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Getting Started Guide

To get a patient started on
Ferriprox® (deferiprone) follow
2 steps outlined in this guide.

Visit chiesitotalcare.com or call
1-866-758-7071 — we're ready to help!

Indication

Ferriprox® (deferiprone) is an iron chelator indicated for the
treatment of transfusional iron overload in patients with:

« thalassemia syndromes

« sickle cell disease or other anemias

Ferriprox Tablets are indicated in adult and pediatric patients
=8 years of age; Ferriprox Oral Solution is indicated in patients
>3 years of age.

Limitations of Use:

Safety and e ectiveness have not been established for

the treatment of transfusional iron overload in patients with
myelodysplastic syndrome or in patients with Diamond
Blackfan anemia.

Please see full Prescribing Information, including boxed
WARNING and Medication Guide inside.

° GETTING STARTED GUIDE

Important Safety Information

WARNING: AGRANULOCYTOSIS AND NEUTROPENIA

e Ferriprox can cause agranulocytosis that can lead to
serious infections and death. Neutropenia may precede
the development of agranulocytosis.

e Measure the absolute neutrophil count (ANC) before
starting Ferriprox and monitor regularly while on therapy.

 Interrupt Ferriprox therapy if neutropenia develops.

e Interrupt Ferriprox if infection develops, and monitor the
ANC more frequently.

* Advise patients taking Ferriprox to report immediately
any symptoms indicative of infection.
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Step 1:

Fill out the Physician Order/Prescription & Statement of Medical Necessity Form

Gch . i ) A ) - TWICE-A-DAY -
TOT’ES’ Physician Prescription/Order & dfg'p'r riprox wfﬁ'ﬂfﬁ:’g
M - |
careg’ Statement of Medical Necessity 1000 mg b 100 mg bt
mg tablets

Oral solution 100 mg/mL

1. First prescription for the patient: Fax completed form to 1-866-565-7794
2. Subsequent prescription: May be e-script via EVERSANA Life Science Services Specialty Pharmacy in your EMR/HMR system
Call 1-866-758-7071 if you have questions regarding this form or contact Chiesi Total Care™

\ PATIENT INFORMATION \

Patient Name (Last, First) Email

Social Security # - - sex: [IMale [JFemale Date of Birth (mm/dd/yyyy)
Address City State Zip

Primary Phone (Required) Cell Phone Language: O English [ other

Please attach copies of patient insurance and prescription cards — front and back.
MEDICAL INFORMATION

Diagnosis: I Transfusional Iron Overload E83.111

Due to: [[] Beta Thalassemia D56.1 [[J other Thalassemias D56.8 [J other Anemias
[ sickle Cell Disease D57.1 [J other Sickle Cell Disease D57.8 [Jother
Height inches or cm ( VEEIE) Ib or kg Allergies: [] None or Specify.
Lab test Results Date (mm/dd/yyyy)

Most recent serum ferritin level (acceptable level <500 ng/mL)

If available please provide the following Results Date (mm/dd/yyyy)

Most recent liver iron concentration value (acceptable level <3,000 pg/g dry weight)

Most recent cardiac MRI T2* value (acceptable level >20 ms)

Prior Chelation Therapy Current Chelation Therapy

Approximate number of blood units/month

Approximate interval between transfusions (weeks)

\ FERRIPROX (DEFERIPRONE) PRESCRIPTION/ORDER

TWICE-A-DAY FORMULATION THREE-TIMES-A-DAY FORMULATION'
O Ferriprox (deferiprone) Twice-A-Day tablets 1000 mg* O Ferriprox (deferiprone) oral solution 100 mg/mL
Sig: Take tablets po BID Sig: Take mL po TID or see Rx attached

1500 mg and 1000 mg Three-Times-A-Day tablets are stil available. Talk to your pharmacist for more information.

(Standard dose is 75-99 mg/kg/day divided into 2 doses/day for Twice-A-Day tablets or 3 doses/day for oral solution.) Dispense 30-day supply.
Number of Reflls

\ PHYSICIAN/OFFICE INFORMATION

Prescriber’s Name (print) Offce Phone

Practice/Group Name Offce Fax

Address Suite. License #

City State Zip
Offce Contact Person NPI #

By signing below, | certify that | am part of the Chiesi Total Care Program, that the therapy described above is medically necessary, and that the information
provided is accurate to the best of my knowledge. | also attest that | have obtained the patient's authorization to release the above information and such
other personal information as may be necessary to the Chiesi Total Care Program and/or their agents. If the patient is 18 years old or younger, | attest that
| have obtained permission from the patient’s legal guardian.

Prescriber’s Signature Date
Substitution Permitted Dispense as Written

Ferriprox Twice-A-Day is available as 1000 mg BID tablets.

Ferriprox is available as 1000 mg and 500 mg (immediate release) Three-Times-A-Day tablets
and as 100 mg/mL oral solution.

Please see Important Safety Information, including boxed WARNING, on the back. Scan for digital RX form. m

Important Safety Information

Ferriprox can cause fetal harm. Advise females of reproductive potential to use an e ective method of contraception during
treatment with Ferriprox and for at least six months after the last dose. Advise males with female partners of reproductive potential
to use e ective contraception during treatment with Ferriprox and for at least three months after the last dose. Advise females not
to breastfeed during treatment with Ferriprox and for at least 2 weeks after the last dose.



Specify appropriate ICD-10 diagnosis code(s) for secondary diagnosis.

If patient has transfusional iron overload, both the DIAGNOSIS (primary diagnosis) and DUE to (secondary diagnosis)
sections must be completed.

ICD-10 Diagnosis Codes

Diagnosis Current indication
D55.8 Other anemias due to enzyme disorders D61.89 %E?; ps)lastic anemias and other bone marrow
D56.1 Beta Thalassemia OIS
D568 Other Thalassemia D61.9 Aplastic anemia, unspecified
D571 Sickle Cell Disease D638 Anemia in other chronic discases
D578 SR IR D64.1 Secondary sideroblastic anemia due to disease
Ds8.1 Hereditary elliptocytosis D64.3 Other sideroblastic anemias
D58.9 Hereditary hemolytic anemia, unjc,pec.:ified D644 Congenital dyserythropoietic anemia
D595 Fag?éﬁ;?;\l;miuggal el D64.9 Anemia, unspecified
D61.2 Aplastic anemia due to other E83.111 ?;m?a%r;rfzgg;zsis due to repeated red blood
external agents
_ Y, \|587-7l Transfusion associated circulatory overload )

Intended as a reference for coding and billing for product and associated services. Not intended to be a directive, nor does the use of the recommended codes guarantee
reimbursement. Providers are responsible for ensuring the accuracy and validity of all billing and claims for appropriate reimbursement.

Specify formulation and titration schedule.

THERAPEUTIC DOSE Sample dosing assuming 60 kg patient @ 99 mg/kg/day
(when no titration is required):
7 5 } 9 9 TWICE-A-DAY FORMULATION

mg/kg/day mg/kg/day Bf Ferriprox (deferiprone) Twice-A-Day tablets 1000 mg'

. =
ADJUST FOR OPTIMAL CHELATION Sig: Take tablets po BID

Increasing the dose of Ferriprox from 75 mg/kg/day up to
99 mg/kg/day may improve e cacy in iron chelation.*?

Titration schedule if needed: Sample titration assuming 60 kg patient titrating from 45

Help to minimize gastrointestinal (GI) upset up to 60 mg/kg/day (with adjustment):

45 60 TWICE-A-DAY FORMULATION

mg/kg/day mg/kg/day

Bf Ferriprox (deferiprone) Twice-A-Day tablets 1000 mg*
WEEK 1 WEEK 2 Sig: Take Week one: 1.5_tablets / WeeR 2: 2 4o 0o BID

Titrate Ferriprox by 15 mg/kg/day weekly.

You may also attach separate instructions for titration schedule.

Write “Dispense as written” on prescriptions.

Important Safety Information

Avoid co-administration of Ferriprox with other drugs known to be associated with neutropenia or agranulocytosis; however, if this is
unavoidable, closely monitor the absolute neutrophil count. Avoid co-administration with UGT1A6 inhibitors. Allow at least a 4-hour
interval between administration of Ferriprox and drugs or supplements containing polyvalent cations (e.g., iron, aluminum, or zinc).
Please see full Prescribing Information, including boxed WARNING and Medication Guide inside.



Ste P 2: The fillable pdf can be

downloaded and saved

Once you have completed the form: for future use.
Scan the QR code to
1. Attach copies of patient insurance and prescription cards — front and back. download a copy.
2. First prescription for the patient: -
THE FIRST COPY OF THE FORM MUST BE FAXED FOR EACH PATIENT. Fax completed form El E

to Chiesi Total Cares™ at 1-866-565-7794. Please complete one form per patient.

3. Subsequent prescriptions:

If you wish to send subsequent forms via e-script please search for “Eversana Life Science E
Services Specialty Pharmacy” in your EMR/HMR'’s e-prescribing software

Indication

Ferriprox® (deferiprone) is an iron chelator indicated for the treatment of transfusional iron overload in patients with:
¢ thalassemia syndromes

« sickle cell disease or other anemias

Ferriprox Tablets are indicated in adult and pediatric patients =8 years of age; Ferriprox Oral Solution is indicated in patients =3 years of age.

Limitations of Use:
Safety and e ectiveness have not been established for the treatment of transfusional iron overload in patients with myelodysplastic
syndrome or in patients with Diamond Blackfan anemia.

Important Safety Information

WARNING: AGRANULOCYTOSIS AND NEUTROPENIA

» Ferriprox can cause agranulocytosis that can lead to serious infections and death. Neutropenia may precede the
development of agranulocytosis.

Measure the absolute neutrophil count (ANC) before starting Ferriprox and monitor regularly while on therapy.
Interrupt Ferriprox therapy if neutropenia develops.

Interrupt Ferriprox if infection develops, and monitor the ANC more frequently.

Advise patients taking Ferriprox to report immediately any symptoms indicative of infection.

Ferriprox is contraindicated in patients with known hypersensitivity to deferiprone or to any of the excipients in the formulations.

In pooled clinical trials, 7.5% of 642 patients with thalassemia syndromes treated with Ferriprox developed increased ALT values.
Four (0.62%) Ferriprox-treated subjects discontinued the drug due to increased serum ALT levels and 1 (0.16%) due to an increase
in both ALT and AST. In pooled clinical trials, 7.7% of 196 patients with sickle cell disease or other anemias treated with Ferriprox
developed increased ALT values. Monitor serum ALT values monthly during therapy with Ferriprox and consider interruption

of therapy if there is a persistent increase in the serum transaminase levels. Decreased plasma zinc concentrations have been
observed on deferiprone therapy. Monitor plasma zinc annually, and supplement in the event of a deficiency.

Ferriprox can cause fetal harm. Advise females of reproductive potential to use an e ective method of contraception during
treatment with Ferriprox and for at least six months after the last dose. Advise males with female partners of reproductive potential
to use e ective contraception during treatment with Ferriprox and for at least three months after the last dose. Advise females not
to breastfeed during treatment with Ferriprox and for at least 2 weeks after the last dose.

Avoid co-administration of Ferriprox with other drugs known to be associated with neutropenia or agranulocytosis; however, if this is
unavoidable, closely monitor the absolute neutrophil count. Avoid co-administration with UGT1AG6 inhibitors. Allow at least a 4-hour
interval between administration of Ferriprox and drugs or supplements containing polyvalent cations (e.g., iron, aluminum, or zinc).
The most common adverse reactions in patients with thalassemia (incidence =6%) are nausea, vomiting, abdominal pain, arthralgia,
ALT increased and neutropenia. The most common adverse reactions in patients with sickle cell disease or other anemias
(incidence =6%) are pyrexia, abdominal pain, bone pain, headache, vomiting, pain in extremity, sickle cell anemia with crisis, back
pain, ALT increased, AST increased, arthralgia, oropharyngeal pain, nasopharyngitis, neutrophil count decreased, cough and nausea.

Inform patients that their urine might show a reddish/brown discoloration due to the excretion of the iron-deferiprone complex.
This is a very common sign of the desired e ect, and it is not harmful.

Advise patients to avoid alcohol while taking Ferriprox tablets (twice-a-day). Consumption of alcohol while taking Ferriprox tablets
(twice-a-day) may result in more rapid release of deferiprone.

Please see full Prescribing Information, including boxed WARNING and Medication Guide inside.

References: 1. Ferriprox® (deferiprone) Prescribing Information. Chiesi, November 2021. 2. Binding A, et al. Deferiprone
exerts a dose-dependent reduction of liver iron in adults with iron overload. Eur J Haematol 2019;103(2):80-87.

For more informaton, visit ferriprox.com.

Chiesi Total CareS™ Program ofered through EVERSANA Life Science Services Specialty Pharmacy ‘g’ = JWICEADAY w H .
© CHIESI USA, Inc., 2022. All rights reserved. - ffer "p rox« feef';ﬁp r';‘r’w)g
Ferriprox® is a registered trademark of CHIES| FARMACEUTICI S.p.A. oo ool pione
Chiesi Total Cares™is a service mark of CHIESI FARMACEUTICI S.p.A. 500 mg tablets

PP-F-0312 V2.0 2022 Oral solution 100 mg/mL





















Chiesi Total Care can help improve
compliance and adherence.

-

& Chiesi

We provide updates on your patient’s therapy and alert the
o ce should there be an issue with compliance. We also
help patients stay compliant by helping them cope with
side e ects and answering questions.

We can help by:
» Alerting when to refill or when refills are being missed

e Cniingelinn natients nn mananinn gide e ecte

Lesa, Chiesi Total Care Pharmacist

t Please refer to the full Terms and Conditions in the back pocket for additional eligibility requirements.

Here is a checklist of best practices for
Prior Authorization submission:

Write “Dispense as written” on prescription Rx form
Include pertinent clinical notes, dates, and laboratory findings
Include prescribing practitioner NPl number and contact information

Include medical rationale for why the patient cannot use generic or preferred formulary drugs

HinnnN

Include therapeutic alternatives that were tried in the past, include documentation as to why it was inadequate

Important Safety Information

Avoid co-administration of Ferriprox with other drugs known to be associated with neutropenia or agranulocytosis;

however, if this is unavoidable, closely monitor the absolute neutrophil count. Avoid co-administration with UGT1A6 inhibitors.
Allow at least a 4-hour interval between administration of Ferriprox and drugs or supplements containing polyvalent cations
(e.g., iron, aluminum, or zinc).

Please see full Prescribing Information, including boxed WARNING and Medication Guide, in the folder.




Important Safety Information

Indication

Ferriprox® (deferiprone) is an iron chelator indicated for the treatment of transfusional iron overload in patients with:
 thalassemia syndromes

« sickle cell disease or other anemias

Ferriprox Tablets are indicated in adult and pediatric patients =8 years of age; Ferriprox Oral Solution is indicated in patients >3 years of age.

Limitations of Use:
Safety and e ectiveness have not been established for the treatment of transfusional iron overload in patients with myelodysplastic
syndrome or in patients with Diamond Blackfan anemia.

Important Safety Information

WARNING: AGRANULOCYTOSIS AND NEUTROPENIA

e Ferriprox can cause agranulocytosis that can lead to serious infections and death. Neutropenia may precede the
development of agranulocytosis.

Measure the absolute neutrophil count (ANC) before starting Ferriprox and monitor regularly while on therapy.
e Interrupt Ferriprox therapy if neutropenia develops.

e Interrupt Ferriprox if infection develops, and monitor the ANC more frequently.

« Advise patients taking Ferriprox to report immediately any symptoms indicative of infection.

Ferriprox is contraindicated in patients with known hypersensitivity to deferiprone or to any of the excipients in the formulations.

In pooled clinical trials, 7.5% of 642 patients with thalassemia syndromes treated with Ferriprox developed increased ALT values.
Four (0.62%) Ferriprox-treated subjects discontinued the drug due to increased serum ALT levels and 1 (0.16%) due to an increase
in both ALT and AST. In pooled clinical trials, 7.7% of 196 patients with sickle cell disease or other anemias treated with Ferriprox
developed increased ALT values. Monitor serum ALT values monthly during therapy with Ferriprox and consider interruption

of therapy if there is a persistent increase in the serum transaminase levels. Decreased plasma zinc concentrations have been
observed on deferiprone therapy. Monitor plasma zinc annually, and supplement in the event of a deficiency.

Ferriprox can cause fetal harm. Advise females of reproductive potential to use an e ective method of contraception during
treatment with Ferriprox and for at least six months after the last dose. Advise males with female partners of reproductive potential
to use e ective contraception during treatment with Ferriprox and for at least three months after the last dose. Advise females not
to breastfeed during treatment with Ferriprox and for at least 2 weeks after the last dose.

Avoid co-administration of Ferriprox with other drugs known to be associated with neutropenia or agranulocytosis; however, if this is
unavoidable, closely monitor the absolute neutrophil count. Avoid co-administration with UGT1A6 inhibitors. Allow at least a 4-hour
interval between administration of Ferriprox and drugs or supplements containing polyvalent cations (e.g., iron, aluminum, or zinc).

The most common adverse reactions in patients with thalassemia (incidence =6%) are nausea, vomiting, abdominal pain, arthralgia,
ALT increased and neutropenia. The most common adverse reactions in patients with sickle cell disease or other anemias
(incidence =6%) are pyrexia, abdominal pain, bone pain, headache, vomiting, pain in extremity, sickle cell anemia with crisis, back
pain, ALT increased, AST increased, arthralgia, oropharyngeal pain, nasopharyngitis, neutrophil count decreased, cough and nausea.

Inform patients that their urine might show a reddish/brown discoloration due to the excretion of the iron-deferiprone complex.
This is a very common sign of the desired e ect, and it is not harmful.

Advise patients to avoid alcohol while taking Ferriprox tablets (twice-a-day). Consumption of alcohol while taking Ferriprox tablets
(twice-a-day) may result in more rapid release of deferiprone.

Please see full Prescribing Information, including boxed WARNING and Medication Guide inside.

For more informaton, visit ferriprox.com.

Chiesi Total Cares™ Program ofered through EVERSANA Life Science Services Specialty Pharmacy *. = g JWCELDAY H
© CHIESI USA, Inc., 2023. All rights reserved. deerrlprox< erefﬁ 'r'\,pr':)Onxe
Ferriprox® is a registered trademark of CHIESI FARMACEUTICI S.p.A. ¢ O%OGm”g%ggg e ‘amzs

Chiesi Total Care™™ is a service mark of CHIESI FARMACEUTICI S.p.A. 500 mg tablets

PP-F-0313 V2.0 Oral solution 100 mg/mL



Sample Letter of Medical Necessity

Please Note: By downloading materials from this website, you agree to all the following.
These materials are available for download and public personal use. These materials
have no value and are not to be re-sold or repurposed. They are solely for your
personal use. No purchase from or relationship with Chiesi Total CareSM is required to
download or use these materials. Chiesi Total CareSM makes no representations or
warranties about these materials or their fithess for any specific use. Chiesi Total
CareSM is not responsible for any changes made to these template documents. All
billing and coding decisions are the responsibility of the relevant physician. Chiesi Total
CareSM does not guarantee any specific reimbursement or favorable results.

Using this template:

1 Fill in the template using the instructions highlighted in blue.

1 Once you have filled in the information, remove any remaining instructions in
blue.

[1 Select all the text and change the font to black so the whole document appears
as one letter.

Use the steps above as a checklist to make sure you have completed these steps
prior to sending. It is important to follow these steps to ensure the letter is clear
and concise.



[Insurance Company] Re: [Patient Name]

[Address] [Policy #]
[City, State, Zip] [DOB]
[Address]

[City, State, Zip]
To Whom It May Concern:

| am writing this letter of medical necessity on behalf of [Patient Name, ID#, Group #] to request
coverage for [Product name (generic name)]. Included in this letter of medical necessity is
information on the treatment rationale, medical records, medical necessity data and medical studies
confirming currently prescribed product as an effective treatment for the diagnosis associated with
[ICD10 Code].

Treatment Rationale:
[Provide information on patient response and history to past treatments and anticipated
prognosis and rationale for the currently prescribed product].

Outline of Medical Studies:

[Outline a brief overview of the studies evaluating the use of the currently prescribed product in
this condition and/or patient population. Remember to include the FDA approved indications
and usage].

Medical Record Information:
[Highlight key dates and entries of the medical record how the currently prescribed product is
used].

Per the included medical information, it is my professional opinion that the currently prescribed product
is medically necessary in treating the patient and the denials for the patient’s use of the drug should be
reversed. Please call my office at [Office Phone Number] if | can provide further information.

Sincerely,

[Physician Name and Signature]
[Phone Number]

Enclosure: [As required]

PP-F-0370 V1.0 2022



Sample Letter of Appeal

Please Note: By downloading materials from this link, you agree to all the following.
These materials are available for download and public personal use. These materials
have no value and are not to be re-sold or repurposed. They are solely for your
personal use. No purchase from or relationship with Chiesi Total CareSM is required to
download or use these materials. Chiesi Total CareSM makes no representations or
warranties about these materials or their fithess for any specific use. Chiesi Total
CareSM is not responsible for any changes made to these template documents. All
billing and coding decisions are the responsibility of the relevant physician. Chiesi Total
CareSM does not guarantee any specific reimbursement or favorable results.

Using this template:

I Fill in the template using the instructions highlighted in blue.

1 Once you have filled in the information, remove any remaining instructions in
blue.

[1 Select all the text and change the font to black so the whole document appears
as one letter.

Use the list above as a checklist to make sure you have completed these steps prior to
sending. It is important to follow these steps to ensure the letter is clear and
concise.










































To minimize gastrointestinal upset when first starting therapy, dosing can start at 45 mg/kg/day and increase weekly by 15 mg/kg/day
increments until the full prescribed dose is achieved.

Dosage Adjustments for Three Times Daily Tablets

Tailor dosage adjustments for FERRIPROX Tablets (three times a day) to the individual patient’s response and therapeutic goals
(maintenance or reduction of body iron burden). The maximum oral dosage is 99 mg/kg/day (actual body weight), in three divided
doses per day. Table 4 describes the number of FERRIPROX Tablets (three times a day) needed to achieve the 99 mg/day total
maximum daily dosage.

Table 4: Number of FERRIPROX 1,000 mg Tablets (three times a day) Needed to Achieve the Maximum Total
Daily Dosage of 99 mg/kg (rounded to the nearest half-tablet)
BOd}él:Z )elght Morning Midday Evening
20 0.5 0.5 1
30 1 1 1
40 1.5 1 1.5
50 1.5 1.5 2
60 2 2 2
70 2.5 2 2.5
80 2.5 2.5 3
90 3 3 3

2.4 Recommended Dosage for 500 mg FERRIPROX Tablets (three times a day) for Adult and Pediatric Patients with
Transfusional Iron Overload due to Thalassemia Syndromes, Sickle Cell Disease or Other Anemias

Starting Dosage for Three Times a Day Tablets

The recommended starting oral dosage of FERRIPROX Tablets (three times a day) is is 75 mg/kg/day (actual body weight), in three
divided doses per day. Table 5 describes the number of FERRIPROX Tablets (three times a day) needed to achieve the 75 mg/kg/day
total starting dosage. Round dose to the nearest 250 mg (half-tablet).

Table 5: Number of FERRIPROX 500 mg Tablets (three times a day) Needed to Achieve the Total Starting Daily
Dosage of 75 mg/kg dose (rounded to the nearest half-tablet)
Body Weight Morning Midday Evening
(kg)
20 1 1 1
30 1.5 1.5 1.5
40 2 2 2
50 2.5 2.5 2.5
60 3 3 3
70 3.5 3.5 3.5
80 4 4 4
90 4.5 4.5 4.5

To minimize gastrointestinal upset when first starting therapy, dosing can start at 45 mg/kg/day and increase weekly by 15 mg/kg/day
increments until the full prescribed dose is achieved.

Dosage Adjustments

Tailor dosage adjustments for FERRIPROX Tablets (three times a day) to the individual patient’s response and therapeutic goals
(maintenance or reduction of body iron burden). The maximum oral dosagee is 99 mg/kg/day (actual body weight), in three divided



doses per day. Table 6 describes the number of FERRIPROX Tablets (three times a day) needed to achieve the 99 mg/day total
maximum daily dosage.

Table 6: Number of FERRIPROX 500 mg Tablets (three times a day) Needed to Achieve the Maximum Total
Daily Dosage of 99 mg/kg dose (rounded to the nearest half-tablet)
Bod};l:;’)elght Morning Midday Evening
20 1.5 1 1.5
30 2 2 2
40 3 2 3
50 3.5 3 3.5
60 4 4 4
70 5 4.5 4.5
80 5.5 5 5.5
90 6 6 6

2.5 Monitoring Ferritin Levels to Assess Efficacy

Monitor serum ferritin concentration every two to three months to assess the effect of FERRIPROX on body iron stores. If the serum
ferritin is consistently below 500 mcg/L, consider temporarily interrupting FERRIPROX therapy until serum ferritin rises above
500 mcg/L.

2.6 Dosage Modification for Drug Interactions

Allow at least a 4-hour interval between administration of FERRIPROX and other drugs or supplements containing polyvalent cations
such as iron, aluminum, or zinc [see Drug Interactions (7.2), Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

e Tablets (twice a day): 1,000 mg, capsule-shaped, white to off-white tablets with functional scoring, engraved “FPX” bisect
“DR” on one side, “APO” bisect “1000” on the other”.

e  Tablets (three times a day): 1,000 mg film-coated, capsule-shaped, white to off-white tablets with functional scoring, and
imprinted with “APO” score “1000” on one side and plain on the other.

e Tablets: 500 mg film-coated, capsule-shaped, white to off-white tablets with functional scoring, and imprinted with “APO”
score “500” on one side and plain on the other.

4 CONTRAINDICATIONS

FERRIPROX is contraindicated in patients with known hypersensitivity to deferiprone or to any of the excipients in the formulations.
The following reactions have been reported in association with the administration of deferiprone: Henoch-Schonlein purpura;
urticaria; and periorbital edema with skin rash [see Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS
5.1 Agranulocytosis and Neutropenia

Fatal agranulocytosis can occur with FERRIPROX use. FERRIPROX can also cause neutropenia, which may foreshadow
agranulocytosis. Measure the absolute neutrophil count (ANC) before starting FERRIPROX therapy and monitor it regularly while on
therapy [see Dosage and Administration (2.1)].

Reduction in the frequency of ANC monitoring should be considered on an individual patient basis, according to the health care
provider’s assessment of the patient’s understanding of the risk minimization measures required during therapy.

Interrupt FERRIPROX therapy if neutropenia develops (ANC < 1.5 x 10%/L).
Interrupt FERRIPROX if infection develops and monitor the ANC frequently.

Advise patients taking FERRIPROX to immediately interrupt therapy and report to their physician if they experience any symptoms
indicative of infection.

The incidence of agranulocytosis was 1.7% of patients in pooled clinical trials of 642 patients with thalassemia syndromes and 1.5%
of patients in pooled clinical trials of 196 patients with sickle cell disease or other anemias. The mechanism of FERRIPROX-



associated agranulocytosis is unknown. Agranulocytosis and neutropenia usually resolve upon discontinuation of FERRIPROX, but
there have been reports of agranulocytosis leading to death.

Implement a plan to monitor for and to manage agranulocytosis and neutropenia prior to initiating FERRIPROX treatment.

For agranulocytosis (ANC < 0.5 x 10°/L):

Consider hospitalization and other management as clinically appropriate.

Do not resume FERRIPROX in patients who have developed agranulocytosis unless potential benefits outweigh potential risks. Do
not rechallenge patients who have developed neutropenia with FERRIPROX unless potential benefits outweigh potential risks.

For neutropenia (ANC < 1.5 x 10%L and > 0.5 x 10°/L):

Instruct the patient to immediately discontinue FERRIPROX and all other medications with a potential to cause neutropenia.

Obtain a complete blood cell (CBC) count, including a white blood cell (WBC) count corrected for the presence of nucleated red
blood cells, an absolute neutrophil count (ANC), and a platelet count daily until recovery (ANC > 1.5 x 10°/L).

5.2 Liver Enzyme Elevations

In pooled clinical trials, 7.5% of 642 patients with thalassemia syndromes treated with FERRIPROX developed increased ALT values.
Four (0.62%) FERRIPROX-treated subjects discontinued the drug due to increased serum ALT levels and 1 (0.16%) due to an
increase in both ALT and AST. In pooled clinical trials, 7.7% of 196 patients with sickle cell disease or other anemias treated with
FERRIPROX developed increased ALT values.

Monitor serum ALT values monthly during therapy with FERRIPROX and consider interruption of therapy if there is a persistent
increase in the serum transaminase levels [see Dosage and Administration (2.1)].

53 Zinc Deficiency

Decreased plasma zinc concentrations have been observed on FERRIPROX therapy. Monitor plasma zinc annually, and supplement in
the event of a deficiency [see Dosage and Administration (2.1)].

5.4 Embryo-Fetal Toxicity

Based on findings from animal reproduction studies and evidence of genotoxicity, FERRIPROX can cause fetal harm when
administered to a pregnant woman. The available data on the use of FERRIPROX in pregnant women are insufficient to inform risk.
In animal studies, administration of deferiprone during the period of organogenesis resulted in embryo-fetal death and malformations
at doses lower than equivalent human clinical doses. Advise pregnant women and females of reproductive potential of the potential
risk to the fetus [see Use in Specific Populations (8.1)].

Advise females of reproductive potential to use an effective method of contraception during treatment with FERRIPROX and for at
least six months after the last dose. Advise males with female partners of reproductive potential to use effective contraception during
treatment with FERRIPROX and for at least three months after the last dose /see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described below and elsewhere in the labeling:

e Agranulocytosis and Neutropenia [see Warnings and Precautions (5.1)]
e Liver Enzyme Elevations [see Warnings and Precautions (5.2)]
e Zinc Deficiency [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.

FERRIPROX Tablets (twice a day) were evaluated in trials in healthy subjects. FERRIPROX Tablets (twice a day) contain
deferiprone, the same active ingredient as FERRIPROX Tablets (deferiprone) (three times a day) and FERRIPROX Oral Solution
(deferiprone).

The following adverse reaction information represents the pooled data collected from single arm or active-controlled clinical trials
with FERRIPROX Tablets (deferiprone) (three times a day) or FERRIPROX Oral Solution (deferiprone).
Thalassemia Syndromes

The safety of FERRIPROX was evaluated in the pooled clinical trial database [see Clinical Studies (14.1)]. Patients received
FERRIPROX Tablets (three times a day) or FERRIPROX Oral Solution . FERRIPROX was administered orally three times a day



(total daily dose either 50, 75, or 99 mg/kg), N=642. Among 642 patients receiving FERRIPROX, 492 (76.6%) were exposed for
6 months or longer and 365 (56.9%) were exposed for greater than one year.

The median age of patients who received FERRIPROX was 19 years (range 1, 77 years); 50.2% female; 71.2% White, 17.8% Asian,
9.2% Unknown, 1.2% Multi-racial and 0.6% Black.

The most serious adverse reaction reported in clinical trials with FERRIPROX was agranulocytosis [see Warnings and Precautions

(5.1)].

The most common adverse reactions (>6%) reported during clinical trials were nausea, vomiting, abdominal pain, arthralgia, alanine
aminotransferase increased and neutropenia.

The table below lists the adverse drug reactions that occurred in at least 1% of patients treated with FERRIPROX in clinical trials in
patients with thalassemia syndromes.

Table 7:Adverse reactions occurring in > 1% of FERRIPROX-treated patients with thalassemia syndromes

Body System (N=642)
Adverse Reaction % Patients
BLOOD AND LYMPHATIC SYSTEM
DISORDERS
Neutropenia 6
Agranulocytosis 2
GASTROINTESTINAL DISORDERS
Nausea 13
Abdominal pain/discomfort 10
Vomiting 10
Diarrhea 3
Dyspepsia 2
INVESTIGATIONS
Alanine aminotransferase increased 7
Weight increased 2
Aspartate aminotransferase increased 1
METABOLISM AND NUTRITION
DISORDERS
Increased appetite 4
Decreased appetite 1
MUSCULOSKELETAL AND
CONNECTIVE TISSUE DISORDERS
Arthralgia 10
Back pain 2
Pain in extremity 2
Arthropathy 1
NERVOUS SYSTEM DISORDERS
Headache 2

Gastrointestinal symptoms such as nausea, vomiting, and abdominal pain were the most frequent adverse reactions reported by
patients participating in clinical trials and led to the discontinuation of FERRIPROX therapy in 1.6% of patients.

Chromaturia (reddish/brown discoloration of the urine) is a result of the excretion of iron in the urine.

Sickle Cell Disease or Other Anemias

The safety of FERRIPROX compared to deferoxamine was evaluated in LA38-0411 [see Clinical Studies (14.2)]. Patients received
FERRIPROX Tablets or FERRIPROX Oral Solution orally three times a day (total daily dose 75-99 mg/kg/day) n=152) or the control
arm, deferoxamine, 20-40 mg/kg/day (children) or 40-50 mg/kg/day (adults), by subcutaneous infusion for 5 — 7 days per week, n=76.
Among 152 patients receiving FERRIPROX, 120 (78.9%) were exposed for 6 months or longer and 17 (11.2%) were exposed for
greater than one year.

The median age of patients who received FERRIPROX was 15 years (range 3, 59 years); 54.6% male; 78.9% White, 15.1% Black and
5.9% Multi-racial.

The most common adverse reactions (=6%) reported during clinical trials in patients with SCD or other anemias were pyrexia,
abdominal pain, bone pain, headache, vomiting, pain in extremity, sickle cell anemia with crisis, back pain, alanine aminotransferase
(ALT) increased, aspartate aminotransferase (AST) increased, arthralgia, oropharyngeal pain, nasopharyngitis, neutrophil count
decreased, cough and nausea.



The table below lists the adverse reactions (irrespective of a causal assessment; adverse events) of interest that occurred in patients
treated with FERRIPROX in clinical trials in subjects with sickle cell disease or other anemias.

Table 8:Adverse reactions occurring in >5% of FERRIPROX-treated patients with sickle cell disease or other anemias

FERRIPROX DEFEROXAMINE
Body System (N=152) (N=76)
Adverse Reaction % Patients % Patients
BLOOD AND LYMPHATIC SYSTEM
DISORDERS
Sickle cell anemia with crisis 17 13
GASTROINTESTINAL DISORDERS
Abdominal pain* 26 13
Vomiting 19
Nausea 7
Diarrhea 5 8
GENERAL DISORDERS AND
ADMINISTRATION SITE
CONDITIONS
Pyrexia 28 33
Pain 5 4
INFECTIONS AND INFESTATIONS
Nasopharyngitis 9 12
Upper respiratory tract infection 5 3
INVESTIGATIONS
Alanine aminotransferase increased 12 0
Aspartate aminotransferase increased 11 0
Neutrophil count decreased 8 4
MUSCULOSKELETAL AND
CONNECTIVE TISSUE DISORDERS
Bone pain 25 34
Pain in extremity 18 15
Back pain 13 18
Arthralgia 10 8
NERVOUS SYSTEM DISORDERS
Headache 20 13
RESPIRATORY, THORACIC AND
MEDIASTINAL DISORDERS
Oropharyngeal pain 10 15
Cough 8 15

*Grouped term
Clinically relevant adverse reactions in <5% of patients include neutropenia and agranulocytosis.
Pediatric Patients

FERRIPROX has been studied in 86 pediatric patients with sickle cell disease or other anemias. Pediatric patients (<17 years) had an
increase in the following adverse reactions as compared to adults: abdominal pain, neutrophil count decreased, bone pain and
oropharyngeal pain.

6.2 Postmarketing Experience

The following additional adverse reactions have been reported in patients receiving FERRIPROX. Because these reactions are
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or to establish a
causal relationship to drug exposure.

Blood and lymphatic system disorders: thrombocytosis, pancytopenia.
Cardiac disorders: atrial fibrillation, cardiac failure.

Congenital, familial and genetic disorders: hypospadias.

Eye disorders: diplopia, papilledema, retinal toxicity.

Gastrointestinal disorders: enterocolitis, rectal hemorrhage, gastric ulcer, pancreatitis, parotid gland enlargement.























































































	FERRIPROX_PI_US.pdf
	----------------------------RECENT MAJOR CHANGES--------------------------
	-----------------------------Indications and usage--------------------------
	------------------------DOSage and administration----------------------
	-----------------------Dosage forms and strengths--------------------
	------------------------------CONTRAINDICATIONS-------------------------------
	------------------------WARNINGS AND PRECAUTIONS-----------------------
	-----------------------------ADVERSE REACTIONS--------------------------------
	-------------------------------DRUG iNTERACTIONS------------------------------
	------------------------USE IN SPECIFIC POPULATIONS-----------------------
	1 Indications and usage
	2 Dosage and Administration
	3 dosage forms and strengths
	4 Contraindications
	5 Warnings and precautions
	For agranulocytosis (ANC < 0.5 x 109/L):
	For neutropenia (ANC < 1.5 x 109/L and > 0.5 x 109/L):
	5.2 Liver Enzyme Elevations

	6 Adverse reactions
	7 DRUG INTERACTIONS
	8 USE IN SPECIFIC POPULATIONs
	10 OVERDOSAGE
	11 Description
	12 Clinical Pharmacology
	Specific Populations
	Drug Interaction Studies

	13 NONCLINICAL TOXICOLOGY
	14 CLINICAL STUDIES
	16 how supplied/storage and handling
	17 PATIENT COUNSELING INFORMATION

	FERRIPROX_OS_PI_MG_IFU_US.pdf
	----------------------------RECENT MAJOR CHANGES--------------------------
	-----------------------------Indications and usage--------------------------
	------------------------DOSage and administration----------------------
	-----------------------Dosage forms and strengths--------------------
	------------------------------CONTRAINDICATIONS-------------------------------
	------------------------WARNINGS AND PRECAUTIONS-----------------------
	-----------------------------ADVERSE REACTIONS--------------------------------
	-------------------------------DRUG iNTERACTIONS------------------------------
	------------------------USE IN SPECIFIC POPULATIONS-----------------------
	1 Indications and usage
	2 Dosage and Administration
	3 dosage forms and strengths
	4 Contraindications
	5 Warnings and precautions
	For agranulocytosis (ANC < 0.5 x 109/L):
	For neutropenia (ANC < 1.5 x 109/L and > 0.5 x 109/L):
	5.2 Liver Enzyme Elevations

	6 Adverse reactions
	7 DRUG INTERACTIONS
	8 USE IN SPECIFIC POPULATIONs
	10 OVERDOSAGE
	11 Description
	12 Clinical Pharmacology
	Specific Populations
	Drug Interaction Studies

	13 NONCLINICAL TOXICOLOGY
	14 CLINICAL STUDIES
	16 how supplied/storage and handling
	17 PATIENT COUNSELING INFORMATION




