightly opalescent, colorless to slightly yellow liquid.
Do not administer if discolored or foreign particulate matter is present.

Withdraw the necessary amount of GAMIFANT solution and dilute with 0.9% Sodium
Chloride Injection, USP to a maximum concentration of 2.5 mg/mL. Do not dilute
product to less than 0.25 mg/mL.

Discard any unused portion left in the vial(s).

The diluted solution can be placed in either a syringe or an infusion bag, depending on
the volume needed.

Use a gamma irradiated latex-free, polyvinyl chloride (PVC)-free syringe. Do not use
with ethylene oxide-sterilized syringes.

Use a non-PVC polyolefin infusion bag.






Administration

e Administer GAMIFANT diluted solution intravenously over 1 hour through an
intravenous line containing a sterile, non-pyrogenic, low-protein binding 0.2 micron in-
line filter.

¢ Do not infuse GAMIFANT concomitantly with other agents and do not add any other
product to the infusion bag or syringe.

e Do not store any unused portion of the infusion solution for reuse. Any unused product or
waste material should be disposed of in accordance with local requirements.

Storage of Diluted Solution

This product does not contain a preservative.
If not administered immediately:

e Store the diluted solution of GAMIFANT under refrigeration at 2°C to 8°C (36°F to
46°F) for no more than 4 hours from the time of dilution.

o Ifrefrigerated, allow the diluted solution to come to room temperature prior to
administration.

e Do not freeze. Do not shake.

3 DOSAGE FORMS AND STRENGTHS

GAMIFANT is a clear to slightly opalescent, colorless to slightly yellow preservative-free
solution available as:

Injection:
e 10 mg/2 mL (5 mg/mL) in a single-dose vial
e 50 mg/10 mL (5 mg/mL) in a single-dose vial
e 100 mg/20 mL (5 mg/mL) in a single-dose vial

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Infections

GAMIFANT may increase the risk of fatal and serious infections to include specific pathogens
favored by IFNy neutralization, including mycobacteria, Herpes Zoster virus, and Histoplasma
Capsulatum.





Do not administer GAMIFANT in patients with infections caused by these pathogens until
appropriate treatment has been initiated.

In 32% of patients receiving GAMIFANT in clinical trials, serious infections such as sepsis,
pneumonia, bacteremia, disseminated histoplasmosis, necrotizing fasciitis, viral infections, and
perforated appendicitis were observed. The reported infections were viral (41%), bacterial
(35%), fungal (9%), and the pathogen was not identified in 15% of cases.

Evaluate patients for tuberculosis risk factors and test for latent infection (PPD testing, PCR, or
IFNy release assay) prior to initiating GAMIFANT. Administer tuberculosis prophylaxis to
patients at risk for tuberculosis or known to have a positive purified protein derivative (PPD) test
result [see Dosage and Administration (2.2)].

Administer prophylaxis for Herpes Zoster, Pneumocystis jirovecii, and fungal infection to
mitigate the risk to patients while receiving GAMIFANT. Employ surveillance testing during
treatment with GAMIFANT.

Closely monitor patients receiving GAMIFANT for signs or symptoms of infection, promptly
initiate a complete diagnostic workup appropriate for an immunocompromised patient, and
initiate appropriate antimicrobial therapy.

5.2 Increased Risk of Infection with Use of Live Vaccines

Do not administer live or live attenuated vaccines to patients receiving GAMIFANT and for at
least 4 weeks after the last dose of GAMIFANT. The safety of immunization with live vaccines
during or following GAMIFANT therapy has not been studied.

5.3 Infusion-Related Reactions

Infusion-related reactions including drug eruption, pyrexia, rash, erythema, and hyperhidrosis
were reported with GAMIFANT treatment in 27% of patients. In one-third of these patients, the
infusion-related reaction occurred during the first infusion.

All infusion related reactions were reported as mild to moderate. Monitor patients for infusion-
related reactions. Interrupt infusion for infusion reactions and institute appropriate medical
management prior to continuing infusion at a slower rate.

6 ADVERSE REACTIONS
The following adverse reactions are described elsewhere in the labeling:
o Infections [see Warnings and Precautions (5.1)]

e Infusion-Related Reactions [see Warnings and Precautions (5.3)]

6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.





The safety data described in this section reflect exposure to GAMIFANT in which 34 patients
with untreated primary HLH and previously treated patients with primary HLH (NCT01818492)
received GAMIFANT at a starting dose of 1 mg/kg every 3 days with dose increases up to 10
mg/kg [see Dosage and Administration (2.1) and Clinical Studies (14)]. The median duration of
treatment with GAMIFANT was 59 days (range: 4 to 245 days) and the median cumulative dose
was 25 mg/kg (range: 4 to 254 mg/kg).

The median age of study population was 1 year (range: 0.1 to 13 years), 53% were female, and
65% were Caucasian.

Serious adverse reactions were reported in 53% of patients. The most common serious adverse
reactions (= 3%) included infections, gastrointestinal hemorrhage, and multiple organ
dysfunction. Fatal adverse reactions occurred in two (6%) of patients and included septic shock
and gastrointestinal hemorrhage.

Disseminated histoplasmosis led to drug discontinuation in one patient. The most commonly
reported adverse reactions (> 20%) were infections, hypertension, infusion-related reactions, and
pyrexia. Adverse reactions reported in > 10% of patients during treatment with GAMIFANT are
presented in Table 2.

Table 2: Adverse Reactions Reported in > 10% of Patients with Primary HLH
Adverse Reactions GAMIFANT
(%)
(N=34)
Infections® 56
Hypertension” 41
Infusion-related reactions® 27
Pyrexia 24
Hypokalemia 15
Constipation 15
Rash 12
Abdominal pain 12
Cytomegalovirus infection 12
Diarrhea 12
Lymphocytosis 12
Cough 12
Irritability 12
Tachycardia 12
Tachypnea 12






*Includes viral, bacterial, fungal, and infections in which no pathogen was identified
"Includes secondary hypertension
“Includes events of drug eruption, pyrexia, rash, erythema, and hyperhidrosis

Additional selected adverse reactions (all grades) that were reported in less than 10% of patients
treated with GAMIFANT included: vomiting, acute kidney injury, asthenia, bradycardia,
dyspnea, gastro-intestinal hemorrhage, epistaxis, and peripheral edema.

6.2 Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody
formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be
influenced by several factors, including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of
the incidence of antibodies in the studies described below with the incidence of antibodies in
other studies or to other emapalumab products may be misleading.

The immunogenicity of emapalumab-lzsg has been evaluated using an
electrochemiluminescence-based immunoassay (ECLIA). A total of 64 subjects were evaluated
for anti-therapeutic antibodies (ATAs) to emapalumab-lzsg after treatment with GAMIFANT.
ATAs were detected in 3/64 subjects (5%) who received GAMIFANT.

Treatment-emergent ATAs were detected in 1/33 (3%) of patients in the primary HLH clinical
trial. The ATAs in this patient were found to have neutralizing ability. One patient receiving
GAMIFANT through compassionate use developed transient non-neutralizing treatment-
emergent ATAs. In both of these patients, ATAs occurred within the first 9 weeks following the
initiation of GAMIFANT treatment. In addition, one healthy subject tested positive for ATAs
following a single dose of GAMIFANT. No evidence of an altered safety or efficacy profile was
identified in the primary HLH patients who developed antibodies to emapalumab-lzsg.

7 DRUG INTERACTIONS

7.1 Effect of GAMIFANT on Cytochrome P450 Substrates

The formation of CYP450 enzymes may be suppressed by increased levels of cytokines (such as
IFNY) during chronic inflammation. By neutralizing IFNy, use of GAMIFANT may normalize
CYP450 activities which may reduce the efficacy of drugs that are CYP450 substrates due to
increased metabolism.

Upon initiation or discontinuation of concomitant GAMIFANT, monitor for reduced efficacy
and adjust dosage of CYP450 substrate drugs as appropriate.





8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on GAMIFANT use in pregnant women to inform a drug-associated
risk of adverse developmental outcomes. In an animal reproduction study, a murine surrogate
anti-mouse [FNy antibody administered to pregnant mice throughout gestation crossed the
placental barrier, and no fetal harm was observed (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively.

Data
Animal Data

In a mouse embryo-fetal development study, a murine surrogate anti-mouse IFNy antibody was
administered every 3-4 days throughout organogenesis and late gestation at doses of 0, 30, 75 or
150 mg/kg/occasion. The surrogate antibody was detected in the plasma of all treated pregnant
mice and their corresponding fetuses. No maternal toxicity occurred and there was no evidence
of teratogenicity or effects on embryo-fetal survival or growth.

8.2 Lactation

Risk Summary

There is no information regarding the presence of emapalumab-lzsg in human milk, the effects
on the breastfed child, or the effects on milk production. Published data suggest that only limited
amounts of therapeutic antibodies are found in breast milk and they do not enter the neonatal and
infant circulations in substantial amounts.

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for GAMIFANT and any potential adverse effects on the breastfed child
from GAMIFANT or from the underlying maternal condition.

8.4 Pediatric Use

Safety and effectiveness of GAMIFANT have been established in pediatric patients, newborn
and older, with primary HLH that is reactivated or refractory to conventional therapies. Use of
GAMIFANT is supported by a single-arm trial in 27 pediatric patients with reactivated or
refractory primary HLH. This study included pediatric patients in the following age groups: 5
patients newborn to 6 months, 10 patients 6 months to 2 years, and 12 patients from 2 years to 13
years [see Clinical Studies (14)].





8.5 Geriatric Use

Clinical studies of GAMIFANT did not include sufficient numbers of subjects aged 65 and over
to determine whether they respond differently from younger subjects. Other reported clinical
experience has not identified differences in responses between the elderly and younger patients.

11 DESCRIPTION

Emapalumab-lzsg is an interferon gamma (IFNy) blocking antibody. Emapalumab-lzsg is
produced in Chinese Hamster Ovary cells by recombinant DNA technology. Emapalumab-lzsg is
an IgG1 immunoglobulin with a molecular weight of approximately 148 kDa.

GAMIFANT (emapalumab-lzsg) injection for intravenous use is a sterile, preservative-free, clear
to slightly opalescent, colorless to slightly yellow solution provided in single-dose vials that
require dilution prior to intravenous infusion.

Each vial contains 10 mg/2 mL, 50 mg/10 mL, or 100 mg/20 mL emapalumab-lzsg at a
concentration of 5 mg/mL. Each mL also contains the following inactive ingredients: L-Histidine
(1.55 mg), L-Histidine monohydrochloride, monohydrate (3.14 mg), Polysorbate 80 (0.05 mg),
sodium chloride (7.30 mg), and Water for Injection, USP.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Emapalumab-lzsg is a monoclonal antibody that binds to and neutralizes interferon gamma
(IFNy). Nonclinical data suggest that [IFNy plays a pivotal role in the pathogenesis of HLH by
being hypersecreted.

12.2 Pharmacodynamics

IF Ny Inhibition

Emapalumab-lzsg reduces the plasma concentrations of CXCL9, a chemokine induced by IFNy.
Cardiac Electrophysiology

At a dose of 3 mg/kg GAMIFANT does not prolong the QT interval to any clinically relevant
extent.

12.3 PharmacoKkinetics

The pharmacokinetics of emapalumab-lzsg were evaluated in healthy adult subjects and in
patients with primary HLH.

Following a 1 mg/kg emapalumab-lzsg dose, median steady state peak concentration was 44
mcg/mL, which was 2.9 times higher than after the first dose. The median steady state trough
concentration was 25 mcg/mL, which was 4.3 times higher than after the first dose.
Emapalumab-lzsg AUC increases slightly more than proportionally between 1 and 3 mg/kg
doses, and less than proportionally at 3, 6, and 10 mg/kg doses.





Emapalumab-lzsg exhibits target-mediated clearance dependent on IFNy production, which can
vary between and within patients as a function of time and can affect the recommended dosage
[see Dosage and Administration (2.2)]. Emapalumab-lzsg steady state is achieved by the 7th
infusion when the IFNy production is moderate. At high IFNy production, steady-state is reached
earlier due to a shorter half-life.

Distribution

The central and peripheral volumes of distribution in a subject with body weight of 70 kg are 4.2
and 5.6 L, respectively.

Elimination

Emapalumab-lzsg elimination half-life is approximately 22 days in healthy subjects, and ranged
from 2.5 to 18.9 days in HLH patients.

Emapalumab-lzsg clearance is approximately 0.007 L/h in healthy subjects.

In patients, the total clearance of emapalumab-lzsg was significantly influenced by the
production of IFNy, demonstrating target mediated clearance of emapalumab-lzsg.

Metabolism

The metabolic pathway of emapalumab-lzsg has not been characterized. Like other protein
therapeutics, GAMIFANT is expected to be degraded into small peptides and amino acids via
catabolic pathways.

Specific Populations

Body weight (2 to 82 kg) was a significant covariate of emapalumab-lzsg pharmacokinetics,
supporting body weight-based dosing.

No clinically significant differences in the pharmacokinetics of emapalumab-lzsg were observed
based on age (0.02 to 56 year), sex (53% Females), race (71.4% Caucasian, 12.2% Asian and
8.2% Black), renal impairment including dialysis, or hepatic impairment (mild, moderate, and
severe).

Drug Interaction Studies

No drug-drug interaction studies have been conducted with GAMIFANT.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No carcinogenicity or genotoxicity studies have been conducted with emapalumab-lzsg.

No studies have been conducted to evaluate the effects of emapalumab-lzsg on fertility; however,
no adverse effects on male or female reproductive organs were observed in the 8- or 13-week
repeat-dose toxicity studies in cynomolgus monkeys.





14 CLINICAL STUDIES

The efficacy of GAMIFANT was evaluated in a multicenter, open-label, single-arm trial NI-
0501-04 (NCT01818492) in 27 pediatric patients with suspected or confirmed primary HLH with
either refractory, recurrent, or progressive disease during conventional HLH therapy or who were
intolerant of conventional HLH therapy.

Patients were required to fulfill the following criteria for enrollment: primary HLH based on a
molecular diagnosis or family history consistent with primary HLH or five out of the 8 criteria
fulfilled: fever, splenomegaly, cytopenias affecting 2 of 3 lineages in the peripheral blood
(hemoglobin < 9 , platelets < 100 x 10%/L, neutrophils < 1 x 10°/L), hypertriglyceridemia (fasting
triglycerides > 3 mmol/L or > 265 mg/dL) and/or hypofibrinogenemia (< 1.5 g/L),
hemophagocytosis in bone marrow, spleen, or lymph nodes with no evidence of malignancy, low
or absent NK-cell activity, ferritin > 500 mcg/L, soluble CD25 > 2400 U/mL. Patients had to
have evidence of active disease as assessed by treating physician. Patients had to fulfill one of
the following criteria as assessed by the treating physician: having not responded or not achieved
a satisfactory response or not maintained a satisfactory response to conventional HLH therapy, or
intolerance to conventional HLH treatments. Patients with active infections caused by specific
pathogens favored by IFNy neutralization were excluded from the trial (e.g., mycobacteria and
Histoplasma Capsulatum). Patients received prophylaxis for Herpes Zoster, Pneumocystis
Jjirovecii, and fungal infections.

Twenty-seven patients enrolled and received treatment in the study and twenty patients (74%)
completed the study. Seven patients (26%) were prematurely withdrawn. Twenty-two patients
(81%) enrolled onto the open-label extension study which monitored patients for up to 1 year
after HSCT or after the last GAMIFANT infusion (NI-0501-05; NCT02069899).

The study treatment duration was up to 8 weeks after which patients could continue treatment on
the extension study. All patients received an initial starting dose of GAMIFANT of 1 mg/kg
every 3 days. Subsequent doses could be increased to a maximum of 10 mg/kg based on clinical
and laboratory parameters interpreted as unsatisfactory response. Forty-four percent of patients
remained at a dose of 1 mg/kg, 30% of patients increased to 3-4 mg/kg and 26% of patients
increased to 6-10 mg/kg. The median time to dose increase was 27 days (range: 3-31 days) with
22% of patients requiring a dose increase in the first week of treatment.

All patients received dexamethasone as background HLH treatment with doses between 5 to 10
mg/m?/day. Cyclosporine A was continued if administered prior to screening. Patients receiving
methotrexate and glucocorticoids administered intrathecally at baseline could continue these
treatments.

In Study NI-0501-04, the median patient age was 1 year (0.2 to 13). Fifty-nine percent of the
patients were female, 63% were Caucasian, 11% were Asian, and 11% were Black.

A genetic mutation known to cause HLH was present in 82% of patients. The most frequent
causative mutations were FHL3-UNC13D (MUNC 13-4) (26%), FHL2-PRF1 (19%), and
Griscelli Syndrome type 2 (19%).

The HLH mutations in the population enrolled are described in Table 3.





Table 3: HLH Mutations in Patients with Primary HLH with Prior Therapy

GAMIFANT

(N=27)

HLH Genetic Confirmation 22 (82)

FHL3 — UNC13D 7 (26)

FHL2 — PRF1 5(19)

Griscelli Syndrome type 2 (RAB27A) 5(19)

FHLS — STXBP2 (UNC18B) 2(7.4)

FHL4 - STX11 1 (3.7)

X-linked Lymphoproliferative Disorder 1 (3.7)
1

X-linked Lymphoproliferative Disorder 1 (3.7)
2

All patients received previous HLH treatments. Patients received a median of 3 prior agents
before enrollment into the trial. Prior regimens included combinations of the following agents:
dexamethasone, etoposide, cyclosporine A, and anti-thymocyte globulin.

At baseline entry into the study, 78% of patients had elevated ferritin levels, thrombocytopenia
(70% with platelet count of < 100 x 10%cells/L), hypertriglyceridemia (67%) with triglyceride
level > 3 mmol/L. Central nervous system findings were present in 37% of patients. Forty-one
percent of patients had active infections not due to specific pathogens favored by IFNy
neutralization at the time of GAMIFANT initiation.

The efficacy of GAMIFANT was based upon overall response rate (ORR) at the end of
treatment, defined as achievement of either a complete or partial response or HLH improvement.
ORR was evaluated using an algorithm that included the following objective clinical and
laboratory parameters: fever, splenomegaly, central nervous system symptoms, complete blood
count, fibrinogen and/or D-dimer, ferritin, and soluble CD25 (also referred to as soluble
interleukin-2 receptor) levels. Complete response was defined as normalization of all HLH
abnormalities (i.e., no fever, no splenomegaly, neutrophils > 1x10%/L, platelets > 100x10°/L,
ferritin < 2,000 pg/L, fibrinogen > 1.50 g/L, D-dimer < 500 pg/L, normal CNS symptoms, no
worsening of sCD25 > 2-fold baseline). Partial response was defined as normalization of > 3
HLH abnormalities. HLH improvement was defined as > 3 HLH abnormalities improved by at
least 50% from baseline.





Table 4: Overall Response Rate at End of Treatment

GAMIFANT
(N=27)

Overall Response Rate

N (%) 17 (63)

(95% CI) (0.42,0.81)

p-valuet 0.013
Overall Response by Category

Complete response, n (%) 7 (26)

Partial response 8 (30)

HLH improvement 2(7.4)

tp-value based on Exact Binomial Test at a one-sided significance level of 2.5% comparing proportion of patients
with overall response to hypothesized null hypothesis of 40%.
CI = confidence interval

The median duration of first response, defined as time from achievement of first response to loss
of first response, is not reached (range: 4-56+ days). Seventy percent (19/27) of patients
proceeded to HSCT.

16 HOW SUPPLIED/STORAGE AND HANDLING

GAMIFANT (emapalumab-lzsg) injection is a sterile, clear to slightly opalescent, colorless to
slightly yellow solution supplied in the following packaging configuration:

NDC 66658-501-01 — containing one 10 mg/2 mL (5 mg/mL) single-dose vial
NDC 66658-505-01 — containing one 50 mg/10 mL (5 mg/mL) single-dose vial
NDC 66658-510-01 — containing one 100 mg/20 mL (5 mg/mL) single-dose vial

Store GAMIFANT in a refrigerator at 2°C to 8°C (36°F to 46°F) in original carton to protect from
light. Do not freeze or shake. This product contains no preservative.

17 PATIENT COUNSELING INFORMATION
Adpvise the patient to read the FDA-approved patient labeling (Medication Guide).
Infections

Inform patients and their caregivers of the risk of developing infections during treatment with
GAMIFANT, and to report any symptoms of infection [see Warnings and Precautions (5.1)].

Vaccinations

Advise patients and their caregivers that the patient should not receive live or live attenuated
vaccines during GAMIFANT treatment [see Warnings and Precautions (5.2)].

Infusion-Related Reactions





Advise patients and their caregivers of the potential for developing infusion-related reactions
during treatment with GAMIFANT [see Warnings and Precautions (5.3)].

Manufactured by:

Swedish Orphan Biovitrum AB (publ)
Stockholm, Sweden
U.S. License Number 1859

Distributed by:

Sobi Inc.
77 Fourth Avenue, 3™ Floor
Waltham, MA 02451-7559

Manufactured at:

Patheon Italia S.p.A
2° Trav. SX Via Morolense, 5
03013-Ferentino Italy

Product of the United Kingdom
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Inyoa/ufwwe of the Benefits Investigation for Gamifant

For patients prescribed Gamifant®(emapalumab-Izsg), a benefits investigation is an important and necessary
step for determining drug coverage. Based on the patient's benefits and his or her individual care plan, the
benefits investigation will help to identify any health plan requirements.

Additionally, the benefits investigation may help healthcare providers to determine coverage and coding
requirements. There are many variables associated with the benefits set forth in each health plan. For example,
there may be differences by state and/or by site of care (eg, whether the patient is hospitalized or is treated

as an outpatient). Also, there may be patients who travel to an out-of-network facility for administration of
Gamifant, which could affect their benefits coverage.

* Medical benefits typically cover drugs such as
Gamifant that are infused by a healthcare provider
at a facility, such as a hospital.

Gamifant is most likely to
* However, health plan requirements differ. Some plans

ver nder th
ST T OAEG may cover Gamifant under the pharmacy benefit.

medical benefit
* A benefits investigation will help evaluate whether

the health plan will cover Gamifant through the
medical or pharmacy benefit.
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An Overview of the Key Slfep@

It is important to understand and document the specific benefit information about a patient’s
insurance plan up front so that your facility can correctly submit the claim for reimbursement
for Gamifant® (emapalumab-lzsg) and for its administration.

The following steps will help ensure that all the appropriate information is recorded accurately:

j STEP 1:
Obtain patient and provider information
Q STEP 2:
Contact the health plan to verify insurance benefits
g STEP 3:
Document the patient’s benefits in his/her records
= STEP 4:
= U‘ Submit prior authorization (PA) request for urgent

review (if necessary)

STEP 5:
ﬂ Submit the claims to the health plan for reimbursement and
= communicate the PA decision with other departments

Gamifant Cares can provide assistance with the benefits investigation
9(/ and PA process. Call 1-833-597-6530 for more information.
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EXAMPLES OF BENEFITS INVESTIGATION CONSIDERATIONS

Vs

(&

Remember: health plans have different coverage requirements.

Each individual health plan determines its own medical policy for coverage. As there
is no specific timeline for policy development, in some instances plans may never
develop a policy. However, even if a health plan has not conducted a formal coverage
determination for a product, coverage may still be granted on a case-by-case basis.
Itis in those situations that providers usually need to complete additional
requirements such as precertification/PA/medical exception (ME) to obtain coverage
for the drug and its administration services, as well as approval for the site of care.

The following are some considerations to keep in mind when conducting a benefits investigation for
Gamifant® (emapalumab-Izsg). To determine if a preauthorization/precertification or ME is required, refer to
the payer's website or call the payer directly.

Preauthorization/
precertification and
required documentation

* Determine if preauthorization/precertification is required for Gamifant,
its administration services, or other related services and if an urgent review
is necessary.

* Establish whether specific documentation is required before the plan will
approve the product, administration-related services, and/or facility.

* See A Guide to Prior Authorization Submissions for more information.

Medical exception

If there is no medical policy in place, or a patient does not meet Gamifant
coverage requirements in the health plan's policy, it may be possible to gain
coverage through the ME process. It is important to note that the ME process
tends to vary among health plans.

+ Determine if there is a process for MEs and, if so, what type of documentation
is required to demonstrate medical necessity.

* See A Guide to Requesting a Medical Exception for more information.

Observation period

* Determine the monitoring conditions for coverage during the
benefits investigation.

* Some plans may require proof of screening as part of the clinical criteria.

« Remember to clarify the health plan’s parameters for length of stay for
outpatient observation.
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EXAMPLES OF BENEFITS INVESTIGATION CONSIDERATIONS (continued)

There may be restrictions on Gamifant® (emapalumab-lzsg) for some patients
when the provider and/or facility is out of network or out of state. In these
cases, waivers or exceptions can be granted if it is demonstrated that

Out-of-network Gamifant is medically necessary.
and/or out-of-state

. * During the benefits investigation, determine the network and/or state
restrictions

participation status for the physician(s) and/or facility.

* Ask the health plan if there is an exception process for patients seeking care
out of network and/or out of state.

If your patient has more than 1 health plan that provides benefit coverage,
these plans will need to coordinate benefits.

Coordinating benefits * During the benefits investigation, establish which payer is primary, which
between multiple is secondary, and which is tertiary.
health plans « Follow the instructions provided by each health plan regarding the order

of benefits and processes for submitting claims.

« Confirm whether a PA is required by either or both plans.

Payer reimbursement methodology for facility and professional services
may have significant variations.

* The facility and/or professional services may be subject to some form
of global payment rules or prospectively set reimbursement rates (eg,

Method of health plan diagnosis-related group [DRG]-based payment).

reimbursement . o ,
* The payment for Gamifant may be separate or bundled within a prospectively

set rate (eg, DRG-based rate, per diem rate).

« Contact the health plan for specific rules regarding method of reimbursement
and if an outlier payment can be requested.

Understanding the patient's out-of-pocket (OOP) costs is important. These
costs may vary based on the specific benefit design, location of treatment,
network parameters, and number of health plans. For example, patients with
more than 1 plan, such as commercial insurance and Medicaid, may have
additional financial support for OOP expenses. Be sure to understand the

Patient financial patient's fiscal responsibility by

responsibility * Determining the patient’s annual deductible, OOP maximum, and how
much has been met to date

« Documenting the coinsurance and/or copay that will apply for Gamifant and
related services

Contact Gamifant Cares at 1-833-597-6530 for information about financial
assistance options for eligible patients.
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Idaft&%ymg/a Patient’s Medical and Pharmacy Benefits

When conducting a benefits investigation, it is important to include all of the information provided by the
patient about their insurance. This includes the medical and pharmacy benefit information that is supplied

on insurance cards.

SOME PATIENTS HAVE 1 CARD FOR BOTH THE PHARMACY BENEFIT AND THE MEDICAL BENEFIT

Lifeworks - .

Enterprise E yer C
Insurance : :
Member Name Dependent Np
John Doe Jane Doe Co-pays
Member ID Primary Care $20

EXP000099900

Urgent Care $40
ER $100

A BIN: 0155520 oo STANDARD/ORTION. ... o ;

Group No. 32155-000 Plan

For illustrative purposes only.

Specialist $40

R e The card may include medical copay costs for

physician, specialist, and emergency room visits.

e e When 1 insurance card contains both pharmacy

and medical information, words such as
“prescription” or “Rx" typically appear on the card.

SOME PATIENTS WITH SEPARATE PHARMACY BENEFITS AND MEDICAL BENEFITS HAVE 2 CARDS

HealthVantage
Insurance

Preferred Provider Network
MEMBER NAME
John Q Proof
MEMBER ID
ABC101202303

Plan 123456 Prlmary Care

GROUP PBMJB3 Prevention
Specialist

$25
$45

¢ Patient copays for office and
emergency room visits indicate
the medical benefit.

JOHN Q PROOF
ID 123456789
RX BIN:. 610029
........... RXPCN: CRK

RXGRP: CMCDX
Issuer: 80840

Vital Rx [Prescription Card]

¢ “prescription Card” indicates that this is
a pharmacy benefit card.

“..e Rxidentification numbers provide the
pharmacy benefit information.

\
Remember that patients can have more than 1 insurance plan.
—_ Be sure to ask the patient for all of his or her insurance cards. Make a copy of the front
RXx .
and back of each card for your patient records.
N J
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Begmnmg the Benefits Investigation

STEP 1:
Obtain patient and provider information

Be sure to gather the following information:

Patient contact information Insurance information
* Name * Policyholder name
* Date of birth * Policy start and end dates
* Phone number * Member number
* Address * Group number
* Primary, secondary, and tertiary health plan information,
if applicable (eg, commercial, Medicaid, etc.)

Physician information

Physician prescribing Physician(s) administering Site of care administering
Gamifant® (emapalumab-Izsg) Gamifant (if different from Gamifant
the prescriber)

* Name * Name(s) * Practice/facility name
* NPl number * NPl number(s) * NPl number
* Tax ID number * Tax ID number(s) * Site of care/place of service
e )

Keep accurate records of the benefits investigation information.

Each time your facility communicates with a health plan, be sure to record the following:
‘ * Date, time, and method of communication (eg, phone call or email)

* Name(s), title(s), and department(s)/role(s) of the person(s) you communicated with

* Reference number for the communication

NPI=National Provider Identifier.
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STEP 2: @)
Contact the health plan to verify insurance benefits

« Call the provider services number on the back of the medical insurance card and ask if
Gamifant® (emapalumab-Izsg) is covered under the medical benefit. If not, call the number
for the pharmacy benefit provider on the back of the appropriate card and ask if Gamifant
is covered under the pharmacy benefit.

* Ask the plan if a PA is required, and if so, how to submit it for an urgent review.
* Ask if the plan has a published policy for Gamifant, and if so, where it may be found.

- If the plan has a Gamifant policy, be sure to review it after the call to identify which criteria
apply to your patient so you can accurately complete the PA request, if necessary.

- If there is no Gamifant policy, review the Medical Information Checklist for a summary of the
most commonly requested clinical documentation required by payers, which may help you
complete a PA request, if necessary.

+ Confirm that the prescriber and facility are in network.

« Verify if there are any dispensing requirements for Gamifant when using a specialty pharmacy
or buy-and-bill.

* If Gamifant is covered under the medical benefit, verify the patient's deductible and OOP responsibility.
If Gamifant is covered under the pharmacy benefit, verify any copay the patient may have.

+ Confirm billing requirements for Gamifant.

* Ask about the method of reimbursement for Gamifant (See “Examples of Benefits Investigation
Considerations” on pages 4-5 for more details).

« Verify with the plan that either the Gamifant specialty distributor, McKesson Plasma and Biologics,
or the Gamifant specialty pharmacy, Biologics, is in network.

=y
STEP 3: g
Document the patient’s benefits in his/her records

Record all of the key information acquired in Step 2 in the patient’s records, or attach a copy of the
Benefits Investigation Worksheet (please see pages 10-12)

For more detailed information and a worksheet you can use to help keep
9(‘/ track of the answers to these questions, please see pages 10-12 or contact
Gamifant Cares at 1-833-597-6530 for assistance.
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STEP 4: - |
Submit PA request for urgent review (if necessary) = U1

Using the responses regarding the PA from Step 2 and information gathered from the plan’s
Gamifant® (emapalumab-lzsg) policy, if applicable,

« Complete and submit the PA request according to the plan’s preferred method

* Follow up with the plan on the PA determination until a resolution is reached. For additional information
about submitting a PA request, please see A Guide to Prior Authorization Submissions

* Share the PA approval or denial with the appropriate healthcare professional

STEP 5: IJ‘
Submit the claims to the health plan for reimbursement and communicate e
the PA decision with other departments =

Submit the claims per the payer's preferred method as soon as possible, as hemophagocytic
lymphohistiocytosis (HLH) requires urgent treatment

It is important to reverify your patient’s benefits prior to each administration of Gamifant,
especially if it is administered at a different site of care.

Gamifant Cares can help with the benefits investigation. To enroll your
patient in Gamifant Cares, complete the Prescription and Enrollment Form

»»»»»»»» : with your patient or his/her parent/caregiver and fax it to 1-866-895-7204.

Download a Prescription and Enrollment Form at Gamifant.com or call
Gamifant Cares at 1-833-597-6530 with questions.




https://www.gamifant.com/
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Benefits Investigation wMMeeé

Before calling the health plan to find out how Gamifant® (emapalumab-Izsg) is covered, be sure that you have
the following information:

QO Patientname (O Patient date of birth () Patient address (O PatientID (O Copies of all insurance cards
QO Prescriber name, NPI number, and Tax ID (O Administering physician name, NPl number, and Tax ID

QO site of care name, NPl number, and place of service (O Diagnosiscode (O NDC (O CPT® code

Please see the Summary of Relevant Codes for diagnosis code, CPT code, and NDC.

STEPS TO VERIFY INSURANCE BENEFITS
Notes

Call the provider services number on the back of

the medical insurance card and ask if Gamifant is

covered under the medical benefit. If not, call the

@ number for the pharmacy benefit provider on the
back of the appropriate card and ask if Gamifant
is covered under the pharmacy benefit.

Step 1

Step 2
U‘ Ask if a PA is required, and if so, how to submit it.

Ask if the plan has a published policy for
Gamifant, and if so, where it may be found.

* If the plan has a Gamifant policy, be sure to
review it after the call to identify which criteria
apply to your patient so you can accurately
complete the PA request, if necessary.

Step 3 - Criteria are generally separated between
= criteria for Gamifant to be medically necessary

M for the patient and criteria for the patient to
start on Gamifant.

- Some policies require proof that the patient
has been evaluated for infection, including
latent tuberculosis, prior to approval. If this
applies to your patient, make sure to include
clinical evidence that the patient has been
evaluated in the PA submission.

CPT=Current Procedural Terminology; NDC=National Drug Code. Continued on Next Page

10





STEPS TO VERIFY INSURANCE BENEFITS (continued)

Step 4

Step 5

Step 6

Step 7

=

Step 8

Confirm that the prescriber and facility
are in network.

Verify if there are any dispensing requirements
for Gamifant® (emapalumab-lzsg).

If Gamifant is covered under the medical
benefit, verify the patient's deductible and
OOP responsibility. If Gamifant is covered
under the pharmacy benefit, verify any copay
the patient may have.

Confirm billing requirements for Gamifant.

Ask about the method of reimbursement
for Gamifant.

* Are the facility and/or professional services
subject to some form of global payment rules
or prospectively set reimbursement rates
(eg, DRG-based payment)?

* Is the payment for Gamifant separate or
bundled within a prospectively set rate
(eg, DRG-based rate or per diem rate)?

1
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Notes

Continued on Next Page
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STEPS TO VERIFY INSURANCE BENEFITS (continued)

Notes

Verify with the plan that either the
Step9  Gamifant® (emapalumab-Izsg) specialty
@ distributor, McKesson Plasma and Biologics,
or the Gamifant specialty pharmacy, Biologics,
is in network.

Once benefits have been verified, complete the
% PA submission according to the plan’s preferred
M  method, if applicable.

If the patient has multiple insurance plans, please repeat this exercise with each plan.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient

gC/ healthcare coverage options and financial assistance information that may be available to help
patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

* Provide financial assistance information

+ Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program
For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 av to 8 pm ET.

IMPORTANT INFORMATION: Any coding, coverage, payment, or other information contained herein is gathered from various resources, general in
nature, and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. Itis always the
provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements
of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or
procedure remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a
guarantee of coverage or reimbursement for any product or service.

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-7147 (V3.0) 04/23
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A MC{@ to Requesting

a Medical Exception®

*This guide is offered for informational purposes only and is not intended to provide reimbursement or legal advice. The hospital,
pharmacy, or healthcare provider is responsible for determining the appropriate codes, coverage, and payment for individual
patients. Sobi, Inc. does not guarantee third-party coverage, or payment, or reimbursement for denied claims.
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How to Recweééa Medical Exception for
Gamifant® (emapalumab-lzsg)

UNDERSTANDING MEDICAL EXCEPTIONS

There are occasions when a benefits investigation identifies
that Gamifant is not covered by a health plan. In other

_ o instances, the coverage may be denied for a particular

e S L patient. Under these circumstances, it is likely that your
facility will need to request a medical exception (ME)

in order for your patient to receive Gamifant. An ME
communicates a physician’s request, based on a patient's
individual circumstances, to use a certain medication that
““““ ] ! is nonpreferred or not covered by the patient’s health plan.
MEs can also be referred to as formulary exceptions.

Medical Exception Request Form

Reason Therapy Stopped

e — Health plans may require that you complete a form to
request an ME (see sample to the left), submit a Letter of
Request for Expedited Revi i . .
s e e B st . 8 sy er P s e Medical Necessity (see page 3), or both.

d signing below, you are certifying that this is an expedited request due to an exigent
circumstance and that the 72-ho d review time may seriously jecpardize the life or health of the member or
ction. The request will not be handled as an expedited request unless the

Prescriber's Signature: Date:

Please make sure to submit relevant chart notes along with this fax-back sheet

The Differences Between a Prior Authorization (PA) and an ME
gamifant carey

A PA enables health plans to ensure that drugs are being used only to

treat appropriate patients. Each health plan has its own requirements

so it is important to contact the patient’s insurance to obtain their Autﬁﬁgﬁ‘i:z;ﬂgi’m
specific PA submission process. You may need to complete an ME in

addition to a PA in order for your patient to receive Gamifant.

For more information about the PA process and its requirements,
refer to A Guide to Prior Authorization Submissions.








Letter of Medical N ity i lzsg) for
primary hemophagocytic lymphohistiocytosis (HLH)

The following is a sample Letter of Medical Necessity. Highlighted information within

brackets is templated and should be replaced with pertinent information for the

individual patient on whose behalf you are submitting the letter. Italicized information
within brackets is intended to provide additional guidance and should be omitted from
the final letter.

[Date]

[Payer medical director/contact name]
[Payer organization name]

[Street address]

[City, state, zip code]

RE: [Patient name]

Date of birth: [Patient's DOB]

Policy ID/Group number: [Policy ID/group number]
Policy holder: [Policy holder's name]

Dear [Payer medical director/contact :

08 l/practice], writing on behalf of my
al necessity of Gamifant® (emapalumab-
hemophagocytic lymphohistiocytosis (HLH)

| am [Physician name, crede
patient, [Patient nal
Izsg), that | plan on

with refra ecurt ive disease or intolerance with conventional HLH
therapy. ifant is |'antibody that binds to and neutralizes interferon
gamma (1 pproved by the FDA in November 2018.

1. Patient-S| Rationale for Treatment

In brief, it is my medical opinion that initiating treatment with Gamifant for [Patient name]
is medically appropriate and necessary, and that both the drug and the procedures
required for its administration should be covered and reimbursable. Below, this letter
outlines [Patient name]'s medical history and prognosis and the rationale for treatment
with Gamifant. The patient meets diagnostic criteria [list criteria here].

2. Summary of Patient’s Medical History
[This section is to be completed by the physician based on the patient’s medical history
and prognosis. Payers may want you to include the following:]

- [Patient's diagnosis and current condition]

- [Relevant medical history or family history]

- [Patient's to previous i i or ise) for

symptoms associated with HLH]
- [Date of scheduled stem cell transplant]

gamifant caey
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THE IMPORTANCE OF A LETTER OF
MEDICAL NECESSITY

Along with, or instead of, an ME request form, health

plans may require a Letter of Medical Necessity to support
treatments for rare diseases. A Letter of Medical Necessity
enables you to provide an overview of the patient’'s medical
history and circumstances. This informs the health plan why,
in your medical opinion, you are requesting the treatment
for this patient. The information covered in the letter typically
includes, but is not limited to, the following;:

* Background information on the disease state

* Patient information (name, contact information, health
plan, policy number, and claim number, if available)

* Prescriber information, such as credentials, specialty,
practice, and number of patients he or she manages
with a similar condition

* Requested treatment and details about the treatment,
eg, why it needs to be prescribed/administered

* Rationale for the patient to receive the treatment, such as

- Summary of patient's medical history, including prior
treatments and clinical outcomes

- Patient’s prognosis

* Information about the treatment being requested, including
indication, dosing, administration, and clinical trial efficacy
and safety from the Prescribing Information

+ Concluding remarks that summarize the rationale for
recommending that the patient receive treatment

* Sign-off

* List of references

Refer to the electronic Sample Letter of Medical Necessity that your facility can customize

for your patients who may be appropriate candidates for Gamifant® (emapalumab-Izsg).
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Step-by-Step Guide to C&mp/@émg/ an ME

THERE ARE 3 STEPS WHEN PROCESSING AN ME
1 2 3

SN/ D

Complete Complete the ME Submit and
a benefits request and/or track your ME
Letter of Medical request

investigation

Necessity

STEP 1: %U,

Complete a benefits investigation

* Health plans have different requirements for submitting an ME. You will identify the ME requirements

specific to Gamifant® (emapalumab-Izsg) through a benefits investigation. For more information about what
Tips for Completing a Benefits Investigation.

to ask health plans during a benefits investigation, see
* Information that you can learn during the benefits investigation includes
- Whether a PA, ME, and/or Letter of Medical Necessity are required
- If there are restrictions around where the treatment can be administered
- The patient's copay, coinsurance, deductible, secondary insurance, and any other
out-of-pocket costs
- Where and how to submit the claim

Tips o comp o
For more information on benefits investigations and PA submissions, R P
please consult these other resources. E
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STEP 2:
Complete the ME request and/or the Letter of Medical Necessity ,\/

Once you have identified the process for an ME from your patient’s health plan, complete the necessary ME
form and/or Letter of Medical Necessity.

WHAT INFORMATION SHOULD BE INCLUDED IN THE ME AND LETTER OF MEDICAL NECESSITY?

@ Background on your patient’s condition

@ Explain why, in your opinion, Gamifant® (emapalumab-Izsg) is the appropriate choice for your patient

* Provide any clinical validation supporting Gamifant treatment for your patient and cite any
relevant literature.

+ State any patient-specific reasons for selecting Gamifant, such as the expected effect of treatment.

* Review the criteria listed in the health plan’s medical policy and identify the specific criteria your patient
meets. For any unmet criteria, explain why the patient should be exempted from meeting those criteria.

[:J/ Additional documentation supporting your decision to strengthen your request

* Provide general medical history, listing comorbidities, medication history, and any v
other relevant patient information. e

* Letters from other healthcare professionals (such as geneticists) supporting your
choice of Gamifant for your patient.

* Relevant clinical information regarding your treatment choice, such as the
product Prescribing Information. Additional information can be found in the
Gamifant Clinical Overview.

+ Other relevant patient information may also be included, as appropriate.

4 )

[] Missing or incorrect information is a common reason why an ME may be denied.

Remember to complete the ME request carefully and accurately to avoid any delay in
treatment for your patient.
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STEP 3: Hahd
Submit and track your ME request °-
* Determine how to submit an ME (or an urgent ME) request by contacting the payer via
phone, fax, email, or the health plan’s website.
+ Determine the appropriate individual to contact regarding the ME request.
* Track the status of the request and follow up as needed.
4 N
Proactively contacting the health plan to have a peer-to-peer discussion
ﬁ regarding the patient, clinical issues, and the reasons for prescribing
Gamifant® (emapalumab-Izsg), may be helpful. This may assist the health plan
to better understand your treatment decision.
\_ J

Some states have legislation requiring health plans to respond to ME requests within
a predetermined time period.
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What if the ME Is Derued?

If the ME is denied, determine the reason for the denial. Review the following considerations to determine
your course of action.

IF THE ME IS DENIED DUE TO INACCURATE OR INCOMPLETE INFORMATION, REVISE AND RESUBMIT

+ Carefully review the request to verify that the information is correct and complete and that no information has
been omitted. If the reasons for the denial are not provided, contact the health plan for details.

* If necessary, resubmit the request with all the required information.

* Remember, Gamifant Cares can help you understand the process for handling an ME denial. Be sure to keep
a copy of all pages of the denial letter so Gamifant Cares can help in a timely manner.

IF THE ME IS DENIED DUE TO CLINICAL REASONS, REQUEST A PEER-TO-PEER DISCUSSION

Contact the health plan directly and arrange for the prescribing physician to speak with a clinical representative
or medical director for a peer-to-peer discussion. The physician can request to speak to an individual with

a similar specialty (eg, pediatrician, neonatologist, perinatal specialist, pediatric hematologist/oncologist).

A peer-to-peer discussion should include detailed information about the patient's medical history, diagnostic
tests, clinical considerations, and the reason for the requested treatment. This discussion may help the health
plan understand the concerns for your patient and why there is an ME request for your treatment of choice.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient

90 healthcare coverage options and financial assistance information that may be available to help
patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

¢ Provide financial assistance information

+ Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program

For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 am to 8 pm ET.

IMPORTANT INFORMATION: Any coding, coverage, payment, or other information contained herein is gathered from various resources, general in
nature, and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always
the provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements
of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or
procedure remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a
guarantee of coverage or reimbursement for any product or service.

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-4941 (V3.0) 05/23
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A GMCZ@ to Prior

Authorization Submissions”

*This guide is offered for informational purposes only and is not intended to provide reimbursement or legal advice. The hospital,
pharmacy, or healthcare provider is responsible for determining the appropriate codes, coverage, and payment for individual
patients. Sobi, Inc. does not guarantee third-party coverage, or payment, or reimbursement for denied claims.
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An InMc&Mto Submitting a PA for

Gamifant® (emapalumab-lzsg)

Your facility may need to obtain prior approval from a health plan before it will cover Gamifant. This request for
approval is referred to as a PA, precertification, or coverage determination.

PAs are very common for orphan drugs that treat rare diseases, such as primary hemophagocytic
lymphohistiocytosis (HLH), because they enable health plans to ensure that drugs are being used only to

treat appropriate patients. For drugs that are used to treat rare diseases, some health plans may require a PA
renewal (reauthorization) after a certain period of time. Typically, this is a 3-month or 6-month reauthorization
period. It is important to know the renewal period for Gamifant for your patients’ health plans. You may need to
start the PA process well before the renewal deadline to ensure that your patients can continue coverage.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient

gC/ healthcare coverage options and financial assistance information that may be available to help
patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

* Provide financial assistance information

+ Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program

For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 av to 8 pm ET.
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HOW THIS GUIDE CAN HELP WITH PA SUBMISSIONS

To help you understand the submission process for a PA for Gamifant® (emapalumab-Izsg), this guide will
provide information on

Q E fo

Key steps to a PA Required fields to Additional supporting
submission complete on a PA form documentation

SITE-OF-CARE RESTRICTIONS FOR INFUSED TREATMENTS

For infused treatments, it is important to determine whether a patient's health plan imposes site-of-care
restrictions for infused drugs. These are special restrictions used to determine where the infusion may be

administered (eg, a hospital or an outpatient center). Check your patient's health plan to determine if there is
a site-of-care restriction.

The Differences Between a PA and a Medical Exception

A medical exception (ME) is a process that allows a physician to
prescribe a drug that is not on a health plan’s formulary. Typically more
complex than PAs, an ME request requires specific documentation,
including a Letter of Medical Necessity and more information about the
patient’'s medical history. You may need to complete an ME in addition
to a PA in order for your patient to receive Gamifant.

For more information about the ME process and its requirements,
refer to A Guide to Requesting a Medical Exception and the
Sample Letter of Medical Necessity.





https://www.gamifant.com/
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The Key Sfep@ in the PA Process

The next several pages provide you with step-by-step instructions on how to process a PA submission.

STEP 1:
Complete the benefits investigation

N STEP 2:
Complete and submit the PA request

.ﬁ. STEP 3:
5O} Obtain PA determination

» STEP 4:
= Review PA approval
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How to C&mp/@é@a PA

STEP 1: _
Complete the benefits investigation

To determine whether your patient has health plan coverage for Gamifant® (emapalumab-lzsg), you will
need to complete a benefits investigation. This will help identify

*If a PAis required
* If the health plan has a Gamifant-specific coverage policy
* If the health plan has restrictions on where the drug can be administered

* If any patient cost sharing is required

Tips to Completing a Benefits Investigation s
T(Pé' for Completing
a Benefits Investigation

For assistance with the benefits investigation for Gamifant, refer
to the Tips for Completing a Benefits Investigation guide.
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How to C&mp&é@a PA (continued)

|
STEP 2: \\_7//

Complete and submit the PA request

* Check if there is a specific PA submission process for Gamifant® (emapalumab-Izsg). Some plans
use a portal, specific PA form, or call-in process for PA submissions.

 Ensure all required fields of the PA request are filled out. Incomplete and/or incorrect information
can cause a PA to be denied.

* Confirm that the PA submission includes the correct site of care where Gamifant will be administered.

* Ensure your PA submission explicitly states the section in the clinical information where your patient
fulfils the Gamifant approval criteria. Be specific, as many payers will not identify this information
on their own.

- Itis recommended to create a summary document explaining where in the submitted clinical document
the payer can find evidence of your patient meeting the required criteria.

« If there is an expedited review/request process, consider submitting your request as urgent for
a quicker review/determination.

+ Keep a copy of everything your facility submits with the request.

STEP 3: ﬁ
Obtain PA determination oX

* Follow up with the health plan frequently to ensure that the status of the PA request reflects the
need for an urgent review.

* Once the payer makes their determination, ensure you save a copy for your records.

STEP 4: y
Review PA approval =

« Verify that the dates of approval will cover the dates of service for your patient's use.

* Check that the dosage or amount approved in the PA will cover your patient's use.
« Confirm if there is an approved starting dose.

« If a patient is switching from one site of care to another (eg, inpatient to outpatient), a new benefits
investigation is needed as the PA process may be different.

* Once you have received the PA decision, ensure that your care team is aware of the outcome.

« If anything should change with the patient, confirm with the payer if another PA is needed.
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A SucceAA,ﬂJPA Begins With an Accurate and
Complete Submission

PA submission methods vary by health plan and may require more documentation than what is included
on the sample in this guide. Please contact the patient's insurance to obtain their specific PA submission
process for Gamifant® (emapalumab-lzsg).

The references to this sample form are intended to help serve as a guide to completing a PA form.

O SUBMITTING AN ACCURATE AND COMPLETE PA
s REQUEST IS ESSENTIAL TO HELP GET YOUR PATIENT
ON THERAPY SOONER

Since each health plan has its own requirements, it is important
to identify the specific documents to submit with your PA
request. Providing supplemental documentation may help get
the PA approved and get your patient started on treatment as
soon as possible.

In general, a health plan may require the following additional
items with your PA submission:

« Completed PA form (forms vary by health plan)

* Peer-reviewed literature

* Relevant patient medical history to inform the treatment
recommendation
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Ctﬂmp{@&hgthe PA Form

Check with your patient’s health plan for their specific PA form.

This part of the brochure provides a section-by-section guide to completing a PA form. The PA form required
by each payer may be organized in a different way but the type of information requested on all PA forms is
relatively similar. Be sure to complete all sections accurately.

—O Patient and Insurance Information sections

Regional Health Plan 123 ParkAve. + Hometown, A » 55555 | Prone: 885556 1234 Fax 1588 65 670

A « Make sure to list the patient's name exactly as it

= e ! appears on his or her insurance card. It is important
T — to check for possible name changes and make sure all
- e the documents match.

* Please note that in some instances, the patient may
have separate medical and pharmacy benefit cards.

ONo.
1fyes, provide ID#: Carrer Name:

Does patient have other coverage?

Physician Name:
NPI# R MA Provider ID #
Prescriber Address:
CitylState/Zip

- Some therapies may be covered under the medical
benefit (eg, the same card you would use to charge
for the office visit); double-check the card.

* Your patient may have more than 1 health plan.
Include information for primary, secondary, and
B " et if applicable, tertiary plans.

O Specialty Office O Mail Ord

Place of Administration:

O Hospital o

O Qutpatient Infusion Center Phone:
Center Name:

O Home Infusion Center Phone:
‘Agency Name:

o * Include all relevant patient contact information.

jency N:
)
Section H: Clinical Information
Explanation of

Section I: Patient Treatment History

Medications Strength Dates of Therapy. Reason for failure/discontinuation

4 )
Patient and insurance information should be collected during
—— the benefits investigation.
Rx For assistance, refer to the Tips for Completing a Benefits Investigation guide.
(. J








C&mp{@élng the PA Form (continued)

Regional Health Plan

Section A: Requestor Information

123 ParkAve. + Homelown, IA = 55555 | Phone: 1-888-555-1234  Fax: 1-888-555-5678

For Medicare Part B— Fax. 1-888-555-9191

Prior Authorization Request Form

Al fleds must be completed in their entirety and legible.

Frst Name Last Name
= = TEmar ]
Section B: Patient Information

Fist Name Lot Name Wambor 0:

Aaress

Gy TS T

Phone: oo Thvergos:

1s e requested medication NEW [ Jor

oF THERAPY [17 _SwnDa /|

Section C: Insurance Information

Member ID # Does patient have other coverage? O Yes  CINo

Group #: Ifyes, provide ID#: Carrier Name:

Insured: Insured;

Wedicare: [1ves CINo__lIf yes, provide ID # Medicaid:_Clves [INo__If e ID
Section D: Physician Information

Physician Name: Specialty

NPI OR MA Provider ID # State Licenser

gamifant caey
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—O Physician Information section

« Complete the physician information section, which

includes the prescribing physician, diagnosis, and
product information.

* Be sure to include the National Provider Identifier (NPI)

Place of Administration:
Hospital

O Qutpatient Infusion Center
Center Name:

O Home Infusion Center
1oy Name:

O Physician's Office O Retail Pharmacy
O Specaly Office O Mail Order
Dot

Name:
Phone:
TIN:

Strength Dates of Therapy

Section J: Physician Signature
Physician Signature:

10

number or Medical Assistance Provider ID number,
licensing information, and all other fields
in this section.
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C&mp{@élng the PA Form (continued)

—O Diagnosis and Product Information sections

Regional Health Plan 123 Park Ave. + Hometown, IA = 55555 | Phone: 1-888-555-1234  Fax: 1-888-555-5678
For Medicare Part B— Fax. 1-888-555-9191

A * Provide a detailed diagnosis and ICD-10-CM code so
— — the health plan understands why the medication is
] = being requested.

cwy'E [state: [z

e [ E= * Ensure that both the ICD-10-CM code and the

Oor Herapy (17 sarioate /|

language used to describe the diagnosis match the
FDA-approved indication for the drug.

Does patient have other ct
Ifyes, provide ID#: Carrer Name:
Insured;

* Include the product name Gamifant® (emapalumab-lzsg),
dosage, and NDC number.

NPI#: OR MA Provider ID #
Prescriber Address:
Ciy/State/Zip.

* If required, include the HCPCS code.

ICD-10-CM Code’ Description

y: Patient
O Retail Pharmacy
O Mail Ordor

Hemophagocytic

b76.1 lymphohistiocytosis

NDC Numbers? Description

Containing one 10 mg/2 mL
(5 mg/mL) single-dose vial

NDC 66658-501-01

Containing one 50 mg/10 mL
(5 mg/mL) single-dose vial

NDC 66658-510-01 Containing one.1 00 mg/20 .
mL (5 mg/mL) single-dose vial

NDC 66658-505-01

HCPCS Code? Description

19210 Injection, emapalumab-lzsg,
1 mg

FDA=US Food and Drug Administration; HCPCS=Healthcare Common
Procedure Coding System; ICD-10-CM=International Classification of
Diseases, Tenth Revision, Clinical Modification; NDC=National Drug Code.

For additional codes that may be useful, please see the Summary of Relevant Codes.

1
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C&mp{@élng the PA Form (continued)

Reglonal Health Plan  orerme « s 50 | memsonsens remuen | O Dispensing Provider/Administration

For Medicare Part B— Fax. 1-888-555-9191

Prior Authorization Request Form I nfo r m a t i 0 n sect i O n

Al fields must be completed i their entirety and legible.

T —— - * For the Place of Administration, select the type of

[Phone: [Eman ]

Section B: Patient Information

facility where Gamifant® (emapalumab-Izsg) will be

o E F administered (eg, hospital, outpatient infusion center,
== == — physician’s office). If the form asks for additional

e R information about the Place of Administration, include
the name, tax ID number, NPI, and date of service.

Does patient have other coverage?

Physician Name:
NPI#

Prescriber Address:
CityState/Zip

* For the Dispensing Provider/Pharmacy section,
indicate if Gamifant will be obtained from the
Gamifant specialty distributor, McKesson
Plasma and Biologics, or the Gamifant specialty
pharmacy, Biologics.

per y: Pationt
D Physican's Offce O Retai Pharmacy

Specialy Offce T Mail Ordor
Doter

Phone: Name:

Phone: Fax
TN

Ag
Opd
ot

lar

et
\iminsiraion code(s) (P
Section H: Clinical Information

Section I: Patient Treatment History

Medications Strength Dates of Therapy. Reason for failure/discontinuation

Section J: Physician Signature
Physician Signature: Date /I

12
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C&mp{@élng the PA Form (continued)

Regional Health Plan 123 ParkAve. + Hometoun,IA + 55555 | Phone: 1-886-655-1234 _Fax; 1-888-555-5678
For Medicaro Part B Fax. 1-836.555-9191

Prior Authorization Request Form
Al filds must be completed in their entirety and fegible.

Section A: Requestor Information
st Namo Lot Nae
Trex

[Phone: [Eman ]

Section B: Patient Information

st Namo Lot Namo Wmbor D:
hadress

oy Tsa =

Pron Toos g

= Oor THERAPY [1?  SwrDae. |/

Vember 0 Doos patent have ohercoverage? O Yes N0

Grou 1yes, proice 0¥ Corter Name

Inore st

Medicare: OYes DO No I yes, provide ID #: Medicaid: Oves ONo I, de ID #:
Section D: Physician Information

Phystcan Name: NEZT

o7 R VAP D7 ) stato e

Proscber Address N Qsier_ \
Ciy/State/Zip Phone: () NP

Section E: Dlagnosts Information

Diagnosie (Plasss s specio & provl as much fomatd \1@ ‘ 1C0-10-CODE:
Gomarbiaes N N

Section F: Product Inform

Vedcaion N Stengin

Diectonsor e

Section G: Dispensing Provider/Administration Information

Place of Adminstation: poncing ]

O Hospital o o DO Retail Pharmacy
O Qutpatient Infusion Center Phone: O Specialty Office O Mail Order

Center Name: Oother
O Home Infusion Center Phone: Name:
e e o

Section H: Clinical Information
Explanation of why the preferred medicalion(s) would not meet your patient's needs:

—O For the Clinical Information section, provide
a detailed explanation describing why
Gamifant® (emapalumab-lzsg) is appropriate
for your patient

Section I: Patient Treatment History
Medications Strength Dates of Therapy. Reason for failure/discontinuation

Section J: Physician Signature
Physician Signature: Date /I

13

Refer to the Sample Letter of Medical Necessity
template to help with your explanation. You may need
to provide additional documentation, such as the
patient’'s medical history, clinical notes detailing the
relevant diagnosis, applicable laboratory results, and
peer-reviewed literature.

Review the insurance plan’s specific policy on
Gamifant, or if a policy is not available, the Medical
Information Checklist.
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C&mp{@élng the PA Form (continued)

Regional Health Plan 123 ParkAve. = Hometown, 1A+ 58555 | Phone: 1885.655-1234  Fax: 1-888.555.5678

For Medicare Part B— Fax: 1-688-555-9191
Prior Authorization Request Form
Alfolds must be completed in thei entirty and legibl.
Section A: Requestor Information

First Name: Last Name:

[Prone: [Fax [Eman ]
Section B: Patient Information
FrsiName ot Name: Vembor .
hosress
Gy s =
Phore; [ooe [Arges
I he requested O THERAPY (17 _Serdae 1

Does patient have other coverage?

OYes ONo

Ifyes, provide ID#: Carrier Name:

Insured;

Physician Name:
NP OR MA Provider ID #
Prescriber Address:

Ciy/State/Zip

Section E: Diagnosis Information

Diagnosis (Please be specific & provide as much informatio \w \

Directions for use:

Section G: Dispensing Provider/Administration Information

Place of Admi : ispensii y: Patient
O Hospital O Physician's Office DPhysician's Office O Retail Pharmacy
O Outpatient Infusion Center Phone: O Specialty Office ] Mail Order
Center Name: Dlother
O Home Infusion Center Phone: Name:
‘Agency Name: Phone: Fax
O Adrmin ) TN
Section H: Clinical Information
Explanation of meet
Section I: Patient Treatment History
Medications Strength Dates of Therapy Reason f

—0

Section J: Physician Signature

Patient Treatment History and Physician
Signature sections

* List any medications the patient has used for
treatment, including any treatments that may
be required by the plan before the use of
Gamifant® (emapalumab-lzsg). Review the
patient’s benefits investigation.

* If the request is outside of the health plan’s policy,
a Letter of Medical Necessity may be required to
help the PA process. See the Sample Letter of
Medical Necessity.

* Ensure that the prescribing physician’s signature
is on all documentation where required.

14
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What to Do if a PA Is Denced

If a PA is denied, determine the reason for the denial. If you cannot determine the denial reason, contact
the plan for more information about the denial.

One of the most common reasons a PA is denied is that information is incomplete or inaccurate. In cases where
there are mistakes or omissions, resubmit the form.

When a PA is denied, the physician can appeal the decision directly. He or she can call the health plan to have
a peer-to-peer discussion with a medical representative at the plan. The physician can explain the patient's
background and the reasons for prescribing Gamifant® (emapalumab-Izsg). Refer to the Guide to Denials
and Appeals for more information.

In the event a peer-to-peer discussion is not an option, you can submit an ME request. Refer to A Guide to
Requesting a Medical Exception.

Due to the rarity of primary HLH, it is very likely that the prescribing physician
will need to have a peer-to-peer discussion with the health plan to explain the disease,
the patient's medical history and condition, and rationale for prescribing Gamifant
once the PA is submitted.

go Contact Gamifant Cares at 1-833-597-6530 for assistance with the PA process.

IMPORTANT INFORMATION: Any coding, coverage, or billing information contained herein is gathered from various resources, general in nature,
and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always the
provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements

of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and billing policies. Information and materials provided by Gamifant Cares

are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or procedure
remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a guarantee of
coverage or reimbursement for any product or service.

References: 1. ICD-10 Code for hemophagocytic lymphohistiocytosis D76.1. AAPC Coder website. Accessed April 4, 2023. https://coder.aapc.com/
icd-10-codes/D76.1 2. Gamifant [prescribing information]. Waltham, MA: Sobi, Inc; 2022. 3. HCPCS Quarterly Update. Centers for Medicare & Medicaid
Services website. Accessed April 4, 2023. https://www.cms.gov/Medicare/Coding/HCPCSReleaseCodeSets/HCPCS-Quarterly-Update

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-9435 (V3.0) 04/23
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Sw'nma/ty of Relevant Codes

ICD-10-CM DIAGNOSIS CODE’

ICD-10-CM Code Description
D76.1 Hemophagocytic lymphohistiocytosis (HLH)
EAPG CODE?
EAPG Code Description
780 Other hematologic diagnoses

HCPCS CODE FOR PRODUCT?

HCPCS Code Description

J9210 Injection, emapalumab-lzsg, 1 mg

NDC NUMBERS*

NDC Numbers Description
66658-501-01 One 10 mg/2 mL (5 mg/mL) single-dose vial
66658-505-01 One 50 mg/10 mL (5 mg/mL) single-dose vial
66658-510-01 One 100 mg/20 mL (5 mg/mL) single-dose vial

CONCOMITANT MEDICATION?

HCPCS Code Description

J1100 Dexamethasone sodium phosphate, 1 mg

EAPG=Enhanced Ambulatory Patient Group; HCPCS=Healthcare Common Procedure Coding System; ICD-10-CM=International Classification of Diseases,
Tenth Revision, Clinical Modification; NDC=National Drug Code.
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Sw'nma/ty of Relevant Codes (continued)

CPT® CODE EXAMPLES

Procedure Type® CPT® Code Indications for Testing

Administration 96365 Therapeutic, prophylactic, and diagnostic injections and infusions

Monitoring or Treatment Observation Codes

Platelet counts 85049 Monitoring - Lab test
, . 85004 o
WBC and differential 85048 Monitoring - Lab test
Ferritin 82728 Monitoring - Lab test
85610 Monitoring - PT/INR Lab test
Coagulopathy 85730 Monitoring - APTT Lab test
(D-dimer or fibrinogen) 85379 Monitoring - D-dimer Lab test
85384 Monitoring - Fibrinogen Lab test
76700 Ultrasound abdomen
ﬁplenomegaly/ 74160 Computerized tomography (CT) scan of the abdomen with contrast
epatomegaly
74150 CT scan of the abdomen without contrast
85025 Complete blood count (CBC) with differential
Fever (WBC)
85027 CBC without differential
86580 Skin test for tuberculosis (PPD)
86480 Tuberculosis test, cell mediated immunity measurement of

. amma interferon antigen response
Tuberculosis & & P

Tuberculosis test, cell mediated immunity antigen response
86481 measurement; enumeration of gamma interferon, producing
T cells in cell suspension

Adenovirus 87798 Adenovirus DNA, qualitative, real-time PCR
Epstein-Barr Virus (EBV) 86664 EBV immunoassay
87252

Cytomegalovirus (CMV) CMV, conventional and rapid, culture

87254

APTT=activated partial thromboplastin time; CPT®=Current Procedural Terminology; DNA=deoxyribonucleic acid; PCR=polymerase chain reaction;
PPD=purified protein derivative; PT/INR=prothrombin time/international normalized ratio; WBC=white blood cell count.
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Sw'nma/ty of Relevant Codes (continued)

CPT® CODE EXAMPLES (continued)

Procedure Type®'® CPT® Code Indications for Testing

Soluble Interleukin 83520 Monitoring - Lab test Immunoassay

2 (slL-2)

CXCL9 83520 Monitoring - Lab test Immunoassay

Natural Killer cells gglsa Flow cytometry analysis for immunophenotypin
function 88185 yt y y P yping
Lipid panel test 80061 Monitoring - Lab test

Triglyceride 84478 Monitoring - Lab test

Cereb_rospmal fluid 84157 Monitoring - Lab test

protein

MRI 70553 Diagnostic radiology (diagnostic imaging) procedures of the

head and neck

Lymph node biopsy 38500 Biopsy or excision of lymph node(s)
38505
Genetic Testing
81443
81402
81403
Genetic testing 81404 HLH Genetic Analysis with molecular pathology procedure
81405
81406
81479
DRG/APR-DRG CODES
DRG Codes' Description
814 Reticuloendothelial & immunity disorders W MCC
815 Reticuloendothelial & immunity disorders W CC
816 Reticuloendothelial & immunity disorders W/O CC/MCC
Medicaid Description
APR-DRG Codes'® P
660-1- 660-4 Major hematologic/immunologic diagnosis, except sickle cell crisis & coagulation
663-1- 663-4 Other anemias and disorders of blood and blood-forming organs

APR-DRG=AIl Patient Refined Diagnosis-Related Groups; CXCL9=chemokine (C-X-C motif) ligand 9; DRG=Diagnosis-Related Group; MRI=magnetic
resonance imaging; W CC=with complications; W MCC=with major complications; W/O CC/MCC=without complications/major complications.
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12. CPT® code 70553 - Under Diagnostic Radiology (Diagnostic Imaging) procedures of the head and neck. Codify by AAPC website.
Accessed April 4, 2023. https://www.aapc.com/codes/cpt-codes/70553

1]

13. CPT® code 38500 - Under excision procedures on the lymph nodes and lymphatic channels. Codify by AAPC website.
Accessed April 4, 2023. https://www.aapc.com/codes/cpt-codes/38500

14. CPT® code 38505 - Under excision procedures on the lymph nodes and lymphatic channels. Codify by AAPC website.
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18. Final APR-DRG Weights Effective July 1, 2018 (v34). New York State Department of Health website. Updated January 2, 2019.
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IMPORTANT INFORMATION: Any coding, coverage, or payment information contained herein is gathered from various resources, general in nature,
and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always the
provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements

of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or procedure
remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a guarantee of
coverage or reimbursement for any product or service.

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-9437 (V3.0) 04/23
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A GMCZ@ to Prior

Authorization Submissions”

*This guide is offered for informational purposes only and is not intended to provide reimbursement or legal advice. The hospital,
pharmacy, or healthcare provider is responsible for determining the appropriate codes, coverage, and payment for individual
patients. Sobi, Inc. does not guarantee third-party coverage, or payment, or reimbursement for denied claims.
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An InMc&Mto Submitting a PA for

Gamifant® (emapalumab-lzsg)

Your facility may need to obtain prior approval from a health plan before it will cover Gamifant. This request for
approval is referred to as a PA, precertification, or coverage determination.

PAs are very common for orphan drugs that treat rare diseases, such as primary hemophagocytic
lymphohistiocytosis (HLH), because they enable health plans to ensure that drugs are being used only to

treat appropriate patients. For drugs that are used to treat rare diseases, some health plans may require a PA
renewal (reauthorization) after a certain period of time. Typically, this is a 3-month or 6-month reauthorization
period. It is important to know the renewal period for Gamifant for your patients’ health plans. You may need to
start the PA process well before the renewal deadline to ensure that your patients can continue coverage.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient

gC/ healthcare coverage options and financial assistance information that may be available to help
patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

* Provide financial assistance information

+ Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program

For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 av to 8 pm ET.
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HOW THIS GUIDE CAN HELP WITH PA SUBMISSIONS

To help you understand the submission process for a PA for Gamifant® (emapalumab-Izsg), this guide will
provide information on

Q E fo

Key steps to a PA Required fields to Additional supporting
submission complete on a PA form documentation

SITE-OF-CARE RESTRICTIONS FOR INFUSED TREATMENTS

For infused treatments, it is important to determine whether a patient's health plan imposes site-of-care
restrictions for infused drugs. These are special restrictions used to determine where the infusion may be

administered (eg, a hospital or an outpatient center). Check your patient's health plan to determine if there is
a site-of-care restriction.

The Differences Between a PA and a Medical Exception

A medical exception (ME) is a process that allows a physician to
prescribe a drug that is not on a health plan’s formulary. Typically more
complex than PAs, an ME request requires specific documentation,
including a Letter of Medical Necessity and more information about the
patient’'s medical history. You may need to complete an ME in addition
to a PA in order for your patient to receive Gamifant.

For more information about the ME process and its requirements,
refer to A Guide to Requesting a Medical Exception and the
Sample Letter of Medical Necessity.




https://www.gamifant.com/
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The Key Sfep@ in the PA Process

The next several pages provide you with step-by-step instructions on how to process a PA submission.

STEP 1:
Complete the benefits investigation

N STEP 2:
Complete and submit the PA request

.ﬁ. STEP 3:
5O} Obtain PA determination

» STEP 4:
= Review PA approval
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How to C&mp/@é@a PA

STEP 1: _
Complete the benefits investigation

To determine whether your patient has health plan coverage for Gamifant® (emapalumab-lzsg), you will
need to complete a benefits investigation. This will help identify

*If a PAis required
* If the health plan has a Gamifant-specific coverage policy
* If the health plan has restrictions on where the drug can be administered

* If any patient cost sharing is required

Tips to Completing a Benefits Investigation s
T(Pé' for Completing
a Benefits Investigation

For assistance with the benefits investigation for Gamifant, refer
to the Tips for Completing a Benefits Investigation guide.
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How to C&mp&é@a PA (continued)

|
STEP 2: \\_7//

Complete and submit the PA request

* Check if there is a specific PA submission process for Gamifant® (emapalumab-Izsg). Some plans
use a portal, specific PA form, or call-in process for PA submissions.

 Ensure all required fields of the PA request are filled out. Incomplete and/or incorrect information
can cause a PA to be denied.

* Confirm that the PA submission includes the correct site of care where Gamifant will be administered.

* Ensure your PA submission explicitly states the section in the clinical information where your patient
fulfils the Gamifant approval criteria. Be specific, as many payers will not identify this information
on their own.

- Itis recommended to create a summary document explaining where in the submitted clinical document
the payer can find evidence of your patient meeting the required criteria.

« If there is an expedited review/request process, consider submitting your request as urgent for
a quicker review/determination.

+ Keep a copy of everything your facility submits with the request.

STEP 3: ﬁ
Obtain PA determination oX

* Follow up with the health plan frequently to ensure that the status of the PA request reflects the
need for an urgent review.

* Once the payer makes their determination, ensure you save a copy for your records.

STEP 4: y
Review PA approval =

« Verify that the dates of approval will cover the dates of service for your patient's use.

* Check that the dosage or amount approved in the PA will cover your patient's use.
« Confirm if there is an approved starting dose.

« If a patient is switching from one site of care to another (eg, inpatient to outpatient), a new benefits
investigation is needed as the PA process may be different.

* Once you have received the PA decision, ensure that your care team is aware of the outcome.

« If anything should change with the patient, confirm with the payer if another PA is needed.
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A SucceAA,ﬂJPA Begins With an Accurate and
Complete Submission

PA submission methods vary by health plan and may require more documentation than what is included
on the sample in this guide. Please contact the patient's insurance to obtain their specific PA submission
process for Gamifant® (emapalumab-lzsg).

The references to this sample form are intended to help serve as a guide to completing a PA form.

O SUBMITTING AN ACCURATE AND COMPLETE PA
s REQUEST IS ESSENTIAL TO HELP GET YOUR PATIENT
ON THERAPY SOONER

Since each health plan has its own requirements, it is important
to identify the specific documents to submit with your PA
request. Providing supplemental documentation may help get
the PA approved and get your patient started on treatment as
soon as possible.

In general, a health plan may require the following additional
items with your PA submission:

« Completed PA form (forms vary by health plan)

* Peer-reviewed literature

* Relevant patient medical history to inform the treatment
recommendation
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Ctﬂmp{@&hgthe PA Form

Check with your patient’s health plan for their specific PA form.

This part of the brochure provides a section-by-section guide to completing a PA form. The PA form required
by each payer may be organized in a different way but the type of information requested on all PA forms is
relatively similar. Be sure to complete all sections accurately.

—O Patient and Insurance Information sections

Regional Health Plan 123 ParkAve. + Hometown, A » 55555 | Prone: 885556 1234 Fax 1588 65 670

A « Make sure to list the patient's name exactly as it

= e ! appears on his or her insurance card. It is important
T — to check for possible name changes and make sure all
- e the documents match.

* Please note that in some instances, the patient may
have separate medical and pharmacy benefit cards.

ONo.
1fyes, provide ID#: Carrer Name:

Does patient have other coverage?

Physician Name:
NPI# R MA Provider ID #
Prescriber Address:
CitylState/Zip

- Some therapies may be covered under the medical
benefit (eg, the same card you would use to charge
for the office visit); double-check the card.

* Your patient may have more than 1 health plan.
Include information for primary, secondary, and
B " et if applicable, tertiary plans.

O Specialty Office O Mail Ord

Place of Administration:

O Hospital o

O Qutpatient Infusion Center Phone:
Center Name:

O Home Infusion Center Phone:
‘Agency Name:

o * Include all relevant patient contact information.

jency N:
)
Section H: Clinical Information
Explanation of

Section I: Patient Treatment History

Medications Strength Dates of Therapy. Reason for failure/discontinuation

4 )
Patient and insurance information should be collected during
—— the benefits investigation.
Rx For assistance, refer to the Tips for Completing a Benefits Investigation guide.
(. J






C&mp{@élng the PA Form (continued)

Regional Health Plan

Section A: Requestor Information

123 ParkAve. + Homelown, IA = 55555 | Phone: 1-888-555-1234  Fax: 1-888-555-5678

For Medicare Part B— Fax. 1-888-555-9191

Prior Authorization Request Form

Al fleds must be completed in their entirety and legible.

Frst Name Last Name
= = TEmar ]
Section B: Patient Information

Fist Name Lot Name Wambor 0:

Aaress

Gy TS T

Phone: oo Thvergos:

1s e requested medication NEW [ Jor

oF THERAPY [17 _SwnDa /|

Section C: Insurance Information

Member ID # Does patient have other coverage? O Yes  CINo

Group #: Ifyes, provide ID#: Carrier Name:

Insured: Insured;

Wedicare: [1ves CINo__lIf yes, provide ID # Medicaid:_Clves [INo__If e ID
Section D: Physician Information

Physician Name: Specialty

NPI OR MA Provider ID # State Licenser

gamifant caey
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—O Physician Information section

« Complete the physician information section, which

includes the prescribing physician, diagnosis, and
product information.

* Be sure to include the National Provider Identifier (NPI)

Place of Administration:
Hospital

O Qutpatient Infusion Center
Center Name:

O Home Infusion Center
1oy Name:

O Physician's Office O Retail Pharmacy
O Specaly Office O Mail Order
Dot

Name:
Phone:
TIN:

Strength Dates of Therapy

Section J: Physician Signature
Physician Signature:

10

number or Medical Assistance Provider ID number,
licensing information, and all other fields
in this section.
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C&mp{@élng the PA Form (continued)

—O Diagnosis and Product Information sections

Regional Health Plan 123 Park Ave. + Hometown, IA = 55555 | Phone: 1-888-555-1234  Fax: 1-888-555-5678
For Medicare Part B— Fax. 1-888-555-9191

A * Provide a detailed diagnosis and ICD-10-CM code so
— — the health plan understands why the medication is
] = being requested.

cwy'E [state: [z

e [ E= * Ensure that both the ICD-10-CM code and the

Oor Herapy (17 sarioate /|

language used to describe the diagnosis match the
FDA-approved indication for the drug.

Does patient have other ct
Ifyes, provide ID#: Carrer Name:
Insured;

* Include the product name Gamifant® (emapalumab-lzsg),
dosage, and NDC number.

NPI#: OR MA Provider ID #
Prescriber Address:
Ciy/State/Zip.

* If required, include the HCPCS code.

ICD-10-CM Code’ Description

y: Patient
O Retail Pharmacy
O Mail Ordor

Hemophagocytic

b76.1 lymphohistiocytosis

NDC Numbers? Description

Containing one 10 mg/2 mL
(5 mg/mL) single-dose vial

NDC 66658-501-01

Containing one 50 mg/10 mL
(5 mg/mL) single-dose vial

NDC 66658-510-01 Containing one.1 00 mg/20 .
mL (5 mg/mL) single-dose vial

NDC 66658-505-01

HCPCS Code? Description

19210 Injection, emapalumab-lzsg,
1 mg

FDA=US Food and Drug Administration; HCPCS=Healthcare Common
Procedure Coding System; ICD-10-CM=International Classification of
Diseases, Tenth Revision, Clinical Modification; NDC=National Drug Code.

For additional codes that may be useful, please see the Summary of Relevant Codes.

1
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C&mp{@élng the PA Form (continued)

Reglonal Health Plan  orerme « s 50 | memsonsens remuen | O Dispensing Provider/Administration

For Medicare Part B— Fax. 1-888-555-9191

Prior Authorization Request Form I nfo r m a t i 0 n sect i O n

Al fields must be completed i their entirety and legible.

T —— - * For the Place of Administration, select the type of

[Phone: [Eman ]

Section B: Patient Information

facility where Gamifant® (emapalumab-Izsg) will be

o E F administered (eg, hospital, outpatient infusion center,
== == — physician’s office). If the form asks for additional

e R information about the Place of Administration, include
the name, tax ID number, NPI, and date of service.

Does patient have other coverage?

Physician Name:
NPI#

Prescriber Address:
CityState/Zip

* For the Dispensing Provider/Pharmacy section,
indicate if Gamifant will be obtained from the
Gamifant specialty distributor, McKesson
Plasma and Biologics, or the Gamifant specialty
pharmacy, Biologics.

per y: Pationt
D Physican's Offce O Retai Pharmacy

Specialy Offce T Mail Ordor
Doter

Phone: Name:

Phone: Fax
TN

Ag
Opd
ot

lar

et
\iminsiraion code(s) (P
Section H: Clinical Information

Section I: Patient Treatment History

Medications Strength Dates of Therapy. Reason for failure/discontinuation

Section J: Physician Signature
Physician Signature: Date /I

12
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C&mp{@élng the PA Form (continued)

Regional Health Plan 123 ParkAve. + Hometoun,IA + 55555 | Phone: 1-886-655-1234 _Fax; 1-888-555-5678
For Medicaro Part B Fax. 1-836.555-9191

Prior Authorization Request Form
Al filds must be completed in their entirety and fegible.

Section A: Requestor Information
st Namo Lot Nae
Trex

[Phone: [Eman ]

Section B: Patient Information

st Namo Lot Namo Wmbor D:
hadress

oy Tsa =

Pron Toos g

= Oor THERAPY [1?  SwrDae. |/

Vember 0 Doos patent have ohercoverage? O Yes N0

Grou 1yes, proice 0¥ Corter Name

Inore st

Medicare: OYes DO No I yes, provide ID #: Medicaid: Oves ONo I, de ID #:
Section D: Physician Information

Phystcan Name: NEZT

o7 R VAP D7 ) stato e

Proscber Address N Qsier_ \
Ciy/State/Zip Phone: () NP

Section E: Dlagnosts Information

Diagnosie (Plasss s specio & provl as much fomatd \1@ ‘ 1C0-10-CODE:
Gomarbiaes N N

Section F: Product Inform

Vedcaion N Stengin

Diectonsor e

Section G: Dispensing Provider/Administration Information

Place of Adminstation: poncing ]

O Hospital o o DO Retail Pharmacy
O Qutpatient Infusion Center Phone: O Specialty Office O Mail Order

Center Name: Oother
O Home Infusion Center Phone: Name:
e e o

Section H: Clinical Information
Explanation of why the preferred medicalion(s) would not meet your patient's needs:

—O For the Clinical Information section, provide
a detailed explanation describing why
Gamifant® (emapalumab-lzsg) is appropriate
for your patient

Section I: Patient Treatment History
Medications Strength Dates of Therapy. Reason for failure/discontinuation

Section J: Physician Signature
Physician Signature: Date /I

13

Refer to the Sample Letter of Medical Necessity
template to help with your explanation. You may need
to provide additional documentation, such as the
patient’'s medical history, clinical notes detailing the
relevant diagnosis, applicable laboratory results, and
peer-reviewed literature.

Review the insurance plan’s specific policy on
Gamifant, or if a policy is not available, the Medical
Information Checklist.
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C&mp{@élng the PA Form (continued)

Regional Health Plan 123 ParkAve. = Hometown, 1A+ 58555 | Phone: 1885.655-1234  Fax: 1-888.555.5678

For Medicare Part B— Fax: 1-688-555-9191
Prior Authorization Request Form
Alfolds must be completed in thei entirty and legibl.
Section A: Requestor Information

First Name: Last Name:

[Prone: [Fax [Eman ]
Section B: Patient Information
FrsiName ot Name: Vembor .
hosress
Gy s =
Phore; [ooe [Arges
I he requested O THERAPY (17 _Serdae 1

Does patient have other coverage?

OYes ONo

Ifyes, provide ID#: Carrier Name:

Insured;

Physician Name:
NP OR MA Provider ID #
Prescriber Address:

Ciy/State/Zip

Section E: Diagnosis Information

Diagnosis (Please be specific & provide as much informatio \w \

Directions for use:

Section G: Dispensing Provider/Administration Information

Place of Admi : ispensii y: Patient
O Hospital O Physician's Office DPhysician's Office O Retail Pharmacy
O Outpatient Infusion Center Phone: O Specialty Office ] Mail Order
Center Name: Dlother
O Home Infusion Center Phone: Name:
‘Agency Name: Phone: Fax
O Adrmin ) TN
Section H: Clinical Information
Explanation of meet
Section I: Patient Treatment History
Medications Strength Dates of Therapy Reason f

—0

Section J: Physician Signature

Patient Treatment History and Physician
Signature sections

* List any medications the patient has used for
treatment, including any treatments that may
be required by the plan before the use of
Gamifant® (emapalumab-lzsg). Review the
patient’s benefits investigation.

* If the request is outside of the health plan’s policy,
a Letter of Medical Necessity may be required to
help the PA process. See the Sample Letter of
Medical Necessity.

* Ensure that the prescribing physician’s signature
is on all documentation where required.

14
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What to Do if a PA Is Denced

If a PA is denied, determine the reason for the denial. If you cannot determine the denial reason, contact
the plan for more information about the denial.

One of the most common reasons a PA is denied is that information is incomplete or inaccurate. In cases where
there are mistakes or omissions, resubmit the form.

When a PA is denied, the physician can appeal the decision directly. He or she can call the health plan to have
a peer-to-peer discussion with a medical representative at the plan. The physician can explain the patient's
background and the reasons for prescribing Gamifant® (emapalumab-Izsg). Refer to the Guide to Denials
and Appeals for more information.

In the event a peer-to-peer discussion is not an option, you can submit an ME request. Refer to A Guide to
Requesting a Medical Exception.

Due to the rarity of primary HLH, it is very likely that the prescribing physician
will need to have a peer-to-peer discussion with the health plan to explain the disease,
the patient's medical history and condition, and rationale for prescribing Gamifant
once the PA is submitted.

go Contact Gamifant Cares at 1-833-597-6530 for assistance with the PA process.

IMPORTANT INFORMATION: Any coding, coverage, or billing information contained herein is gathered from various resources, general in nature,
and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always the
provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements

of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and billing policies. Information and materials provided by Gamifant Cares

are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or procedure
remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a guarantee of
coverage or reimbursement for any product or service.

References: 1. ICD-10 Code for hemophagocytic lymphohistiocytosis D76.1. AAPC Coder website. Accessed April 4, 2023. https://coder.aapc.com/
icd-10-codes/D76.1 2. Gamifant [prescribing information]. Waltham, MA: Sobi, Inc; 2022. 3. HCPCS Quarterly Update. Centers for Medicare & Medicaid
Services website. Accessed April 4, 2023. https://www.cms.gov/Medicare/Coding/HCPCSReleaseCodeSets/HCPCS-Quarterly-Update

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-9435 (V3.0) 04/23







Sample Letter of Medical Necessity—Gamifant® (emapalumab-lzsg) for
primary hemophagocytic lymphohistiocytosis (HLH)
[The following is a sample Letter of Medical Necessity. Highlighted information within
brackets is templated and should be replaced with pertinent information for the
individual patient on whose behalf you are submitting the letter. This paragraph and
italicized information within brackets are intended to provide additional guidance and
should be omitted from the final letter. Healthcare providers should also consider using
their organization's official letterhead.]

[Date]

[Payer medical director/contact name]
[Payer organization name]

[Street address]

[City, state, zip code]

RE: [Patient name]

Date of birth: [Patient’s DOB]

Policy ID/Group number: [Policy ID/group number]
Policy holder: [Policy holder’'s name]

Dear [Payer medical director/contact name]:

| am [Physician name, credentials, specialty, hospital/practice], writing on behalf of my
patient, [Patient name], to document the medical necessity of Gamifant® (emapalumab-
Izsg), that | plan on using to treat primary hemophagocytic lymphohistiocytosis (HLH)
with refractory, recurrent, or progressive disease or intolerance with conventional HLH
therapy. Gamifant is a monoclonal antibody that binds to and neutralizes interferon
gamma (IFNY) and was approved by the FDA in November 2018.

1. Patient-Specific Rationale for Treatment

In brief, it is my medical opinion that initiating treatment with Gamifant for [Patient name]
is medically appropriate and necessary, and that both the drug and the procedures
required for its administration should be covered and reimbursable. Outlined below are
[Patient name]'s medical history and prognosis and the rationale for treatment with
Gamifant. The patient meets diagnostic criteria [list criteria here].

2. Summary of Patient’s Medical History
[Note: This section is to be completed by the physician based on the patient’s medical
history and prognosis. Italicized information within brackets is intended to provide
additional guidance and should be omitted from the final letter. Payers may want you to
include the following:]

- [Patient’s diagnosis and current condition]

- [Relevant medical history or family history]

- [Patient's response to previous therapies (conventional or otherwise) for

symptoms associated with HLH]
- [Date of scheduled stem cell transplant]







3. Gamifant Dosing Information
[Note: This section is to be completed by the physician based on the intended treatment
plan. See attached full Prescribing Information for details. Italicized information within
brackets is intended to provide additional guidance and should be omitted from the final
letter. Payers may want you to mention the following, based on Gamifant dosing and
administration guidelines:]

- [Starting dose]

- [Potential duration of therapy]

Please call my office at [telephone number] if you require additional information. | look
forward to receiving your timely response and approval of this authorization.

Sincerely,

[Physician Name]
[Title, Institution]
[Email/phone]

[Attach or continue with full prescribing label.]

Gamifant-Full-Prescri
bing-Information.pdf

SOb' Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
mesengn ©2023 Swedish Orphan Biovitrum. All rights reserved. NP-23445 (V3.0) 05/23
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A GL{LC{@ to

Denials and Appeals®

*This guide is offered for informational purposes only and is not intended to provide reimbursement or legal advice. The hospital,
pharmacy, or healthcare provider is responsible for determining the appropriate codes, coverage, and payment for individual
patients. Sobi, Inc. does not guarantee third-party coverage, or payment, or reimbursement for denied claims.
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w@a Request May Be Denied by a Health Plan

A prior authorization (PA) may be denied for many reasons. The 2 most common reasons for a denial are
incomplete and/or inaccurate information on the submission and clinical issues.

If the reason for the denial is not provided, call the health plan for more information. Always keep a copy of
the denial letter with the patient's chart as it may be referenced in the future.

REASONS FOR ADMINISTRATIVE AND CLINICAL DENIALS

ADMINISTRATIVE DENIALS

Administrative denials are due to inaccurate or incomplete information, or an incorrect
submission method. Be sure to confirm the health plan’s specific PA submission method
(eg, form, website, portal).

CLINICAL DENIALS

Clinical denials suggest that the health plan may have determined that the patient’s
medical condition does not meet the payer’'s medical criteria or meet the product label
for Gamifant® (emapalumab-Izsg). This may be because

* The patient does not meet medical necessity criteria
* The patient diagnosis does not qualify
* The requested starting dose is higher than the payer's starting dose

* There is no clinical evidence to show that the patient has been evaluated for infection
(eg, latent tuberculosis)
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Next Steps When a PA Is Denied

ADMINISTRATIVE DENIAL

Denied due to inaccurate or incomplete information, or incorrect submission method

Next steps
[—1]
p— * Carefully review the request to verify that the information is correct and complete and
p— that no information has been omitted.
* If the wrong PA submission method was used, revise and resubmit.
* If necessary, resubmit the request with all the required information and using the
proper PA submission method.
* An administrative denial may require an appeal rather than a resubmission.
CLINICAL DENIAL
Denied due to clinical issues
Next steps
« Submit an appeal or request a peer-to-peer discussion.
- The timeframe of an insurance’s response to an appeal may vary. Choose the
method that meets your patient’s needs.
- Ensure that clear clinical evidence is included in the PA submission to show that the
medical criteria has been met or that the patient meets the product label.
- It may be helpful to include a detailed explanation of where the applicable clinical
evidence can be found in the submitted clinical information.
4 N
Proactively contacting the health plan after submitting a PA to have a
% peer-to-peer discussion regarding the patient, clinical issues, and the reasons
for prescribing Gamifant® (emapalumab-Izsg) may assist the health plan in
understanding your treatment option.
- J
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fewe/@ of Appeal

If a health plan denies a PA, you may be asked to submit an appeal to the health plan.

FIRST LEVEL: @
First-level Appeal: Letter of appeal or peer-to-peer discussion

A Letter of Medical Necessity may be submitted to the health plan to overturn a denial. Refer to the
Sample Letter of Medical Necessity as an example.

To expedite the appeal, you may consider contacting the health plan and arranging for the prescribing
physician to have a peer-to-peer discussion with a clinical representative or medical director at the plan.

Due to the rarity of primary hemophagocytic lymphohistiocytosis, the prescribing physician may
need to have a peer-to-peer discussion with the health plan to explain the disease, the patient’s
medical history and condition, and rationale for prescribing Gamifant® (emapalumab-lzsg).

SECOND LEVEL: —
Second-level Appeal: Medical review =

The appeal is reviewed by a medical director at the health plan who has not been involved with
the claim decision.

THIRD LEVEL: a
Third-level Appeal: External review =

The external review is conducted by an independent, third-party reviewer working with a board-certified
physician in the same field as the patient’s physician.

If an appeal is denied at any level, consider submitting an appeal at the next
level or contacting the payer to request a peer-to-peer discussion.
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Considerations for an Appeal

When submitting an appeal, it may be helpful to have a peer-to-peer discussion regarding the patient, clinical
issues, and the reasons for prescribing Gamifant® (emapalumab-Izsg) to assist the health plan in better
understanding treatment options. For this discussion or for appeals in general, it may be helpful to include

+ Background on your patient’s condition
* An explanation about why, in your opinion, Gamifant is the appropriate choice for your patient, including
- Clinical validation supporting Gamifant treatment for your patient and cite any relevant literature
- Patient-specific reasons for selecting Gamifant, such as the expected effect of treatment
- Specific criteria your patient meets that is listed in the health plan’s medical policy (if available). For any
unmet criteria, explain why the patient should be exempted
You may also provide additional documentation supporting your decision to strengthen your request, which
may include
« General medical history, listing comorbidities, medication history, and any other relevant patient information
« Letters from other healthcare professionals (such as geneticists) supporting your choice for Gamifant

* Relevant clinical information regarding your treatment choice, such as the product Prescribing Information.
Refer to the Gamifant Clinical Overview for more information

+ A Patient Appeal Letter. Refer your patients to the Patient Appeal Letter for a template

* Other relevant patient information

Be sure to follow up on the status of the appeal until a determination is made.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient
gC/ healthcare coverage options and financial assistance information that may be available to help

patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

* Provide financial assistance information

* Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program

For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 av to 8 pm ET.

IMPORTANT INFORMATION: Any coding, coverage, payment, or other information contained herein is gathered from various resources, general in
nature, and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always
the provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements
of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or
procedure remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a
guarantee of coverage or reimbursement for any product or service.

e SO bl Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-15112 (V2.0) 04/23
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A MC{@ to Requesting

a Medical Exception®

*This guide is offered for informational purposes only and is not intended to provide reimbursement or legal advice. The hospital,
pharmacy, or healthcare provider is responsible for determining the appropriate codes, coverage, and payment for individual
patients. Sobi, Inc. does not guarantee third-party coverage, or payment, or reimbursement for denied claims.
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How to Recweééa Medical Exception for
Gamifant® (emapalumab-lzsg)

UNDERSTANDING MEDICAL EXCEPTIONS

There are occasions when a benefits investigation identifies
that Gamifant is not covered by a health plan. In other

_ o instances, the coverage may be denied for a particular

e S L patient. Under these circumstances, it is likely that your
facility will need to request a medical exception (ME)

in order for your patient to receive Gamifant. An ME
communicates a physician’s request, based on a patient's
individual circumstances, to use a certain medication that
““““ ] ! is nonpreferred or not covered by the patient’s health plan.
MEs can also be referred to as formulary exceptions.

Medical Exception Request Form

Reason Therapy Stopped

e — Health plans may require that you complete a form to
request an ME (see sample to the left), submit a Letter of
Request for Expedited Revi i . .
s e e B st . 8 sy er P s e Medical Necessity (see page 3), or both.

d signing below, you are certifying that this is an expedited request due to an exigent
circumstance and that the 72-ho d review time may seriously jecpardize the life or health of the member or
ction. The request will not be handled as an expedited request unless the

Prescriber's Signature: Date:

Please make sure to submit relevant chart notes along with this fax-back sheet

The Differences Between a Prior Authorization (PA) and an ME
gamifant carey

A PA enables health plans to ensure that drugs are being used only to

treat appropriate patients. Each health plan has its own requirements

so it is important to contact the patient’s insurance to obtain their Autﬁﬁgﬁ‘i:z;ﬂgi’m
specific PA submission process. You may need to complete an ME in

addition to a PA in order for your patient to receive Gamifant.

For more information about the PA process and its requirements,
refer to A Guide to Prior Authorization Submissions.








Letter of Medical N ity i lzsg) for
primary hemophagocytic lymphohistiocytosis (HLH)

The following is a sample Letter of Medical Necessity. Highlighted information within

brackets is templated and should be replaced with pertinent information for the

individual patient on whose behalf you are submitting the letter. Italicized information
within brackets is intended to provide additional guidance and should be omitted from
the final letter.

[Date]

[Payer medical director/contact name]
[Payer organization name]

[Street address]

[City, state, zip code]

RE: [Patient name]

Date of birth: [Patient's DOB]

Policy ID/Group number: [Policy ID/group number]
Policy holder: [Policy holder's name]

Dear [Payer medical director/contact :

08 l/practice], writing on behalf of my
al necessity of Gamifant® (emapalumab-
hemophagocytic lymphohistiocytosis (HLH)

| am [Physician name, crede
patient, [Patient nal
Izsg), that | plan on

with refra ecurt ive disease or intolerance with conventional HLH
therapy. ifant is |'antibody that binds to and neutralizes interferon
gamma (1 pproved by the FDA in November 2018.

1. Patient-S| Rationale for Treatment

In brief, it is my medical opinion that initiating treatment with Gamifant for [Patient name]
is medically appropriate and necessary, and that both the drug and the procedures
required for its administration should be covered and reimbursable. Below, this letter
outlines [Patient name]'s medical history and prognosis and the rationale for treatment
with Gamifant. The patient meets diagnostic criteria [list criteria here].

2. Summary of Patient’s Medical History
[This section is to be completed by the physician based on the patient’s medical history
and prognosis. Payers may want you to include the following:]

- [Patient's diagnosis and current condition]

- [Relevant medical history or family history]

- [Patient's to previous i i or ise) for

symptoms associated with HLH]
- [Date of scheduled stem cell transplant]
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THE IMPORTANCE OF A LETTER OF
MEDICAL NECESSITY

Along with, or instead of, an ME request form, health

plans may require a Letter of Medical Necessity to support
treatments for rare diseases. A Letter of Medical Necessity
enables you to provide an overview of the patient’'s medical
history and circumstances. This informs the health plan why,
in your medical opinion, you are requesting the treatment
for this patient. The information covered in the letter typically
includes, but is not limited to, the following;:

* Background information on the disease state

* Patient information (name, contact information, health
plan, policy number, and claim number, if available)

* Prescriber information, such as credentials, specialty,
practice, and number of patients he or she manages
with a similar condition

* Requested treatment and details about the treatment,
eg, why it needs to be prescribed/administered

* Rationale for the patient to receive the treatment, such as

- Summary of patient's medical history, including prior
treatments and clinical outcomes

- Patient’s prognosis

* Information about the treatment being requested, including
indication, dosing, administration, and clinical trial efficacy
and safety from the Prescribing Information

+ Concluding remarks that summarize the rationale for
recommending that the patient receive treatment

* Sign-off

* List of references

Refer to the electronic Sample Letter of Medical Necessity that your facility can customize

for your patients who may be appropriate candidates for Gamifant® (emapalumab-Izsg).
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Step-by-Step Guide to C&mp/@émg/ an ME

THERE ARE 3 STEPS WHEN PROCESSING AN ME
1 2 3

SN/ D

Complete Complete the ME Submit and
a benefits request and/or track your ME
Letter of Medical request

investigation

Necessity

STEP 1: %U,

Complete a benefits investigation

* Health plans have different requirements for submitting an ME. You will identify the ME requirements

specific to Gamifant® (emapalumab-Izsg) through a benefits investigation. For more information about what
Tips for Completing a Benefits Investigation.

to ask health plans during a benefits investigation, see
* Information that you can learn during the benefits investigation includes
- Whether a PA, ME, and/or Letter of Medical Necessity are required
- If there are restrictions around where the treatment can be administered
- The patient's copay, coinsurance, deductible, secondary insurance, and any other
out-of-pocket costs
- Where and how to submit the claim

Tips o comp o
For more information on benefits investigations and PA submissions, R P
please consult these other resources. E
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STEP 2:
Complete the ME request and/or the Letter of Medical Necessity ,\/

Once you have identified the process for an ME from your patient’s health plan, complete the necessary ME
form and/or Letter of Medical Necessity.

WHAT INFORMATION SHOULD BE INCLUDED IN THE ME AND LETTER OF MEDICAL NECESSITY?

@ Background on your patient’s condition

@ Explain why, in your opinion, Gamifant® (emapalumab-Izsg) is the appropriate choice for your patient

* Provide any clinical validation supporting Gamifant treatment for your patient and cite any
relevant literature.

+ State any patient-specific reasons for selecting Gamifant, such as the expected effect of treatment.

* Review the criteria listed in the health plan’s medical policy and identify the specific criteria your patient
meets. For any unmet criteria, explain why the patient should be exempted from meeting those criteria.

[:J/ Additional documentation supporting your decision to strengthen your request

* Provide general medical history, listing comorbidities, medication history, and any v
other relevant patient information. e

* Letters from other healthcare professionals (such as geneticists) supporting your
choice of Gamifant for your patient.

* Relevant clinical information regarding your treatment choice, such as the
product Prescribing Information. Additional information can be found in the
Gamifant Clinical Overview.

+ Other relevant patient information may also be included, as appropriate.

4 )

[] Missing or incorrect information is a common reason why an ME may be denied.

Remember to complete the ME request carefully and accurately to avoid any delay in
treatment for your patient.
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STEP 3: Hahd
Submit and track your ME request °-
* Determine how to submit an ME (or an urgent ME) request by contacting the payer via
phone, fax, email, or the health plan’s website.
+ Determine the appropriate individual to contact regarding the ME request.
* Track the status of the request and follow up as needed.
4 N
Proactively contacting the health plan to have a peer-to-peer discussion
ﬁ regarding the patient, clinical issues, and the reasons for prescribing
Gamifant® (emapalumab-Izsg), may be helpful. This may assist the health plan
to better understand your treatment decision.
\_ J

Some states have legislation requiring health plans to respond to ME requests within
a predetermined time period.
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What if the ME Is Derued?

If the ME is denied, determine the reason for the denial. Review the following considerations to determine
your course of action.

IF THE ME IS DENIED DUE TO INACCURATE OR INCOMPLETE INFORMATION, REVISE AND RESUBMIT

+ Carefully review the request to verify that the information is correct and complete and that no information has
been omitted. If the reasons for the denial are not provided, contact the health plan for details.

* If necessary, resubmit the request with all the required information.

* Remember, Gamifant Cares can help you understand the process for handling an ME denial. Be sure to keep
a copy of all pages of the denial letter so Gamifant Cares can help in a timely manner.

IF THE ME IS DENIED DUE TO CLINICAL REASONS, REQUEST A PEER-TO-PEER DISCUSSION

Contact the health plan directly and arrange for the prescribing physician to speak with a clinical representative
or medical director for a peer-to-peer discussion. The physician can request to speak to an individual with

a similar specialty (eg, pediatrician, neonatologist, perinatal specialist, pediatric hematologist/oncologist).

A peer-to-peer discussion should include detailed information about the patient's medical history, diagnostic
tests, clinical considerations, and the reason for the requested treatment. This discussion may help the health
plan understand the concerns for your patient and why there is an ME request for your treatment of choice.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient

90 healthcare coverage options and financial assistance information that may be available to help
patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

¢ Provide financial assistance information

+ Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program

For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 am to 8 pm ET.

IMPORTANT INFORMATION: Any coding, coverage, payment, or other information contained herein is gathered from various resources, general in
nature, and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always
the provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements
of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or
procedure remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a
guarantee of coverage or reimbursement for any product or service.

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-4941 (V3.0) 05/23
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Inyoa/ufwwe of the Benefits Investigation for Gamifant

For patients prescribed Gamifant®(emapalumab-Izsg), a benefits investigation is an important and necessary
step for determining drug coverage. Based on the patient's benefits and his or her individual care plan, the
benefits investigation will help to identify any health plan requirements.

Additionally, the benefits investigation may help healthcare providers to determine coverage and coding
requirements. There are many variables associated with the benefits set forth in each health plan. For example,
there may be differences by state and/or by site of care (eg, whether the patient is hospitalized or is treated

as an outpatient). Also, there may be patients who travel to an out-of-network facility for administration of
Gamifant, which could affect their benefits coverage.

* Medical benefits typically cover drugs such as
Gamifant that are infused by a healthcare provider
at a facility, such as a hospital.

Gamifant is most likely to
* However, health plan requirements differ. Some plans

ver nder th
ST T OAEG may cover Gamifant under the pharmacy benefit.

medical benefit
* A benefits investigation will help evaluate whether

the health plan will cover Gamifant through the
medical or pharmacy benefit.
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An Overview of the Key Slfep@

It is important to understand and document the specific benefit information about a patient’s
insurance plan up front so that your facility can correctly submit the claim for reimbursement
for Gamifant® (emapalumab-lzsg) and for its administration.

The following steps will help ensure that all the appropriate information is recorded accurately:

j STEP 1:
Obtain patient and provider information
Q STEP 2:
Contact the health plan to verify insurance benefits
g STEP 3:
Document the patient’s benefits in his/her records
= STEP 4:
= U‘ Submit prior authorization (PA) request for urgent

review (if necessary)

STEP 5:
ﬂ Submit the claims to the health plan for reimbursement and
= communicate the PA decision with other departments

Gamifant Cares can provide assistance with the benefits investigation
9(/ and PA process. Call 1-833-597-6530 for more information.
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EXAMPLES OF BENEFITS INVESTIGATION CONSIDERATIONS

Vs

(&

Remember: health plans have different coverage requirements.

Each individual health plan determines its own medical policy for coverage. As there
is no specific timeline for policy development, in some instances plans may never
develop a policy. However, even if a health plan has not conducted a formal coverage
determination for a product, coverage may still be granted on a case-by-case basis.
Itis in those situations that providers usually need to complete additional
requirements such as precertification/PA/medical exception (ME) to obtain coverage
for the drug and its administration services, as well as approval for the site of care.

The following are some considerations to keep in mind when conducting a benefits investigation for
Gamifant® (emapalumab-Izsg). To determine if a preauthorization/precertification or ME is required, refer to
the payer's website or call the payer directly.

Preauthorization/
precertification and
required documentation

* Determine if preauthorization/precertification is required for Gamifant,
its administration services, or other related services and if an urgent review
is necessary.

* Establish whether specific documentation is required before the plan will
approve the product, administration-related services, and/or facility.

* See A Guide to Prior Authorization Submissions for more information.

Medical exception

If there is no medical policy in place, or a patient does not meet Gamifant
coverage requirements in the health plan's policy, it may be possible to gain
coverage through the ME process. It is important to note that the ME process
tends to vary among health plans.

+ Determine if there is a process for MEs and, if so, what type of documentation
is required to demonstrate medical necessity.

* See A Guide to Requesting a Medical Exception for more information.

Observation period

* Determine the monitoring conditions for coverage during the
benefits investigation.

* Some plans may require proof of screening as part of the clinical criteria.

« Remember to clarify the health plan’s parameters for length of stay for
outpatient observation.
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EXAMPLES OF BENEFITS INVESTIGATION CONSIDERATIONS (continued)

There may be restrictions on Gamifant® (emapalumab-lzsg) for some patients
when the provider and/or facility is out of network or out of state. In these
cases, waivers or exceptions can be granted if it is demonstrated that

Out-of-network Gamifant is medically necessary.
and/or out-of-state

. * During the benefits investigation, determine the network and/or state
restrictions

participation status for the physician(s) and/or facility.

* Ask the health plan if there is an exception process for patients seeking care
out of network and/or out of state.

If your patient has more than 1 health plan that provides benefit coverage,
these plans will need to coordinate benefits.

Coordinating benefits * During the benefits investigation, establish which payer is primary, which
between multiple is secondary, and which is tertiary.
health plans « Follow the instructions provided by each health plan regarding the order

of benefits and processes for submitting claims.

« Confirm whether a PA is required by either or both plans.

Payer reimbursement methodology for facility and professional services
may have significant variations.

* The facility and/or professional services may be subject to some form
of global payment rules or prospectively set reimbursement rates (eg,

Method of health plan diagnosis-related group [DRG]-based payment).

reimbursement . o ,
* The payment for Gamifant may be separate or bundled within a prospectively

set rate (eg, DRG-based rate, per diem rate).

« Contact the health plan for specific rules regarding method of reimbursement
and if an outlier payment can be requested.

Understanding the patient's out-of-pocket (OOP) costs is important. These
costs may vary based on the specific benefit design, location of treatment,
network parameters, and number of health plans. For example, patients with
more than 1 plan, such as commercial insurance and Medicaid, may have
additional financial support for OOP expenses. Be sure to understand the

Patient financial patient's fiscal responsibility by

responsibility * Determining the patient’s annual deductible, OOP maximum, and how
much has been met to date

« Documenting the coinsurance and/or copay that will apply for Gamifant and
related services

Contact Gamifant Cares at 1-833-597-6530 for information about financial
assistance options for eligible patients.
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Idaft&%ymg/a Patient’s Medical and Pharmacy Benefits

When conducting a benefits investigation, it is important to include all of the information provided by the
patient about their insurance. This includes the medical and pharmacy benefit information that is supplied

on insurance cards.

SOME PATIENTS HAVE 1 CARD FOR BOTH THE PHARMACY BENEFIT AND THE MEDICAL BENEFIT

Lifeworks - .

Enterprise E yer C
Insurance : :
Member Name Dependent Np
John Doe Jane Doe Co-pays
Member ID Primary Care $20

EXP000099900

Urgent Care $40
ER $100

A BIN: 0155520 oo STANDARD/ORTION. ... o ;

Group No. 32155-000 Plan

For illustrative purposes only.

Specialist $40

R e The card may include medical copay costs for

physician, specialist, and emergency room visits.

e e When 1 insurance card contains both pharmacy

and medical information, words such as
“prescription” or “Rx" typically appear on the card.

SOME PATIENTS WITH SEPARATE PHARMACY BENEFITS AND MEDICAL BENEFITS HAVE 2 CARDS

HealthVantage
Insurance

Preferred Provider Network
MEMBER NAME
John Q Proof
MEMBER ID
ABC101202303

Plan 123456 Prlmary Care

GROUP PBMJB3 Prevention
Specialist

$25
$45

¢ Patient copays for office and
emergency room visits indicate
the medical benefit.

JOHN Q PROOF
ID 123456789
RX BIN:. 610029
........... RXPCN: CRK

RXGRP: CMCDX
Issuer: 80840

Vital Rx [Prescription Card]

¢ “prescription Card” indicates that this is
a pharmacy benefit card.

“..e Rxidentification numbers provide the
pharmacy benefit information.

\
Remember that patients can have more than 1 insurance plan.
—_ Be sure to ask the patient for all of his or her insurance cards. Make a copy of the front
RXx .
and back of each card for your patient records.
N J
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Begmnmg the Benefits Investigation

STEP 1:
Obtain patient and provider information

Be sure to gather the following information:

Patient contact information Insurance information
* Name * Policyholder name
* Date of birth * Policy start and end dates
* Phone number * Member number
* Address * Group number
* Primary, secondary, and tertiary health plan information,
if applicable (eg, commercial, Medicaid, etc.)

Physician information

Physician prescribing Physician(s) administering Site of care administering
Gamifant® (emapalumab-Izsg) Gamifant (if different from Gamifant
the prescriber)

* Name * Name(s) * Practice/facility name
* NPl number * NPl number(s) * NPl number
* Tax ID number * Tax ID number(s) * Site of care/place of service
e )

Keep accurate records of the benefits investigation information.

Each time your facility communicates with a health plan, be sure to record the following:
‘ * Date, time, and method of communication (eg, phone call or email)

* Name(s), title(s), and department(s)/role(s) of the person(s) you communicated with

* Reference number for the communication

NPI=National Provider Identifier.
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STEP 2: @)
Contact the health plan to verify insurance benefits

« Call the provider services number on the back of the medical insurance card and ask if
Gamifant® (emapalumab-Izsg) is covered under the medical benefit. If not, call the number
for the pharmacy benefit provider on the back of the appropriate card and ask if Gamifant
is covered under the pharmacy benefit.

* Ask the plan if a PA is required, and if so, how to submit it for an urgent review.
* Ask if the plan has a published policy for Gamifant, and if so, where it may be found.

- If the plan has a Gamifant policy, be sure to review it after the call to identify which criteria
apply to your patient so you can accurately complete the PA request, if necessary.

- If there is no Gamifant policy, review the Medical Information Checklist for a summary of the
most commonly requested clinical documentation required by payers, which may help you
complete a PA request, if necessary.

+ Confirm that the prescriber and facility are in network.

« Verify if there are any dispensing requirements for Gamifant when using a specialty pharmacy
or buy-and-bill.

* If Gamifant is covered under the medical benefit, verify the patient's deductible and OOP responsibility.
If Gamifant is covered under the pharmacy benefit, verify any copay the patient may have.

+ Confirm billing requirements for Gamifant.

* Ask about the method of reimbursement for Gamifant (See “Examples of Benefits Investigation
Considerations” on pages 4-5 for more details).

« Verify with the plan that either the Gamifant specialty distributor, McKesson Plasma and Biologics,
or the Gamifant specialty pharmacy, Biologics, is in network.

=y
STEP 3: g
Document the patient’s benefits in his/her records

Record all of the key information acquired in Step 2 in the patient’s records, or attach a copy of the
Benefits Investigation Worksheet (please see pages 10-12)

For more detailed information and a worksheet you can use to help keep
9(‘/ track of the answers to these questions, please see pages 10-12 or contact
Gamifant Cares at 1-833-597-6530 for assistance.
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STEP 4: - |
Submit PA request for urgent review (if necessary) = U1

Using the responses regarding the PA from Step 2 and information gathered from the plan’s
Gamifant® (emapalumab-lzsg) policy, if applicable,

« Complete and submit the PA request according to the plan’s preferred method

* Follow up with the plan on the PA determination until a resolution is reached. For additional information
about submitting a PA request, please see A Guide to Prior Authorization Submissions

* Share the PA approval or denial with the appropriate healthcare professional

STEP 5: IJ‘
Submit the claims to the health plan for reimbursement and communicate e
the PA decision with other departments =

Submit the claims per the payer's preferred method as soon as possible, as hemophagocytic
lymphohistiocytosis (HLH) requires urgent treatment

It is important to reverify your patient’s benefits prior to each administration of Gamifant,
especially if it is administered at a different site of care.

Gamifant Cares can help with the benefits investigation. To enroll your
patient in Gamifant Cares, complete the Prescription and Enrollment Form

»»»»»»»» : with your patient or his/her parent/caregiver and fax it to 1-866-895-7204.

Download a Prescription and Enrollment Form at Gamifant.com or call
Gamifant Cares at 1-833-597-6530 with questions.





https://www.gamifant.com/
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Benefits Investigation wMMeeé

Before calling the health plan to find out how Gamifant® (emapalumab-Izsg) is covered, be sure that you have
the following information:

QO Patientname (O Patient date of birth () Patient address (O PatientID (O Copies of all insurance cards
QO Prescriber name, NPI number, and Tax ID (O Administering physician name, NPl number, and Tax ID

QO site of care name, NPl number, and place of service (O Diagnosiscode (O NDC (O CPT® code

Please see the Summary of Relevant Codes for diagnosis code, CPT code, and NDC.

STEPS TO VERIFY INSURANCE BENEFITS
Notes

Call the provider services number on the back of

the medical insurance card and ask if Gamifant is

covered under the medical benefit. If not, call the

@ number for the pharmacy benefit provider on the
back of the appropriate card and ask if Gamifant
is covered under the pharmacy benefit.

Step 1

Step 2
U‘ Ask if a PA is required, and if so, how to submit it.

Ask if the plan has a published policy for
Gamifant, and if so, where it may be found.

* If the plan has a Gamifant policy, be sure to
review it after the call to identify which criteria
apply to your patient so you can accurately
complete the PA request, if necessary.

Step 3 - Criteria are generally separated between
= criteria for Gamifant to be medically necessary

M for the patient and criteria for the patient to
start on Gamifant.

- Some policies require proof that the patient
has been evaluated for infection, including
latent tuberculosis, prior to approval. If this
applies to your patient, make sure to include
clinical evidence that the patient has been
evaluated in the PA submission.

CPT=Current Procedural Terminology; NDC=National Drug Code. Continued on Next Page

10







STEPS TO VERIFY INSURANCE BENEFITS (continued)

Step 4

Step 5

Step 6

Step 7

=

Step 8

Confirm that the prescriber and facility
are in network.

Verify if there are any dispensing requirements
for Gamifant® (emapalumab-lzsg).

If Gamifant is covered under the medical
benefit, verify the patient's deductible and
OOP responsibility. If Gamifant is covered
under the pharmacy benefit, verify any copay
the patient may have.

Confirm billing requirements for Gamifant.

Ask about the method of reimbursement
for Gamifant.

* Are the facility and/or professional services
subject to some form of global payment rules
or prospectively set reimbursement rates
(eg, DRG-based payment)?

* Is the payment for Gamifant separate or
bundled within a prospectively set rate
(eg, DRG-based rate or per diem rate)?

1
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Notes

Continued on Next Page
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STEPS TO VERIFY INSURANCE BENEFITS (continued)

Notes

Verify with the plan that either the
Step9  Gamifant® (emapalumab-Izsg) specialty
@ distributor, McKesson Plasma and Biologics,
or the Gamifant specialty pharmacy, Biologics,
is in network.

Once benefits have been verified, complete the
% PA submission according to the plan’s preferred
M  method, if applicable.

If the patient has multiple insurance plans, please repeat this exercise with each plan.

Gamifant Cares offers personalized support and resources to help patients and their families
throughout treatment with Gamifant. Gamifant Cares provides information regarding patient

gC/ healthcare coverage options and financial assistance information that may be available to help
patients with financial needs. Gamifant Cares can:

* Evaluate a patient's insurance coverage and help with navigating and understanding the
insurance process

* Provide financial assistance information

+ Identify potential financial assistance options that may be available to help eligible patients with
financial needs

* Provide educational materials and nursing support through the Sobi Nurse Case Manager program
For more information, call Gamifant Cares at 1-833-597-6530 Monday through Friday, 8 av to 8 pm ET.

IMPORTANT INFORMATION: Any coding, coverage, payment, or other information contained herein is gathered from various resources, general in
nature, and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. Itis always the
provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements
of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or
procedure remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a
guarantee of coverage or reimbursement for any product or service.

e SObI Gamifant is a registered trademark, owned by Sobi AG and is marketed by Sobi, Inc.
©2023 Swedish Orphan Biovitrum. All rights reserved. PP-7147 (V3.0) 04/23
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Sw'nma/ty of Relevant Codes

ICD-10-CM DIAGNOSIS CODE’

ICD-10-CM Code Description
D76.1 Hemophagocytic lymphohistiocytosis (HLH)
EAPG CODE?
EAPG Code Description
780 Other hematologic diagnoses

HCPCS CODE FOR PRODUCT?

HCPCS Code Description

J9210 Injection, emapalumab-lzsg, 1 mg

NDC NUMBERS*

NDC Numbers Description
66658-501-01 One 10 mg/2 mL (5 mg/mL) single-dose vial
66658-505-01 One 50 mg/10 mL (5 mg/mL) single-dose vial
66658-510-01 One 100 mg/20 mL (5 mg/mL) single-dose vial

CONCOMITANT MEDICATION?

HCPCS Code Description

J1100 Dexamethasone sodium phosphate, 1 mg

EAPG=Enhanced Ambulatory Patient Group; HCPCS=Healthcare Common Procedure Coding System; ICD-10-CM=International Classification of Diseases,
Tenth Revision, Clinical Modification; NDC=National Drug Code.
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Sw'nma/ty of Relevant Codes (continued)

CPT® CODE EXAMPLES

Procedure Type® CPT® Code Indications for Testing

Administration 96365 Therapeutic, prophylactic, and diagnostic injections and infusions

Monitoring or Treatment Observation Codes

Platelet counts 85049 Monitoring - Lab test
, . 85004 o
WBC and differential 85048 Monitoring - Lab test
Ferritin 82728 Monitoring - Lab test
85610 Monitoring - PT/INR Lab test
Coagulopathy 85730 Monitoring - APTT Lab test
(D-dimer or fibrinogen) 85379 Monitoring - D-dimer Lab test
85384 Monitoring - Fibrinogen Lab test
76700 Ultrasound abdomen
ﬁplenomegaly/ 74160 Computerized tomography (CT) scan of the abdomen with contrast
epatomegaly
74150 CT scan of the abdomen without contrast
85025 Complete blood count (CBC) with differential
Fever (WBC)
85027 CBC without differential
86580 Skin test for tuberculosis (PPD)
86480 Tuberculosis test, cell mediated immunity measurement of

. amma interferon antigen response
Tuberculosis & & P

Tuberculosis test, cell mediated immunity antigen response
86481 measurement; enumeration of gamma interferon, producing
T cells in cell suspension

Adenovirus 87798 Adenovirus DNA, qualitative, real-time PCR
Epstein-Barr Virus (EBV) 86664 EBV immunoassay
87252

Cytomegalovirus (CMV) CMV, conventional and rapid, culture

87254

APTT=activated partial thromboplastin time; CPT®=Current Procedural Terminology; DNA=deoxyribonucleic acid; PCR=polymerase chain reaction;
PPD=purified protein derivative; PT/INR=prothrombin time/international normalized ratio; WBC=white blood cell count.
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Sw'nma/ty of Relevant Codes (continued)

CPT® CODE EXAMPLES (continued)

Procedure Type®'® CPT® Code Indications for Testing

Soluble Interleukin 83520 Monitoring - Lab test Immunoassay

2 (slL-2)

CXCL9 83520 Monitoring - Lab test Immunoassay

Natural Killer cells gglsa Flow cytometry analysis for immunophenotypin
function 88185 yt y y P yping
Lipid panel test 80061 Monitoring - Lab test

Triglyceride 84478 Monitoring - Lab test

Cereb_rospmal fluid 84157 Monitoring - Lab test

protein

MRI 70553 Diagnostic radiology (diagnostic imaging) procedures of the

head and neck

Lymph node biopsy 38500 Biopsy or excision of lymph node(s)
38505
Genetic Testing
81443
81402
81403
Genetic testing 81404 HLH Genetic Analysis with molecular pathology procedure
81405
81406
81479
DRG/APR-DRG CODES
DRG Codes' Description
814 Reticuloendothelial & immunity disorders W MCC
815 Reticuloendothelial & immunity disorders W CC
816 Reticuloendothelial & immunity disorders W/O CC/MCC
Medicaid Description
APR-DRG Codes'® P
660-1- 660-4 Major hematologic/immunologic diagnosis, except sickle cell crisis & coagulation
663-1- 663-4 Other anemias and disorders of blood and blood-forming organs

APR-DRG=AIl Patient Refined Diagnosis-Related Groups; CXCL9=chemokine (C-X-C motif) ligand 9; DRG=Diagnosis-Related Group; MRI=magnetic
resonance imaging; W CC=with complications; W MCC=with major complications; W/O CC/MCC=without complications/major complications.
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IMPORTANT INFORMATION: Any coding, coverage, or payment information contained herein is gathered from various resources, general in nature,
and subject to change without notice. Third-party payment for medical products and services is affected by numerous factors. It is always the
provider's responsibility to determine the appropriate healthcare setting and to submit true and correct claims conforming to the requirements

of the relevant payer for those products and services rendered. Hospitals and pharmacies (or any other provider submitting a claim) should contact
third-party payers for specific information on their coding, coverage, and payment policies. Information and materials provided by Gamifant Cares
are to assist providers, but the responsibility to determine coverage, reimbursement, and appropriate coding for a particular patient and/or procedure
remains at all times with the provider and information provided by Gamifant Cares or Sobi, Inc. should in no way be considered a guarantee of
coverage or reimbursement for any product or service.
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