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Food and Drug Administration
Silver Spring MD 20993

NDA 022430/5-002

SUPPLEMENT APPROVAL
Ferring Pharmaceuticals Inc.
Attention: John B. Berryman, M.S.
Senior Director Regulatory Affairs
4 Gatehall Drive, 3™ floor
Parsippany, NJ 07054

Dear Mr. Berryman:

Please refer to your Supplemental New Drug Application (SNDA) dated December 2, 2010, and
received December 3, 2010, submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act (FDCA) for LYSTEDA (tranexamic acid) tablets 650 mg.

We acknowledge receipt of your amendments dated December 15, 2010, and March 29, 2011.

This supplemental new drug application proposes changes to the WARNING AND
PRECAUTIONS section of Physician Labeling and to Patient Labeling. These changes are
related to the risk of thromboembolic events, particularly the risk in women who are obese or
smoke cigarettes and are using both LYSTEDA and a hormonal contraceptive. New language
also states that LYSTEDA should not be used in women taking more than the approved dose of a
hormonal contraceptive.

Other changes include:
e Addition of “ligneous conjunctivitis” to Highlights (WARNING AND PRECAUTIONS)

e Rearranging and formatting changes to the WARNING AND PRECAUTIONS section of
Physician Labeling to include several topics under the general header of
~ 5.1 Thromboembolic Risk

e Placing “ligneous conjunctivitis” in a separate section in the WARNING AND
PRECAUTIONS section of Physician Labeling

e Other formatting and editorial changes

We have completed our review of this supplemental application, as amended. It is approved,
effective on the date of this letter, for use as recommended in the enclosed, agreed-upon labeling
text with the minor editorial revisions listed below:

“ e  Changed “RECENT CHANGES” to “RECENT MAJOR CHANGES” in
HIGHLIGHTS section.

+ Revision date changed to April 2011.
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CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, submit the content of
labeling [21 CFR 314.50(1)] in structured product labeling (SPL) format using the FDA
automated drug registration and listing system (eLIST), as described at
http://www.fda.gov/Forlndustry/DataStandards/StructuredProductlLabeling/default.htm. Content
of labeling must be identical to the enclosed labeling text for the package insert with the addition
of any labeling changes in pending “Changes Being Effected” (CBE) supplements, as well as
annual reportable changes not included in the enclosed labeling.

Information on submitting SPL files using eLIST may be found in the guidance for industry
titled “SPL Standard for Content of Labeling Technical Qs and As” at
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatorylnformation/Guidances/
UCMO072392.pdf.

The SPL will be accessible from publicly available labeling repositories.

Also within 14 days, amend all pending supplemental applications for this NDA, including CBE
supplements for which FDA has not yet issued an action letter, with the content of labeling

[21 CFR 314.50(1)(1)(1)] in MS Word format, that includes the changes approved in this
supplemental application, as well as annual reportable changes and annotate each change. To
facilitate review of your submission, provide a highlighted or marked-up copy that shows all
changes, as well as a clean Microsoft Word version. The marked-up copy should provide
appropriate annotations, including supplement number(s) and annual report date(s).

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c¢), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication(s) in pediatric patients unless this requirement is waived,
deferred, or inapplicable.

Because none of these criteria apply to your application, you are exempt from this requirement.

PROMOTIONAL MATERIALS

All promotional materials that include representations about your drug product must be promptly
revised to be consistent with the labeling changes approved in this supplement, including any
new safety information [21 CFR 314.70(a)(4)]. The revisions in your promotional materials
should include prominent disclosure of the important new safety information that appears in the
revised package labeling. Within 7 days of receipt of this letter, submit your statement of intent
to comply with 21 CFR 314.70(a)(4) to the address above or by fax to 301-847-8444.

REPORTING REQUIREMENTS

"We remind you that you must comply with reporting requirements for an approved NDA
(21 CFR 314.80 and 314.81).

Reference ID: 2928912



NDA 022430/5-002
Page 3

If you have any questions, call Karl Stiller, Regulatory Project Manager, at (301) 796-1993.
Sincerely,
{See appended electronic signature page}

Scott Monroe, M.D.

Director

Division of Reproductive and Urologic Products
Office of Drug Evaluation III

Center for Drug Evaluation and Research

ENCLOSURE:
Content of Labeling
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

/s/

SCOTT E MONROE
04/06/2011
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HIGHLIGHTS OF PRESCRIBING INFORMATION )

These highlights do not include all the information needed to use
LYSTEDA safely and effectively. See full prescribing information for
LYSTEDA.

LYSTEDAT™ (tranexamic acid) Tablets
Initial U.S. Approval: 1986

------------------------ RECENT MAJOR CHANGES - eeeeee
WARNINGS. AND PRECAUTIONS (5.1) 412011

LYSTEDA (tranexamic acid) Tablets is an antifibrinolytic indicated for the
treatment of cyclic heavy menstrual bieeding. (1)

wmmemmmmeeeeeee - DOSA GE AND ADMINISTRATION------memmeememem oo
. 1,300 mg (two 650 mg tablets) three times a day (3,900 mg/day) for a

maximum of 5 days during monthly menstruation (2.1)

e  Renal impairment: Dosage adjustment is needed if serum creatinine

concentration (Cr) is higher than 1.4 mg/dL (2.2)

. Crabove 1.4 mg/dL and < 2.8 mg/dL: 1,300 mg (two 650 mg
tablets) two times a day (2,600 mg/day) for a maximum of 5 days
during menstruation

. Cr above 2.8 mg/dL and < 5.7 mg/dL: 1,300 mg (two 650 mg
tablets) once a day (1,300 mg/day) for a maximum of 5 days
during menstruation

. Cr above 5.7 mg/dL: 650 mg (one 650 mg tablet) once a day
(650 mg/day) for a maximum of 5 days during menstruation

Tablets: 650 mg (3)

CONTRAINDICATIONS.

*  Women with active thromboembolic disease or a history or intrinsic risk
of thrombosis or thromboembolism, including retinal vein or artery
occlusion (4.1)

e Hypersensitivity to tranexamic acid (4.2)

s The risk of thrombotic and thromboembolic events may increase further
when hormonal contraceptives are administered with LYSTEDA,

especially in women who are obese or smoke cigarettes. Women using
hormonal contraception should use LYSTEDA only if there is a strong
medical need and the benefit of treatment wilt outweigh the potential
increased risk of a thrombotic event. Do not use LYSTEDA in women
who are taking more than the approved dose of a hormonal
contraceptive. (5.1)

*  Concomitant use of LYSTEDA with Factor IX complex concentrates,
anti-inhibitor coagulant concentrates or all-trans retinoic acid (oral
tretinoin) may increase the risk of thrombosis. (5.1)

. Visual or ocular adverse effects may occur with LYSTEDA.
Immediately discontinue use if visual or ocular symptoms occur. (5.1)

» . Incase of severe allergic reaction, discontinue LYSTEDA and seek
immediate medical attention. (5.2)

. Cerebral edema and cerebral infarction may be caused by use of
LYSTEDA in women with subarachnoid hemorrhage. (5.3)

. Ligneous conjunctivitis has been reported in patients taking tranexamic
acid. (5.4)

ADVERSE REACTIONS
Most common adverse reactions in clinical trials (> 5%, and more frequent in
LYSTEDA subjects compared to placebo subjects) are headache, sinus and
nasal symptoms, back pain, abdominal pain, musculoskeletal pain, joint pain,
muscle cramps, migraine, anemia and fatigue. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Ferring
Pharmaceuticals Inc. at 1-888-FERRING (1-888-337-7464) or FDA at
1-800-FDA-1088 or www._fda.gov/medwatch.

DRUG INTERACTIONS
Concomitant therapy with tissue plasminogen activators may decrease the
efficacy of both LYSTEDA and tissue plasminogen activators. (7.2)

. Renal impairment: Dosage adjustment is needed. (2.2, 8.6)
. Hepatic impairment: No dosage adjustment is needed. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 4/2011
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
LYSTEDA™ (tranexamic acid) tablets is indicated for the treatment of cyclic heavy menstrual bleeding
[see Clinical Studies (14)].

Prior to prescribing LYSTEDA, exclude endometrial pathology that can be associated with heavy
menstrual bleeding.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage v
The recommended dose of LYSTEDA for women with normal renal function is two 650 mg tablets taken
three times daily (3900 mg/day) for a maximum of 5 days during monthly menstruation. LYSTEDA may
be administered without regard to meals. Tablets should be swallowed whole and not chewed or broken
apart. '

2.2 Renal Impairment
In patients with renal impairment, the plasma concentration of tranexamic acid increased as serum
creatinine concentration increased [see Clinical Pharmacology (12.3)]. Dosage adjustment is needed in
patients with serum creatinine concentration higher than 1.4 mg/dL (Table 1).

Table 1. Dosage of LYSTEDA in Patients with Renal Impairment

LYSTEDA
Serum Creatinine . Total Daily
(mg/dL) Adjusted Dose Dose

Crabove 1.4 and <2.8 1300 mg (two 650 mg tab}ets) two times a day for 2600 mg
a maximum of 5 days during menstruation

Cr above 2.8 and < 5.7 1300 mg (two 650 mg tab_lets) once a da_ly for 1300 mg
a maximum of 5 days during menstruation

Cr above 5.7 650 mg (one 650 mg tab]e;t) once a day 'for 650 mg
a maximum of 5 days during menstruation

3 DOSAGE FORMS AND STRENGTHS
650 mg tablets

4 CONTRAINDICATIONS
4.1 Thromboembolic Risk -
Do not prescribe LYSTEDA to women who are known to have the following conditions:

e Active thromboembolic disease (e.g., deep vein thrombosis, pulmonary embolism, or cerebral
thrombosis) :

® A history of thrombosis or thromboembolism, including retinal vein or artery occlusion

e An intrinsic risk of thrombosis or thromboembolism (e.g., thrombogenic valvular disease,
thrombogenic cardiac rhythm disease, or hypercoagulopathy)

Venous and arterial thrombosis or thromboembolism, as well as cases of retinal artery and retinal vein
occlusions, have been reported with tranexamic acid.
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4.2 Hypersensitivity to Tranexamic Acid
Do not prescribe LYSTEDA to women with known hypersensitivity to tranexamic acid [see Warnings
and Precautions (5.2) and Adverse Reactions (6.1)].

5 WARNINGS AND PRECAUTIONS
5.1 Thromboembolic Risk

Concomitant Use of Hormonal Contraceptives

Combination hormonal contraceptives are known to increase the risk of venous thromboembolism, as
well as arterial thromboses such as stroke and myocardial infarction. Because LYSTEDA is
antifibrinolytic, the risk of venous thromboembolism, as well as arterial thromboses such as stroke, may
increase further when hormonal contraceptives are administered with LYSTEDA. This is of particular
concern in women who are obese or smoke cigarettes, especially smokers over 35 years of age [see
Contraindications (4.1) and Drug Interactions (7.1)].

Women using hormonal contraception were excluded from the clinical trials supporting the safety and
efficacy of LYSTEDA, and there are no clinical trial data on the risk of thrombotic events with the
concomitant use of LYSTEDA with hormonal contraceptives. There have been US postmarketing reports
of venous and arterial thrombotic events in women who have used LYSTEDA concomitantly with
combined hormonal contraceptives. Women using hormonal contraception, especially those who are
obese or smoke, should use LYSTEDA only if there is a strong medical need and the benefit of treatment
will outweigh the potential increased risk of a thrombotic event. Do not use LYSTEDA in women who
are taking more than the approved dose of a hormonal contraceptive.

Factor IX Complex Concentrates or Anti-Inhibitor Coagulant Concentrates

LYSTEDA is not recommended for women taking either Factor IX complex concentrates or anti-inhibitor
coagulant concentrates because the risk of thrombosis may be increased [see Drug Interactions (7.3) and
Clinical Pharmacology (12.3)].

All-Trans Retinoic Acid (Oral Tretinoin)

Exercise caution when prescribing LYSTEDA to women with acute promyelocytic leukemia taking
all-trans retinoic acid for remission induction because of possible exacerbation of the procoagulant effect
of all-trans retinoic acid [see Drug Interactions (7.4) and Clinical Pharmacology (12.3)].

Ocular Effects _
Retinal venous and arterial occlusion has been reported in patients using tranexamic acid. Patients should
be instructed to report visual and ocular symptoms promptly. In the event of such symptoms, patients
should be instructed to discontinue LYSTEDA immediately and should be referred to an ophthalmologist
for a complete ophthalmic evaluation, including dilated retinal examination, to exclude the possibility of

. retinal venous or arterial occlusion.

5.2 Severe Allergic Reaction
A case of severe allergic reaction to LYSTEDA was reported in the clinical trials, involving a subject who
experienced dyspnea, tightening of her throat, and facial flushing that required emergency medical
treatment. A case of anaphylactic shock has also been reported in the literature, involving a patient who
received an intravenous bolus of tranexamic acid.

5.3 Subarachnoid Hemorrhage

Cerebral edema and cerebral infarction may be caused by use of LYSTEDA in women with subarachnoid
hemorrhage.
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5.4 Ligneous Conjunctivitis
Ligneous conjunctivitis has been reported in patients taking tranexamic acid. The conjunctivitis resolved
following cessation of the drug.

6 ADVERSE REACTIONS

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 the rates in the clinical trials of another drug
and may not reflect the rates observed in clinical practice.

Short-term Studies

The safety of LYSTEDA in the treatment of heavy menstrual bleeding (HMB) was studied in two
randomized, double-blind, placebo-controlled studies [see Clinical Studies (14)]. One study compared
the effects of two doses of LYSTEDA (1950 mg and 3900 mg given daily for up to 5 days during each
menstrual period) versus placebo over a 3-cycle treatment duration. A total of 304 women were
randomized to this study, with 115 receiving at least one dose of 3900 mg/day of LYSTEDA. A second
study compared the effects of LYSTEDA (3900 mg/day) versus placebo over a 6-cycle treatment
duration. A total of 196 women were randomized to this study, with 117 receiving at least one dose of
LYSTEDA. In both studies, subjects were generally healthy women who had menstrual blood loss of
> 80 mL.

In these studies, subjects were 18 to 49 years of age with a mean age of approximately 40 years, had
cyclic menses every 21-35 days, and a BMI of approximately 32 kg/m”. On average, subjects had a
history of HMB for approximately 10 years and 40% had fibroids as determined by transvaginal
ultrasound. Approximately 70% were Caucasian, 25% were Black, and 5% were Asian, Native
American, Pacific Islander, or Other. Seven percent (7%) of all subjects were of Hispanic origin.
Women using hormonal contraception were excluded from the trials.

The rates of discontinuation due to adverse events during the two clinical trials were comparable between
LYSTEDA and placebo. In the 3-cycle study, the rate in the 3900 mg LYSTEDA dose group was 0.8%
as compared to 1.4% in the placebo group. In the 6-cycle study, the rate in the LYSTEDA group was
2.4% as compared to 4.1% in the placebo group. Across the studies, the combined exposure to

3900 mg/day LYSTEDA was 947 cycles and the average duration of use was 3.4 days per cycle.

A list of adverse events occurring in > 5% of subjects and more frequently in LYSTEDA treated subjects
receiving 3900 mg/day compared to placebo is provided in Table 2.
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Table 2. Adverse Events Reported by > 5% of Subjects Treated with LYSTEDA and More Frequently in
LYSTEDA-treated Subjects

LYSTEDA Placebo
3900 mg/day
o n (%)
n (%) (N=139)
_ (N=232)
Total Number of Adverse Events 1500 . , 923

Number of Subjects with at Least One Adverse Event 208 (89:7%) 122(87.8%)
HEADACHE * 117 (50.4%) 65 (46.8%)
NASAL & SINUS SYMPTOMS ® 59 (25.4%) 24 (17.3%)
BACK PAIN 48 (20.7%) 21 (15.1%)
ABDOMINAL PAIN © 46 (19.8%) 25 (18.0%)

MUSCULOSKELETAL PAIN ¢ 26 (11.2%) 4 (2.9%)

ARTHRALGIA © ‘ 16 (6.9%) 7 (5.0%)

MUSCLE CRAMPS & SPASMS 15 (6.5%) 8 (5.8%)

MIGRAINE 14 (6.0%) 8 (5.8%)

ANEMIA 13 (5.6%) 5 (3.6%)

FATIGUE 12 (5.2%) 6 (4.3%)

*Includes headache and tension headache

®Nasal and sinus symptoms include nasal, respiratory tract and sinus congestion, sinusitis, acute sinusitis, sinus
headache, allergic sinusitis and sinus pain, and multiple allergies and seasonal allergies

 Abdominal pain includes abdominal tenderness and discomfort

4Musculoskeletal pain includes musculoskeletal discomfort and myalgia

¢ Arthralgia includes joint stiffness and swelling

Long-term Studies

Long-term safety of LYSTEDA was studied in two open-label studies. In one study, subjects with
physician-diagnosed heavy menstrual bleeding (not using the alkaline hematin methodology) were treated
with 3900 mg/day for up to 5 days during each menstrual period for up to 27 menstrual cycles. A total of
781 subjects were enrolled and 239 completed the study through 27 menstrual cycles. A total of 12.4% of
the subjects withdrew due to adverse events. Women using hormonal contraception were excluded from
the study. The total exposure in this study to 3900 mg/day LYSTEDA was 10,213 cycles. The average
duration of LYSTEDA use was 2.9 days per cycle.

A long-term open-label extension study of subjects from the two short-term efficacy studies was also
conducted in which subjects were treated with 3900 mg/day for up to 5 days during each menstrual period
for up to 9 menstrual cycles. A total of 288 subjects were enrolled and 196 subjects completed the study
through 9 menstrual cycles. A total of 2.1% of the subjects withdrew due to adverse events. The total
exposure to 3900 mg/day LYSTEDA in this study was 1,956 cycles. The average duration of LYSTEDA
use was 3.5 days per cycle.

The types and severity of adverse events in these two long-term open-label trials were similar to those
observed in the double-blind, placebo-controlled studies although the percentage of subjects reporting
them was greater in the 27-month study, most likely because of the longer study duration.

A case of severe allergic reaction to LYSTEDA was reported in the extension trial, involving a subject on

her fourth cycle of treatment, who experienced dyspnea, tightening of her throat and facial flushing that
required emergency medical treatment.
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6.2 Postmarketing Experience
The following adverse reactions have been identified from postmarketing experience with tranexamic
acid. Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Based on US and worldwide postmarketing reports, the following have been reported in patients receiving
tranexamic acid for various indications:

e Nausea, vomiting, and diarrhea
o Allergic skin reactions
e Anaphylactic shock and anaphylactoid reactions

e Thromboembolic events (e.g., deep vein thrombosis, pulmonary embolism, cerebral thrombosis,
acute renal cortical necrosis, and central retinal artery and vein obstruction)

o Impaired color vision and other visual disturbances
o Dizziness

7 DRUG INTERACTIONS
No drug-drug interaction studies were conducted with LYSTEDA.

7.1 Hormonal Contraceptives
Because LYSTEDA is antifibrinolytic, concomitant use of hormonal contraception and LYSTEDA may
further exacerbate the increased thrombotic risk associated with combination hormonal contraceptives.
Women using hormonal contraception should use LYSTEDA only if there is a strong medical need and
the benefit of treatment will outweigh the potential increased risk of a thrombotic event [see Warnings
and Precautions (5.1) and Clinical Pharmacology (12.3)].

7.2 Tissue Plasminogen Activators
Concomitant therapy with tissue plasminogen activators may decrease the efficacy of both LYSTEDA
and tissue plasminogen activators. Therefore, exercise caution if a woman taking LYSTEDA therapy
requires tissue plasminogen activators.

7.3 Factor IX Complex Concentrates or Anti-Inhibitor Coagulant Concentrates
LYSTEDA is not recommended for women taking either Factor IX complex concentrates or anti-inhibitor
coagulant concentrates because the risk of thrombosis may be increased [see Warnings and Precautions
(5.1) and Clinical Pharmacology (12.3)].

7.4 All-Trans Retinoic Acid (Oral Tretinoin)
Exercise caution when prescribing LYSTEDA to women with acute promyelocytic leukemia taking all-
trans retinoic acid for remission induction because of possible exacerbation of the procoagulant effect of
all-trans retinoic acid {see Warnings and Precautions (5.1) and Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy (Category B)
LYSTEDA is not indicated for use in pregnant women. Reproduction studies have been performed in
mice, rats and rabbits and have revealed no evidence of impaired fertility or harm to the fetus due to
tranexamic acid. However, tranexamic acid is known to cross the placenta and appears in cord blood at
concentrations approximately equal to the maternal concentration. There are no adequate and well-
controlled studies in pregnant women [see Nonclinical Toxicology (13.1)].
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An embryo-fetal developmental toxicity study in rats and a perinatal developmental toxicity study in rats
were conducted using tranexamic acid. No adverse effects were observed in either study at doses up to
4 times the recommended human oral dose of 3900 mg/day based on mg/m” (actual animal dose

1500 mg/kg/day).

8.3 Nursing Mothers
Tranexamic acid is present in the mother’s milk at a concentration of about one hundredth of the
corresponding serum concentration. LYSTEDA should be used during lactation only if clearly needed.

8.4 Pediatric Use
LYSTEDA is indicated for women of reproductive age and is not intended for use in premenarcheal girls.
LYSTEDA has not been studied in adolescents under age 18 with heavy menstrual bleeding.

8.5 Geriatric Use
LYSTEDA is indicated for women of reproductive age and is not intended for use by postmenopausal
women.

8.6 Renal Impairment
The effect of renal impairment on the pharmacokinetics of LYSTEDA has not been studied. Because
tranexamic acid is primarily eliminated via the kidneys by glomerular filtration with more than 95%
excreted as unchanged in urine, dosage adjustment in patient with renal impairment is needed [see
Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment
The effect of hepatic impairment on the pharmacokinetics of LYSTEDA has not been studied. Because
only a small fraction of the drug is metabolized, dosage adjustment in patients with hepatic impairment is
not needed [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There are no known cases of intentional overdose with LYSTEDA and no subjects in the clinical program
took more than 2 times the prescribed amount of LYSTEDA in a 24-hour period (>7800 mg/day).
However, cases of overdose of tranexamic acid have been reported. Based on these reports, symptoms of
overdose may include gastrointestinal (nausea, vomiting, diarrhea); hypotensive (e.g., orthostatic
symptoms); thromboembolic (arterial, venous, embolic); visual impairment; mental status changes;
myoclonus; or rash. No specific information is available on the treatment of overdose with LYSTEDA.

In the event of overdose, employ the usual supportive measures (e.g., clinical momtormg and supportive
therapy) as dictated by the patient's clinical status.

11 DESCRIPTION
LYSTEDA is an antifibrinolytic drug. The chemical name is trans-4-aminomethyl-
cyclohexanecarboxylic acid. The structural formula is:

H  COMH

HN——  H
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Tranexamic acid is a white crystalline powder. It is freely soluble in water and in glacial acetic acid and
is very slightly soluble in ethanol and practically insoluble in ether. The molecular formula is CsH;sNO,
and the molecular weight is 157.2.

Tranexamic acid tablets are provided as white oval-shaped tablets and are not scored. Each tablet is
debossed with the marking “XP650.” The active ingredient in each tablet is 650 mg tranexamic acid.
The inactive ingredients contained in each tablet are: microcrystalline cellulose, colloidal silicon dioxide,
pregelatinized corn starch, povidone, hypromellose, stearic acid, and magnesium stearate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Tranexamic acid is a synthetic lysine amino acid derivative, which diminishes the dissolution of
hemostatic fibrin by plasmin. In the presence of tranexamic acid, the lysine receptor binding sites of
plasmin for fibrin are occupied, preventing binding to fibrin monomers, thus preserving and stabilizing
fibrin’s matrix structure.

The antifibrinolytic effects of tranexamic acid are mediated by reversible interactions at multiple binding
sites within plasminogen. Native human plasminogen contains 4 to 5 lysine binding sites with low
affinity for tranexamic acid (K4 = 750 umol/L) and 1 with high affinity (K4 = 1.1 pmol/L). The high
affinity lysine site of plasminogen is involved in its binding to fibrin. Saturation of the high affinity
binding site with tranexamic acid displaces plasminogen from the surface of fibrin. Although plasmin
may be formed by conformational changes in plasminogen, binding to and dissolution of the fibrin matrix
is inhibited.

12.2 Pharmacodynamics
Tranexamic acid, at in vitro concentrations of 25 - 100 uM, reduces by 20 - 60% the maximal rate of
plasmin lysis of fibrin catalyzed by tissue plasminogen activator (tPA).

Elevated concentrations of endometrial, uterine, and menstrual blood tPA are observed in women with
heavy menstrual bleeding (HMB) compared to women with normal menstrual blood loss. The effect of
tranexamic acid on lowering endometrial tPA activity and menstrual fluid fibrinolysis is observed in
women with HMB receiving tranexamic acid total oral doses of 2-3 g/day for 5 days.

In healthy subjects, tranexamic acid at blood concentrations less than 10 mg/mL has no effect on the
platelet count, the coagulation time or various coagulation factors in whole blood or citrated blood.
Tranexamic acid, however, at blood concentrations of 1 and 10 mg/mL prolongs the thrombin time.

Cardiac Electrophysiology

The effect of LYSTEDA on QT interval was evaluated in a randomized, single-dose, 4-way crossover
study in 48 healthy females aged 18 to 49 years. Subjects received (1) LYSTEDA 1300 mg (two 650 mg
tablets), (2) LYSTEDA 3900 mg (six 650 mg tablets; three times the recommended single dose),

(3) moxifloxacin 400 mg, and (4) placebo. There was no significant increase in the corrected QT interval
at any time up to 24 hours after the administration of either dose of LYSTEDA. Moxifloxacin, the active
control, was associated with a maximum 14.11 msec mean increase in corrected QT interval
{moxifloxacin — placebo) at 3 hours after administration.

12.3 Pharmacokinetics
Absorption
After a single oral administration of two 650 mg tablets of LYSTEDA, the peak plasma concentration
{Cinax) occurred at approximately 3 hours (Ty.). The absolute bioavailability of LYSTEDA in women
aged 18-49 is approximately 45%. Following multiple oral doses (two 650 mg tablets three times daily)
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administration of LYSTEDA for 5 days, the mean C,,,, increased by approximately 19% and the mean

area under the plasma concentration-time curve (AUC) remained unchanged, compared to a single oral
dose administration (two 650 mg tablets). Plasma concentrations reached steady state at the 5™ dose of
LYSTEDA on Day 2.

The mean plasma pharmacokinetic parameters of tranexamic acid determined in 19 healthy women
following a single (two 650 mg tablets) and multiple (two 650 mg tablets three times daily for 5 days)
oral dose of LYSTEDA are shown in Table 3.

Table 3. Mean (CV %) Pharmacokinetic Parameters Following a Single (two 650 mg tablets) and Multiple
Oral Dose (two 650 mg tablets three time daily for 5 days) Administration of LYSTEDA in 19 Healthy
Women under Fasting Conditions

Arithmetic Mean (CV%)
Parameter " .
Single dose Maultiple dose
Conax (mcg/mL) 13.83 (32.14) 16.41 (26.19)
AUCy4: (mcg-h/mL) 77.96 (31.14) 77.67°(29.39)
AUC;r (mcg-h/mL) 80.19 (30.43) -
Tonax ()° ' 2.5(1-5) 2.5(2-3.5)
ti2 (h) 11.08 (16.94) -

Ciax = Maximum concentration

AUC,4 = area under the drug concentration curve from time 0 to time of last determinable concentration
AUC;,¢ = area under the drug concentration curve from time 0 to infinity

Thax = time to maximum concentration

t12 = terminal elimination half-life

?AUC .12y (mcg-h/mL) = area under the drug concentration curve from time 0 to 8 hours

®Data presented as median (range)

Effect of food: LYSTEDA may be administered without regard to meals. A single dose administration
(two 650 mg tablets) of LYSTEDA with food increased both C,,; and AUC by 7% and 16%, respectively.

Distribution

Tranexamic acid is 3% bound to plasma proteins with no apparent binding to albumin. Tranexamic acid
is distributed with an initial volume of distribution of 0.18 L/kg and steady-state apparent volume of
distribution of 0.39 L/kg.

Tranexamic acid crosses the placenfa. The concentration in cord blood after an intravenous injection of
10 mg/kg to pregnant women is about 30 mg/L, as high as in the maternal blood.

Tranexamic acid concentration in cerebrospinal fluid is about one tenth of the plasma concentration.

The drug passes into the aqueous humor of the eye achieving a concentration of approximately one tenth
of plasma concentrations.

Metabolism
A small fraction of the tranexamic acid is metabolized.

Excretion

Tranexamic acid is eliminated by urinary excretion primarily via glomerular filtration with more than
95% of the dose excreted unchanged. Excretion of tranexamic acid is about 90% at 24 hours after
intravenous administration of 10 mg/kg. Most elimination post intravenous administration occurred
during the first 10 hours, giving an apparent elimination half-life of approximately 2 hours. The mean
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terminal half-life of LYSTEDA is approximately 11 hours. Plasma clearance of tranexamic acid is
110-116 mL/min.

Specific Populations

Pregnancy (Category B)

LYSTEDA is not indicated for use in pregnant women. Tranexamic acid is known to cross the placenta
and appears in cord blood at concentrations approximately equal to maternal concentration. There are no
adequate and well-controlled studies in pregnant women [see Use in Specific Populations (8.1)].

Nursing Mothers .

Tranexamic acid is present in the mother’s milk at a concentration of about one hundredth of the
corresponding serum concentrations. LYSTEDA should be used during lactation only if clearly needed
[see Use in Specific Populations (8.3)].

Pediatric Use
LYSTEDA is indicated for women of reproductive age and is not intended for use in premenarcheal girls.
LYSTEDA has not been studied in adolescents under age 18 with heavy menstrual bleeding.

Geriatric Use

LYSTEDA is indicated for women of reproductive age and is not intended for use by postmenopausal
women.

Renal Impairment

The effect of renal impairment on the disposition of LYSTEDA has not been evaluated. Urinary
excretion following a single intravenous injection of tranexamic acid declines as renal function decreases.
Following a single 10 mg/kg intravenous injection of tranexamic acid in 28 patients, the 24-hour urinary
fractions of tranexamic acid with serum creatinine concentrations 1.4 — 2.8, 2.8 — 5.7, and greater than
5.7 mg/dL were 51, 39, and 19%, respectively. The 24-hour tranexamic acid plasma concentrations for
these patients demonstrated a direct relationship to the degree of renal impairment. Therefore, dose
adjustment is needed in patients with renal impairment [see Dosage and Administration (2.2)].

Hepatic Impairment

The effect of hepatic impairment on the disposition of LYSTEDA has not been evaluated. One percent
and 0.5 percent of an oral dose are excreted as a dicarboxylic acid and acetylated metabolite, respectively.
Because only a small fraction of the drug is metabolized, no dose adjustment is needed in patients with
hepatic impairment.

Drug Interactions
No drug-drug interaction studies were conducted with LYSTEDA.

Hormonal Contraceptives

Because LYSTEDA is antifibrinolytic, concomitant use of hormonal contraception and LYSTEDA may
further exacerbate the increased thrombotic risk associated with combination hormonal contraceptives.
Women using hormonal contraception should use LYSTEDA only if there is a strong medical need and
‘the benefit of treatment will outweigh the potential increased risk of a thrombotic event [see Warnings
and Precautions (5.1) and Drug Interactions (7.1)].
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Factor IX Complex Concentrates or Anti-inhibitor Coagulant Concentrates

LYSTEDA is not recommended in patients taking either Factor IX complex concentrates or anti-inhibitor
coagulant concentrates because the risk of thrombosis may be increased [see Warnings and Precautions
(5.4) and Drug Interactions (7.3)]. '

Tissue Plasminogen Activators

Concomitant therapy with tissue plasminogen activators may decrease the efficacy of both LYSTEDA
and tissue plasminogen activators. Therefore, exercise caution if a patient taking LYSTEDA therapy
requires tissue plasminogen activators [see Drug Interactions (7.2)].

All-Trans Retinoic Acid (Oral Tretinoin)

In a study involving 28 patients with acute promyelocytic leukemia who were given either orally
administered all-trans retinoic acid plus intravenously administered tranexamic acid, all-trans retinoic acid
plus chemotherapy, or all-trans retinoic acid plus tranexamic acid plus chemotherapy, all 4 patients who
were given all-trans retinoic acid plus tranexamic acid died, with 3 of the 4 deaths due to thrombotic
complications. It appears that the procoagulant effect of all-trans retinoic acid may be exacerbated by
concomitant use of tranexamic acid. Therefore, exercise caution when prescribing LYSTEDA to patients
with acute promyelocytic leukemia taking all-trans retinoic acid [see Warnings and Precautions (5.5) and
Drug Interactions (7.4)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis :
Carcinogenicity studies with tranexamic acid in male mice at doses as high as 6 times the recommended
human dose of 3900 mg/day showed an increased incidence of leukemia which may have been related to
treatment. Female mice were not included in this experiment.

The dose multiple referenced above is based on body surface area (mg/m”). Actual daily dose in mice
was up to 5000 mg/kg/day in food.

Hyperplasia of the biliary tract and cholangioma and adenocarcinoma of the intrahepatic biliary system
have been reported in one strain of rats after dietary administration of doses exceeding the maximum
tolerated dose for 22 months. Hyperplastic, but not neoplastic, lesions were reported at lower doses.
Subsequent long-term dietary administration studies in a different strain of rat, each with an exposure
level equal to the maximum level employed in the earlier experiment, have failed to show such
hyperplastic/neoplastic changes in the liver.

Mutagenesis

Tranexamic acid was neither mutagenic nor clastogenic in the in vitro Bacterial Reverse Mutation Assay
(Ames test), in vitro chromosome aberration test in Chinese hamster cells, and in in vivo chromosome
aberration tests in mice and rats.

Impairment of Fertility
Reproductive studies performed in mice, rats and rabbits have not revealed any evidence of impaired
fertility or adverse effects on the fetus due to tranexamic acid.

In a rat embryo-fetal developmental toxicity study, tranexamic acid had no adverse effects on embryo-
fetal development when administered during the period of organogenesis (from gestation days 6 through
17) at doses 1, 2 and 4 times the recommended human oral dose of 3900 mg/day. In a perinatal-postnatal
study in rats, tranexamic acid had no adverse effects on pup viability, growth or development when
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administered from gestation day 6 through postnatal day 20 at doses 1, 2 and 4 times the recommended
human oral dose of 3900 mg/day.

The dose multiples referenced above are based on body surface area (mg/m?). Actual daily doses in rats
were 300, 750 or 1500 mg/kg/day.

13.2 Animal Toxicology and/or Pharmacology
Ocular Effects »
In a 9-month toxicology study, dogs were administered tranexamic acid in food at doses of 0, 200, 600, or
1200 mg/kg/day. These doses are approximately 2, 5, and 6 times, respectively, the recommended human
oral dose of 3900 mg/day based on AUC. At 6 times the human dose, some dogs developed reversible
reddening and gelatinous discharge from the eyes. Ophthalmologic examination revealed reversible
changes in the nictitating membrane/conjunctiva. In some female dogs, the presence of inflammatory
exudate over the bulbar conjunctival mucosa was observed. Histopathological examinations did not
reveal any retinal alteration. No adverse effects were observed at 5 times the human dose.

In other studies, focal areas of retinal degeneration were observed in.cats, dogs and rats following oral or
intravenous tranexamic acid doses at 6-40 times the recommended usual human dose based on mg/m?
(actual animal doses between 250-1600 mg/kg/day).

14 CLINICAL STUDIES

The efficacy and safety of LYSTEDA in the treatment of heavy menstrual bleeding (HMB) was
demonstrated in one 3-cycle treatment and one 6-cycle treatment, randomized, double-blind, placebo-
controlled study [see Adverse Reactions (6)]. In these studies, HMB was defined as an average menstrual
blood loss of > 80 mL as assessed by alkaline hematin analysis of collected sanitary products over two
baseline menstrual cycles. Subjects were 18 to 49 years of age with a mean age of approximately 40
years, had cyclic menses every 21-35 days, and a BMI of approximately 32 kg/m?. On average, subjects
had an HMB history of approximately 10 years and 40% had fibroids as determined by transvaginal
ultrasound. Approximately 70% were Caucasian, 25% were Black, and 5% were Asian, Native
American, Pacific Islander, or Other. Seven percent (7%) of all subjects were of Hispanic origin.

In these studies, the primary outcome measure was menstrual blood loss (MBL), measured using the
alkaline hematin method. The endpoint was change from baseline in MBL, calculated by subtracting the
mean MBL during treatment from the mean pretreatment MBL.

The key secondary outcome measures were based on specific questions concerning limitations in social or
leisure activities (LSLA) and limitations in physical activities (LPA). Large stains (soiling beyond the
undergarment) were also included as a key secondary outcome measure.

14.1 Three-Cycle Treatment Study
This study compared the effects of two doses of LYSTEDA (1950 mg and 3900 mg given daily for up to
5 days during each menstrual period) versus placebo on MBL over a 3-cycle treatment duration. Of the
294 evaluable subjects, 115 LYSTEDA 1950 mg/day subjects, 112 LYSTEDA 3900 mg/day subjects and
67 placebo subjects took at least one dose of study drug and had post-treatment data available.

Results are shown in Table 4. MBL was statistically significantly reduced in patients treated with

3900 mg/day LYSTEDA compared to placebo. Study success also required achieving a reduction in
MBL that was determined to be clinically meaningful to the subjects. The 1950 mg/day LYSTEDA dose
did not meet the criteria for success.
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Table 4. Mean Reduction from Baseline in MBL

Treatment Arm N Baseline Mean Least Squares Mean Percent Reduction in
MBL (mL) Reduction in MBL (mL) MBL
LYSTEDA 3900 mg/day 112 169 65% 39%
LYSTEDA 1950 mg/day 115 178 44 25%
Placebo 67 154 7 5%

* p<0.001 versus placebo
LYSTEDA also statistically significantly reduced limitations on social, leisure, and physical activities in
the 3900 mg/day dose group compared to placebo (see Table 5). No statistically significant treatment

difference was observed in response rates on the number of large stains.

Table 5: Secondary Outcomes in 3-Cycle Study

Outcome Measure N ‘;’;Z‘;':l"f Le”s;esg:z‘:izil},“”"

Social and Leisure Activities

3900 mg/day LYSTEDA 112 3.00 0.98°

Placebo 66 2.85 0.39
Physical Activities

3900 mg/day LYSTEDA 112 3.07 0.94°

Placebo 66 2.96 0.34

N Responders *

Reduction in Large Stains

3900 mg/day LYSTEDA 111 64%°

Placebo 67 52%

“ Response categories: 1=not at all limited; 2=slightly limited; 3=moderately limited; 4=quite a bit limited;
5=extremely limited

® Positive means reflect an improvement from baseline.

¢ p-value <0.05 versus placebo ‘

4 Responders are defined as subjects who experienced a reduction from baseline in frequency of large stains.

¢ Non-significant difference versus placebo

14.2 Six-Cycle Treatment Study
This study compared the effects of LYSTEDA 3900 mg/day given daily for up to 5 days during each
menstrual period versus placebo on MBL over a 6-cycle treatment duration. Of the 187 evaluable
subjects, 115 LYSTEDA subjects and 72 placebo subjects took at least one dose of study drug and had
post-treatment data available.

Results are shown in Table 6. MBL was statistically significantly reduced in patients treated with
3900 mg/day LYSTEDA compared to placebo. Study success also required achieving a reduction in
MBL that was determined to be clinically meaningful to the subjects.

Table 6. Mean Reduction from Baseline in MBL

Treatment Arm N Baseline Mean Least Squares Mean Percent Reduction
MBL (mL) Reduction in MBL (mL) in MBL
LYSTEDA 3900 mg/day 115 172 66* 38%
Placebo 72 153 18 12%

* p<0.001 versus placebo
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Limitations on social, leisure, and physical activities were also statistically significantly reduced in the
LYSTEDA group compared to placebo (see Table 7). No statistically significant treatment difference
was observed in response rates on the number of large stains.

Table 7. Secondary Qutcomes in 6-Cycle Study

Outcome Measure N ]?\zsezl:lnae Leas;fg::;zi Il\)’lean

Social and Leisure Activities

3900 mg/day LYSTEDA 115 292 0.85°

Placebo 72 2.74 0.44
Physical Activities

3900 mg/day LYSTEDA 115 3.05 0.87°

Placebo 72 2.90 0.40

N Responders d

Reduction in Large Stains

3900 mg/day LYSTEDA 115 57%°

Placebo 72 51%

* Response categories: 1=not at all limited; 2=slightly limited; 3=moderately limited; 4=quite a bit limited;
S=extremely limited ,

® Positive means reflect an improvement from baselin

¢ p-value <0.05 versus placebo ‘

4 Responders are defined as subjects who experienced a reduction from baseline in frequency of large stains

¢ Non-significant difference versus placebo

14.3 MBL Results over Time
The efficacy of LYSTEDA 3900 mg/day over 3 menstrual cycles and over 6 menstrual cycles was
demonstrated versus placebo in the double-blind, placebo-controlled efficacy studies (see Figure 1). The
change in MBL from baseline was similar across all post-baseline treatment cycles.
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Figure 1: MBL Levels over Duration of Therapy
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16 HOW SUPPLIED/STORAGE AND HANDLING

LYSTEDA (tranexamic acid) tablets are provided as white oval-shaped tablets. Each tablet is debossed
with the marking “XP6507and are supplied as:

Quantity Package Type NDC Number

30 tablets HDPE bottle 55566-2100-2

30 tablets Carton containing 5 blister cards with | 55566-2100-6
‘ 6 tablets per card

100 tablets HDPE bottle 55566-2100-1

500 tablets HDPE bottle 55566-2100-5

Storage

Store at room temperature 25° C (77° F); excursions permitted to 15-30° C (59-86° F). [See USP
Controlled Room Temperature}.

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Patient Information)

Instruct patients that the usual schedule is to take two tablets with liquids, three times a day during
menstruation. Patients should be instructed not to exceed 3 doses (6 tablets) in a 24-hour period or to take
for more than 5 days in any menstrual cycle.

Inform patients that they should immediately stop LYSTEDA if they notice any eye symptoms or change
in their vision. Instruct them to report any such problems promptly to their physician and to follow-up

with an ophthalmologist for a complete ophthalmic evaluation, including dilated retinal examination of
the retina.
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Inform patients that they should stop LYSTEDA and seek immediate medical attention if they notice
symptoms of a severe allergic reaction (e.g., shortness of breath or throat tightening).

Instruct patients that common side effects of LYSTEDA include headache, sinus and nasal symptoms,
back pain, abdominal pain, musculoskeletal pain, joint pain, muscle cramps, migraine, anemia and

fatigue.

Advise patients to contact their healthcare provider if their heavy menstrual bleeding symptoms persist or
worsen.

Remind patients to read the Patient Labeling carefully.
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PATIENT INFORMATION
LYSTEDA (pronounced /ye-sted-a) tranexamic acid tablets

Read the Patient Information that comes with LYSTEDA before you start using the drug and
each time you get a refill. There may be new information. This leaflet does not take the place
of talking with your healthcare provider about your medical condition or your treatment.

What is LYSTEDA?

LYSTEDA is a prescription medicine used to treat your heavy monthly period (menstruation)
when your bleeding gets in the way of social, leisure and physical activities. LYSTEDA does not
contain any hormones. On average, LYSTEDA has been shown to lower the amount of blood
lost during your monthly period by about one-third, but it is not meant to stop your period.

LYSTEDA is taken only during your period and is not meant to treat pre-menstrual symptoms
(symptoms that occur before your bleeding starts). LYSTEDA does not affect your fertility and
cannot be used as birth control. LYSTEDA does not protect you against diseases that you may
get if you have unprotected sex.

LYSTEDA has not been studied in adolescents younger than 18 years of age.

Who should not take LYSTEDA?
Do not take LYSTEDA if you:

Currently have a blood clot

Have ever had a blood clot

Have been told that you are at risk of having a blood clot
Are allergic to LYSTEDA or tranexamic acid

What should I tell my healthcare provider before taking LYSTEDA?

Before taking LYSTEDA, tell your healthcare provider about all of your medical conditions,
including whether:

* You have ever had a blood clot or been told that you are at risk of having a
blood clot

* You are using a form of birth control that contains hormones (like a birth control
pill, patch, vaginal ring or intrauterine device). Also tell your healthcare provider if you
are taking higher than your normally-prescribed dose of birth control. Using hormonal
products along with LYSTEDA, especially if you are overweight or smoke, may increase
your chance of having a serious blood clot, stroke, or heart attack.

* You are pregnant or think you may be pregnant

» You are breastfeeding or plan to breast-feed. LYSTEDA can pass into your milk. Talk to
your healthcare provider about the best way to feed your baby if you take LYSTEDA.

» The time between the start of your periods is less than 21 days or more than 35 days

¢ You have any other medical conditions

Tell your healthcare provider about all the medicines you take, including prescription
and over-the-counter medicines, vitamins, and herbal supplements. LYSTEDA and other
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medicines can affect each other, causing side effects. LYSTEDA can affect the way other
medicines work and other medicines can affect how LYSTEDA works.

Especially tell your healthcare provider if you take:

¢ Birth control pills or other hormonal birth control
« Medicines used to help your blood clot
» Medicines used to break up blood clots

e Any medicines to treat leukemia

Ask your healthcare provider if you are not sure if your medicine is one that is described above.

How should I take LYSTEDA?

Take LYSTEDA exactly as your healthcare provider telis you.
Do not take LYSTEDA until your period has started.

Do not take LYSTEDA for more than 5 days in a row.

Do not take LYSTEDA when you do not have your period.

Once your period has started, take 2 tablets of LYSTEDA three times per day (e.g., in the
morning, afternoon, and evenlng)

LYSTEDA tablets should be swallowed whole and not chewed or broken apatt.
LYSTEDA may be taken with or without food.

Do not take more than 6 tablets of LYSTEDA in a day. If you take more than 6 tablets,
call your healthcare provider.

If you miss a dose, take it when you remember, and then take your next dose at least six
hours later. Do not take more than two tablets at a time to make up for missed doses.

If LYSTEDA does not help to lessen bleeding with your periods after 2 cycles or seems to
stop working, talk to your healthcare provider.

What are the possible side effects of LYSTEDA?

LYSTEDA can cause serious side effects, including:

Blood clots. The risk of serious blood clots may be increased when LYSTEDA is taken
with:
= hormonal contraceptives, especially if you are taking higher than your normal
dose of birth control, are overweight, or if you smoke cigarettes
= medicines used to help your blood clot
= some medicines used to treat leukemia

Eye changes. Stop taking LYSTEDA and promptly report any eye problems you have
while taking LYSTEDA. Your doctor will refer you to an eye doctor who will examine your
eyes.

Allergic reaction. If you have severe shortness of breath and your throat feels tight, stop
taking LYSTEDA and get medical care right away.
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The most common side effects of LYSTEDA include:
o Headaches ’
* Sinus and nasal problems
e Back pain
e Pain in your abdomen
o Pain in your muscles or joints
e Anemia

e Fatigue
Tell your healthcare provider if you have any side effect that bothers you or does not go away.

These are not all of the possible side effects of LYSTEDA. For more information, ask your
healthcare provider or pharmacist.

If you notice a change in your usual bleeding pattern that worries you, or your
heavy bleeding continues, contact your healthcare provider right away. This may be
a sign of a more serious condition.

Call your healthcare provider for medical advice about side effects. You may report side effects
to the FDA at 1-800-FDA-1088. You may also report side effects to Ferring Pharmaceuticals
Inc. at 1-888-FERRING (1-888-337-7464).

How should I store LYSTEDA?
Store LYSTEDA at room temperature between 59°F to 86°F (15°C to 30°C).

Keep LYSTEDA and all medicines out of the reach of children.

General information about LYSTEDA

Medicines are sometimes prescribed for conditions that are not mentioned in Patient
Information Leaflets. Do not use LYSTEDA for a condition for which it was not prescribed. Do
not give LYSTEDA to other people, even if they have the same symptoms that you have. It
may harm them.

This patient information leaflet summarizes the most important information about LYSTEDA. If
you would like more information about LYSTEDA, talk with your healthcare provider. You can
ask your healthcare provider or pharmacist for information about LYSTEDA that is written for
healthcare professionals. For more information, go to www.lysteda.com or call 1-888-FERRING
(1-888-337-7464).

What are the ingredients of LYSTEDA?

Active ingredient: tranexamic acid

Inactive ingredients: microcrystalline cellulose, colloidal silicon dioxide, pregelatinized corn
starch, povidone, hypromellose, stearic acid, and magnesium stearate.
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Clinical Review Memo: Labéling Supplement

NDA Number: 022430/Labeling Supplement - Changes Being Effected (CBE)
Name of Drug: LYSTEDA (tranexamic acid) Tablets

Applicant: Ferring Pharmaceuticals Inc.
Submit Dates:  12-01 (SD #040) and 12-21-2010; SD #045 on 12-28-10
Reviewer: Daniel Davis, MD

Review Date: March 4, 2011

Background:
The original labeling for Lysteda was approved on November 13, 2009.

In the 12-01-10 submission, the Sponsor stated the following:

“Proposed changes to the WARNINGS AND PRECAUTIONS section of the PI, and
related Highlights and Patient Information sections, are being made in response to post-
marketing adverse event reports involving suspected thromboembolic events in patients
prescribed LYSTEDA (previously filed as expedited reports to NDA 22-430). In
addition, the rearrangement of other warnings from section 5 are proposed (wording
unchanged) that groups these under the heading Thromboembolic Risk, since these all
relate to this mechanism. The unrelated ocular warning about Ligneous Conjunctivitis is
consequently separated out as a stand-alone risk unrelated to the thrombotic mechanism.

(b) (4)
(b) (4) [14 . 3 b
rather than only the term “cyclic heavy menstrual bleeding
((often used in more recent publications). We have received several hundred requests for
information about our product from healthcare practitioners by our medical information

group, (b) (A)We
believe that its inclusion will help reduce confusion and improve understanding.

Also, we have found that, in disagreement with the recommendations on avoiding
redundancy from the draft FDA Guidance for Industry: Labeling for Human Prescription
Drug and Biological Products — Implementing the New Content and Format
Requirements, the content of sections 7 and § on DRUG INTERACTIONS and USE IN
SPECIFIC POPULATIONS is repeated verbatim in the section on CLINICAL
PHARMACOLOGY: Pharmacokinetics. Because of this we have removed these
redundant sections.”

The Division and reviewers from the Office of Clinical Pharmacology and the Division

of Pharmacovigilance 2 held a teleconference with the Sponsor on 12-14-10 to discuss
the following topics:
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e Status of the labeling supplement as a Prior Approval (PA) supnlement and not a
CBE becauseE t;[§1E:4)Sponsor has requested a change in the (b) (4)

e Proposed label changes; due to the Division’s concern about promptly revising the
Warnings labeling to reflect postmarketing safety reports, the Sponsor was asked to
defer all other revisions to a future supplement

* The possibility of adding new contraindications and/or a Boxed Warning

e Rearranging some subsections of the label, especially in Warnings and Precautions,
Drug Interactions, and Pharmacokinetics .

* Adding the pharmacologic class of “antifibrinolytic” to the Indications and Usage
statement in Highlights

e Need for a Dear Healthcare Provider letter

On 12-16-10, SD #044, the Sponsor submitted all copies of the MedWatch reports and a
summary table for the recent postmarketing thromboembolic serious adverse events
(SAEs). On 12-21-10, the Division sent a revised label to the Sponsor showing all the
changes recommended in the label. The most recent label submitted by the Sponsor is
found in the FDA electronic document room (EDR) as SD #0435, stamp date 12-28-10. It
appears that the Sponsor agrees with the proposed changes made by the Division on
12-21-10. :

The following documents are included in the recent submissions:

e Marked up and clean versions of the United States Package Insert and Detailed
Patient Labeling incorporating all of the revisions

e Support Document (SD) #044 with the recent MedWatch reports for postmarketing
thromboembolic SAEs.

e PADER, SD #041, covering AEs from 8/14/10 to 11/13/10

Clinical Review:

All the above documents were reviewed. Combining data from AERS, the PADER, and
SD #044 there were 8 postmarketing thromboembolic SAEs in the US, which included
the following:

e 2 strokes: 38 year old (yo) obese woman on Loestrin and a 44 yo woman not on OCs

1 intrajugular clot: 31 yo obese non-smoker taking “double dose” of OCs

e 3 DVTs: 69 yo, a 57 yo obese woman not on concomitant medication, and an
unknown age woman on hormonal birth control ‘

e 1 bilateral pulmonary embolism (PE) with lower extremity DVT: 44 yo obese woman
on Loestrin and IV estrogen

e 1 death (probable PE): 37 yo obese woman on OCs

Although not all cases are associated with OCs, the majority are associated with either
obesity or while on OCs, so the Division believes that the label should reflect this
postmarketing data. Changes were made in the 5.1 Thromboembolic Risk section under
WARNINGS AND PRECAUTIONS. The first subsection in 5.1 now reads as follows: -

Reference ID: 2913696 2



Concomitant Use of Hormonal Coniraceptives
Combination hormonal contraceptives are known to increase the risk of venous
thromboembolism, as well as arterial thromboses such as stroke and myocardial infarction.
Because LYSTEDA is antifibrinolytic, the risk of venous thromboembolism, as well as arterial

- thromboses such as stroke, may increase further when hormonal coniraceptives are administered
with LYSTEDA. This is of particular concern in women who are obese or smoke cigarettes,
especially smokers over 35 years of age [see Contraindications (4.1) and Drug Interactions

(7.1)].

‘Women using hormonal contraception were excluded from the clinical trials supporting the safety
and efficacy of LYSTEDA, and there are no clinical trial data on the risk of thrombotic events
with the concomitant use of LYSTEDA with hormonal contraceptives. There have been US
postmarketing reports of venous and arterial thrombotic events in women who have used
LYSTEDA concomitantly with combined hormonal contraceptives. Women using hormonal
contraception, especially those who are obese or smoke, should use LYSTEDA only if there is a
strong medical need and the benefit of treatment will outweigh the potential increased risk of a
thrombotic event. Do not use LYSTEDA in women who are taking more than the approvea’ dose
of a hormonal contraceptive.

In addition, the rearrangement of three other warnings from section 5 are added (wording
unchanged) under the heading 5.1 Thromboembolic Risk, since these all relate to this
mechanism. The unrelated ocular warning about Ligneous Conjunctivitis (now changed
to 5.4) is consequently separated out as a stand-alone risk unrelated to the thrombotic
mechanism.

- The Division rejected the request to (®) (4)‘for
the treatment of cyclic heavy menstrual bleeding.” This is primarily based on the fact
that two other products approved for heavy menstrual bleeding do not use (b) (4)

(B) @ their approved indications. In addition, the focus of this labeling
supplement was on communicating new safety information, not on revising the
indication.

Reviewer's comments:

The proposed changes to the Lysteda label are supported by the sponsor’s submitted
rationale and documents. Agreement was reached between the Division and the Sponsor on
the label changes. Re-ordering of subsection within a major heading simply improves the
readability of the label while not changing the substance. The major and most important
change is in the Subsection 5.1 Thrombeembolic Risk, which now reflects the safety concern
for women on Lysteda who are also using hormonal contraceptlves, especially those who are
obese or smoke.

If further SAEs are reported that raise the level of safety concern, especially for
thromboembolic events, then future changes to the label may be warranted. The need for a
Dear Healthcare Provider has been discussed with the Sponsor and the general agreement
is that this will be issued soon after the label changes are finalized.
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Final Clinical Recommendation:

The labeling supplement (SD-040), originally received (stamp date) by the Division on
12-03-10, has been reviewed and final changes agreed to. 1'do not recommend any .
further changes. The label submitted by the Sponsor dated January 14, 2011, is
acceptable as a revision of the original approved label dated November 13, 2009.

Daniel Davis, MD
3-04-11

Reference ID: 2913696



‘This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

/s/

DANIEL DAVIS
03/04/2011
Clinical labeling review

LISAM SOULE
03/04/2011
| concur with Dr. Davis' conclusions and recommendations.
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Chemistry Review: Division: NDA Number:

1 HFD-580 22-430

Name and Address of Applicant: 4. Supplement(s):
Ferring Pharmaceutical, Inc Number: 002 (SDN 40)
4 Gatehall Drive Date(s): 03-Dec-2010
Parsippany, NJ 07054
5. Name of Drug: 6. Nonproprietary name:
Lysteda Tranexamic acid
7.Supplement Provides for 8. Amendment(s):

Change to the WARNINGS AND PRECAUTIONS, DRUG NA
INTERACTIONS, USE IN SPECIFIC POPULATIONS, and
CLINICAL PHARMACOLOGY sections of the Physician’s

Insert (PD).

9. Pharmacological Category: 10. How Dispensed: 11. Related Documents:
Antifibrinolytic Ry« N/A

12. Dosage Form: 13. Potency:

Tablet 650 mg

14. Chemical Name and Structure:

R <
L
‘

trans-4-Aminomethyl-cyclohexanecarboxylic acid

15. Comments
This labeling supplement seeks approval to change the WARNINGS AND PRECAUTIONS section of
the PI in response to post-marketing adverse event reports involving suspected thromboembolic events.
In addition, other warnings are rearranged without a change in wording. Sponsor also seeks to (b) (4)
(b) (4)“cyclic heavy menstrual bleeding” indication statement. Sponsor
also seeks to delete redundant wording in the DRUG INTERACTIONS, USE IN SPECIFIC
POPULATIONS, and CLINICAL PHARMACOLOGY sections. There are no changes to the CMC-
related sections of the label.

16. Conclusion:

This Supplement is recommended for approval from CMC perspective. Because this is an OND-managed
supplement, any correspondence with the sponsor will be made by the OND PM.

17. Name: Signature: Date:
Donna F. Christner, Ph.D. 22-Dec-2010
18. Concurrence: Signature: Date:

Thomas Oliver, Ph.D.
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

s/

DONNA F CHRISTNER
12/27/2010 ‘

THOMAS F OLIVER
01/03/2011
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PHARMACOLOGY/TOXICOLOGY REVIEW

Date: January 20, 2011

NDA #/SS#/date: NDA 022430, Supplement 2, eCTD #0037, SD#40, 12/03/2010
Reviewer: Kimberly Hatfield, PhD

Secondary/Expert Reviewer: Alexander Jordan, PhD

Sponsor: Ferring Pharmaceuticals, Inc.
Drug: Lysteda (tranexamic acid)
Indication: Treatment of cyclic heavy menstrual bleeding

RE: Labeling supplement to make changes in response to post-marketing adverse
event reports

Background: _

Lysteda was approved in November 2009 for the treatment of cyclic heavy menstrual
bleeding. The current supplement seeks approval to 1) make changes to the
WARNINGS AND PRECAUTIONS section of the PI, and related Highlights and Patient
Information sections in response to post-marketing adverse event reports involving
suspected thromboembolic events in patients prescribed Lvsteda: 2) rearranae other
warnings without a change in wording; 3) () (4)the
indication statement; and 4) delete redundant wording in the DRUG INTERACTIONS,
USE IN SPECIFIC POPULATIONS, and CLINICAL PHARMACOLOGY sections.

Nonclinical Review of Labeling Supplement: A

There are no changes proposed for Section 8 USE IN SPECIFIC POPULATIONS (8.1
Pregnancy and 8.3 Nursing Mothers) or Section 13 NONCLINICAL TOXICOLOGY,
which primarily contain nonclinical information. The deletion of redundant wording tha
is proposed occurs in Section 12.3 (SPECIFIC POPULATIONS), where the sam

information from Sections 8.1-8.4 is repeated.

It was noted that the original approval labeling did not list a pharmacologic class for
Lysteda in the Indications and Usage section of Highlights, though it was listed in
Section 11 DESCRIPTION. The Sponsor proposed the following change (italics) to
Highlights:
Original statement. LYSTEDA (tranexamic acid) Tablets is indicated for the
treatment of cyclic heavy menstrual bleeding. (1)
Proposed statement. LYSTEDA (tranexamic acid) Tablets is an antifibrinolytic
indicated for the treatment of cyclic heavy menstrual bleeding. (1)
‘Antifibrinolytic’ is an approved pharmacological class. We concur with this change.

Conclusions:
This supplement is recommended for approval from a nonclinical perspective, pending
the addition of pharmacologic class to the Highlights portion of the label.
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This is a representation of an electronic record that was sighed
electronically and this page is the manifestation of the electronic
signature.
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KIMBERLY P HATFIELD
02/11/2011

ALEXANDER W JORDAN
02/11/2011
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Division of Reproductive and Urologic Products

REGULATORY PROJECT MANAGER LABELING REVIEW
ADDENDUM
Application: NDA 022430/S-002 Labeling Supplement
Name of Drug: Lysteda (tranexamic acid) Tablets

Applicant: Ferring Pharmaceuticals Inc.

Labeling Reviewed
Description Submission Date Received Date
Draft Labeling December 21, 2010 January 13, 2011
Draft Labeling March 29, 2011 March 29, 2011

Background and Summary Description: On December 3, 2010, Ferring Pharmaceuticals Inc.
submitted a new supplement proposing changes to the WARNINGS AND PRECAUTIONS
section of the package insert (P1), (b) @to the indication statement, and
removal of redundant labeling sections. Following labeling negotiations, the Applicant submitted
draft labeling incorporating agreed-upon labeling changes on January 13, 2011.

On March 23, 2011, the Division sent additional proposed labeling changes to Ferring to update
the HIGHLIGHTS Section to reflect labeling changes accepted on January 13, 2011, remove
17.1 and 17.2 from FULL PRESCRIBING INFORMATION: CONTENTS and FULL
PRESCRIBING INFORMATION, add left margin vertical markers next to section 5.1, and
update revision dates to the current month/year (March 2011).

Ferring accepted the Division’s proposed changes by email on March 29, 2011.

The Division contacted Ferring (John Berryman, Senior Director Regulatory Affairs) on April 5,
2011, and received concurrence on the additional two minor labeling changes that will be
included in the labeling attached to the action letter. The changes are 1) correcting “RECENT
CHANGES?” in the HIGHLIGHTS section to “RECENT MAJOR CHANGES,” and 2) changing
the revision dates to the current month/year (April 2011).

Recommendations

The proposed labeling with minor editorial changes listed above provides for changes to the
Package Insert for NDA 022430/S-002 that are consistent with labeling changes negotiated with
FDA. An approval letter is recommended.
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Karl Stiller, R.Ph.

Regulatory Project Manager Date

Margaret Kober, R.Ph., M.P.A.

Chief, Project Management Staff Date

Reference ID: 2928140



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
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KARL J STILLER
04/05/2011

MARGARET M KOBER
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Division of Reproductive and Urologic Products

REGULATORY PROJECT MANAGER LABELING REVIEW

Application: NDA 022430/S-002 Labeling Supplement

Name of Drug: Lysteda (tranexamic acid) Tablets

Applicant: Ferring Pharmaceuticals Inc.

Labeling Reviewed

Description

Submission Date

Received Date

Last Approved Labeling
(approved November 13,
2009.)

November 24, 2009

November 24, 2009

New Supplement

December 3, 2010

December 3, 2010

Draft Labeling

January 13, 2011

Background and Summary Description: On December 3, 2010, Ferring Pharmaceuticals Inc.
submitted a new supplement proposing changes to the WARNINGS AND PRECAUTIONS
(b) (4) indication statement, and

December 21, 2010

section of the package insert (PI),

removal of redundant labeling sections. Following labeling negotiations, the Applicant submitted

draft labeling incorporating agreed-upon labeling changes on January 13, 2011.

On March 15, 2011, minor Division-proposed edits to the HIGHLIGHTS, Table of Contents, and

PATIENT COUNSELING INFORMATION sections (Table 2) were sent to the Applicant.
Ferring accepted the proposed changes on March 15, 2011.

Reference 1D: 2918419




61¥816¢ ‘(] S0UsI8ioY

MIIADY SJ9910 [e21Ppalp 3y} 4ad I19V1dIDOY

$°G) ‘PIOE JlWexaued}

UD{e},5y1oNed Ul paj10da] Usaq sey SHIAOUNIUC) SNoaubl| e
(£'8(g) -ebeulioway piouydEIEGNS UM USWOM Ul YATLSAT
JO 8sn Ag pasnes aq Aew UONOJBIUI (2108180 PUB BWSPS [2IG8I8D) e
(z'G) "uonuaye |eoIPaW Sjelpaww
%88s pue Y3 LS AT SNUIIU0OSIp ‘uoljoeal 5(B19||e 819A8S JO 8SBO U] e
(s
£6) "IN220 SWOIdWAS JBINDO 0 [BNSIA JI 8SN SNURUOISIP Aje1elpaww|
“YAILSAT YIM IN200 AW S]08418 8SISAPE IBINJO 1O [BNSIA e
(175(p) (@) sisoguiody) Jo ¥si 8yl esealoul Aew (Uiouns.
[BJO) PIOB Dl0Ul8) SUBJ)-|[B JO SS8]E/JUSDU0D JueinBeod Jojigiyul-jue
‘S8]EBIUSOUO0D X3|dW09 X| J0J0B UIM YOILSAT IO 8SN JUBJIWOOUDD)

(1°g) "@AIIde9EUGD [EUOWIOY € JO aS0p paAoJdde ay} uey)

910W BUIYE) 918 O USWIOM Ul YT 1SA ] 8Sh JoU 0 'JuaAa

J0quiody) e Jo ysi paseasou jejuajod sy yBiamino m jusuiess

O J§BUag By} pue paau |eolpaw Buogs e s| a1ey) )l AlUo YATILSAT

asn pjnoys uoljdasenuod jeuowuoy Buisn ustuop) “Sajjo1enid

) OWS 10 9S9(|0 91€ OUM USWIOM Ul A[[e109dSa YOI 1SA1

UIIM pa1djsiuluipe ale SaAldadesjuod [euowloy uaym Jaypuny

8SBaI0Ul ABLI S1UBAS DIIOGWS00W0IUL DUE DI10GWOoIUI 10 WS

I ,v
() () .
SNOILNVYO3dd ANV SONINYVYM

(9'6) 'ebeylioway piouydeIEgNS YIM USWOM Ul YATJLSAT
JO 8sn Ag pasned aq Aew UOpJIBjU| [BIQa1ad PUB BWAPS [BIGDID) e
(g°6 ‘$'G) "sisoqLUOILY] JO YSI By} asealoul Aew (uiounal)
[B10) pIOR Dl0U}al SUBI)-{|E 10 $8}BIIUSOUO0D JuBINbeod Jojgiyul-jue
‘§8)eJjUB2U0D X8jdwiod X| J0JoBS UM V(I LSAT 0 @SN JUBJWOOUDD) e
. (e9)
“IN000 SWOYdWAS JEIND0 IO [BNSIA JI 8SN SNURUODSIp Ajsjeipawiw|
"VAILSAT YIM 1n200 AW S)08)48 8SISAPE IBINDO IO |ENSIA @
(z'g) "uonuajpe [eolpaw sjelpaLl
}99s pue Y3 LS A enuiuoosip ‘ucijoeal o1bis||e 819A8s JO 9SEO U] e
(1°g) JuaAa onoqWoly] e Jo s pasealoul |eiualod oy yblamino
[|Im JuBwIEal) JO JIIBUaq BU) pue paau [eolpaw Buolis e s| ausy)
1 QU0 Y3 LS A 8Sh pjnoys uoijdaseljuod [euowsoy Buisn USWOAA
"UOIDJBIUI [EIPJIEOOALL JO ‘9X041S ‘S]OIO POOI] JO YSH BY} 8SBalou|
Jayuny Aew saAljdeoejuod jeuoutioy yiim Adesay] JUBjILIOOUOD) e

MBIIADY SO |ed1paNl 3Yy) 1ad J19VvV.1d3ooVv

SNOILNYO3dd ANV SONINYVM

(1) -‘Buipes|q |ennsuaw Aneay 211940 Jo JUBWIIBA.] BY)
1o} pejesipul dIRA[OULIGRIUE UE S| s}o|qe L} (PIoe olwexaues}) YQILSAT

3OVSN ANV SNOLLVIIANI

(1) ‘Buipas|q |eniisuau Aneay 211942
40 Jusuneal) ey} Joj pajedipul si sjo|ge) (pioe olwexsuel}) YA LSA

JOVSN ANV SNOILYOIIANI

juesyddy Aq pesodoud abenbuen

abenBue] panoiddy juaiing

R ELAR

1X9) HSROHF-SHRS AQ UMOUS 21k SUOI[P pue 1X9] PAUILIApUN P[Oq AQ UMOYS aJe Suljaqe| 1uaLInd 0} SUCHIPPY
MIIAY




¢

6L¥816¢C Al 90UdISioY

10 %Sl 8L} 8SE310Ul 0} UMOLD| 81e s8Adaoeuod |BuollIoy UoeuIqLIo)

SSAIJAoIEIU07) [EUOWIOH JO 8S(] JUEHWOOUOD

ST D110GUIBOGUIOIUL 16
() (@)
SNOILNVOIHd ANY SONINMYM §

Joyun) Aew Y31 SAT pue uondeoenuod [euowloy Jo 8sn JUBUWOIUOD
‘gAjoungiue S| YOI LSAT ©Sneosgq "uololelu) |elpiesoAw pue

£)01)S SE |ONS SOSOQUIOLY] [BlISUE SE ||9M SB ‘WS|[0gIS0quIOIL} SNOUBA
JO MSII 81 8SB2I0U) 0] UMOUY B18 SBAIIEORIJUOD |BUOWIOY UOIBUIQWOD

soaAldeoeiu0) |RUOWIOYH L'

MBIASY SJ991140 [edlpaly ay) Jad 319V LDV

SNOILNVO3dd ANV SONINYVM §

(ulougal] |e1QO) PIOY dloulley suel -y v'2

$9]21JUa0U0D)

JueinBeos JoHgIYUI-uY Jo sajesuou0D Xa|dwo) X| Jojoed TZ(q)
sI0jeAldY usbBouluse|d anssii Z°2(Q)

soAljdeoeljuo)) |BUCWIOH |/

SNOILOVYILNI ONAa L

(ujounal] [eI0) PIOY Ol0UNSY SUBILAIY ¥/

s10jBAlOY usbouise|d anssil €'/

$8)BJJUBOU0YD

Juenbeos I0]IqIyuUl-IuY 10 sejeijusouo) xa|dwo) X| Joloed Z'L
SBAd80RIUOD) [BUOWIOH |/

SNOILOVYILNI ONydd L

MBIABY S99140 [ealpaly 2y} Jad 31GVLdADOY

() (a)

(¥) (a)

sbeqiJoWaH plouyoeieqns ¢

(v) (@)

uoIOBaY OINID|Y B8NS 7'
WSIH Jlloataoawodul L'

() (@)
SNOILNYO3¥d ANY SONINYVM §

abeyJliowsH piouyoelegns g9'g

(uiounjaiL [e10) PIoY Olounay SUBLL-IY G'G

$8]eHUBU0D

enbeon J0)qIyul-uy 1o sejeuaouo) xajdwo) X| Joped +'G
s108/3 18No0 £°G

uoloesy oIB18||y 819A8S 2'S

soAlldesenuo) [BUOWIOH |'G

SNOILNYO3dd ANV SONINYMVM S

M3IASY S 199110 [ealpaly a3 Jad 319V.1dIDDV

TL
() (g) S‘oreapoe usboulwse|d enssy) pue YJ3LSA Yiog Jo foeolys ay)
aseaoap Aew siojeapoe usbourwseld anssy) yim Adelay] Juejwoauo)

SNOILOVYILNI ONdd

(e2) .m;Qm>z.om usBouiwse|d anssy pue Y3 LSAT Ulog jo Aoeoiye ayy
-asealnap Aew sioleajoe usboulwseld anssy yum Adessy) JUelwoouo)

SNOILOVHILNI ONya




6178162 ‘Al eouUsIsjoy

{UIOUNBIL [€10) P10V JI0URaY SUBIL-TV

MBIASY SJ3210 [B21PaNN 8y} Jod 31V.LdIDOV

‘[(€ ¢ L) Abojodeurieyd jedtul] pue (g°/) suopoeisyuj

bniq oss] pesealoul ag ABW SISOUWIOIY] JO )SH a4} asnesaq
S9jeJu9sU0d JUeNbeod J0JIGIYUI-IJUE 10 S9)BIJUdIU0D Xa|duiod
X1 10}j2€4 JoUjI8 Bupje] USLlOM J0j papusWlioddl Jou Sf YAILSA 1

sojenuadsuoy
JUENbec s 103IqIYUFNUY JO SajelJuaduoy Xojdwo) X| 10}0e]

MBIASY 19310 [edipaly 8y} Jod 31GV1dIDOY

“aAndadenjuod [euowioy € jo asop paroidde aifj

Uey} alow Dupje} o1€ oM USWIOM Ul YOI LSA 1 oSN JoU 0Q 'JUsAs
Jljoquiody] B JO S pasealoul |eijuajod ay) ybiamino [jim juswiess)

1O J48USq 8y} pue paau jeaipal buos e 51 alayl it Ajuo YAI1SAT

asn p|noys ‘ayouws 10 8sago ale oum asoy} Ajjerdadsa ‘uondaoeijuoo
[euowiioy Buisn cmEodeuv ()
poUIqUIOD YIIM ABUEItuodUod YG3LSAT PosSn aABY OYM USWOM
U] SJUSAS JjOqUICIY] [ElIS}IE PUE SNOUSA Jo §110dal bunjajieunsod
SN udaq aAey aiay] "soAndasenuod |euoulioy Yim Y31 SAT 40 asn
JUEJIWIODUOD BY] YIIM SJUSAS J30qUIOIU] §O 3SI S} UO BIEP |BL] [Bo1Ul]D
ou aJe alal) pue ‘Yq3LSAT o Aoeoie pue Ayeles ay) Buioddns sjew
|EOIUIO BY] W0J) PapN|OXa alom uoldaoeljuod |euoulioy Buisn ustuopn

*SoAndaoenuosd [euoulioy

T(i"Z) suonseisy]

Briq PUe (] p) SUOJJEJIPUIEIIUO,) 09S] abe JO SIeaA Gg JOA0
S19)OWS A[Jeioadse 'Sa]ja1ebId 3OS JO 559(0 o1 OLM UBUWIOM
Ur U1o0U09 JejnoiJed Jo St SIUL "YAd.1SA 1 UM palajsiuiupe

, 31E SOAdasEU0D [EUOWIOY Uaym Joyling asealour Aetd
830415 SE NS S6S0( IO} [BIIS}IE SE [[oM SE "WSIjoquaoquoly)

snousa jo ysi ai(y) (a)
() (@)
‘OAIOULIGUIUE S| YT LS AT 9SNeoagq "uoidlejul [eIpIe30AW pue
9)04}S SB YONS S9SOQUIOIY} [BLISLE SE ||9M SE ‘WIS||0qUIS0GWIOIL) SNOUSA

"JUBAS DOQUIOIY} B 4O YSI

paseaJoul jenuajod ayl ybiemino |jim juswiesd) J0 Jjeusq ayj pue psau
|eoipsw BuoJis e si a1y} i Ajuo Y LS AT 9sn pjnoys uodssesuos
[euculIoy Buisn uswiom ‘ai0jaiay | ‘saAljdeseljuod |euowloy

UM YQI LS AT O 88N JUBJILLIOOUOD 3y} UM SJUaA® Jlloqulcly) JOo

}SIt 8Y) UO B1BD (Bl |EDIUND OU BB 218} pue ‘YdJLSAT 10 Adediye pue
Aeges sy Buiioddns sjeLl) [221U1D 8U} WOIL PapN[oXs 8iam Uo[1daseljuod
[euouioy Buisn uaWop) "SI S110GWI0IY} pasealou| Sy} 8)BqLe0exs




6181l 6¢ Al duslojey

MalneY 1310 [ealpay 2y} Jad 31GVLIDOY

~3be(JioLlaL PIOULJBIBqNS UM USWOM Ul YAJLSA 1
10 @sn Aq posned ag Aewl UOJoJejUl [BI(al90 PUE Bluapa [elqala)

. ‘Bnip oy Jo uonessad Buimol|o}

PoAjOSSaL SIIIAIOUNIUOD 8y *pIoe olwexauel) Bupiey sjusned uj pauodal
ueaq sey 0s|e SiIAIOUN[UCD SNO3UBIT "UOISN|I0 |BUSHE 10 SNOUSA
|eunal jo Algissod ay) epnjoxa 0} ‘uoneulwexa |eugal pajeyp Buipnioul
‘uoiienieas olweyydo ayeidwos e 10y istbojoweyydo ue o} paliajel 8q
pinoys pue Afejelpawill Yg3LSAT @nujuodsip 0} pajoniisul 8q pinoys
sjuaiied ‘swojdwAs yons o juaas sy} u| “Ajdwold swoydwAs 1endo
pUE [ensIA Jodal 0] pajonysul 8q pnoys sjusied “pioe oiwexsuel; Buisn

v (@) sjueled Ul papodal Usaq SBY UOISN|O00 [elISHE PUEB SNOUSA [eUllay

abeyliowiay prouyseieqng ¢
(¥) (@) )08y Jenap €'g

MeIASY S,109140 [edIpal oy} Jod 31gVLdIDDY

"UOISN[090

[BlI9}IE JO SNOU3A Jeunal Jo AI[IqiSsod auj spn|oXa 0} "UoeuUlexs
[Eunja1 paje[ip bUIpn|oul "UCHEN[EAd siueqydo a39[dwod
2 10} 1sibojouijeljydo Ue 0] po1dojal aq pINoys pue Ajejeipawil -
VA3 LSA] enNunRuodsip 0] palonasul oq pjnoys sjusnied 'suojdwAs
UJns JO JuaAd ayj U] ‘Apdiuold SwiojdwAS Je[N00 PUE |ensiA

jiodai 0] pajondjsul aq P|NOYS Sjuafjéqg ‘pIoe ollexaues) buisn
Sjusned ul peliodal uaa( Sey UoISN[IJ0 [EIo}IE pUE SNOUDA [eunoy

SRENERERELe)

MaIADY S 9010 (B3P BY) Jod F1GVLdIDIY

€72 1) ADGJODBULIBT J [EIIUT[D
PUE (7] stofoeiaju) bnig a9S] PIo€ oloual SUedj-||e Jo Jooo

JUEINBeooo4d oY) JO UONEqI99exa 9](1ssod JO asneoaq uononpul
UOISSIWa] 10} PIJ€ JI0Ujal SUBH)-[[e bunje} elliayna] oAoojoAwiold
3JNDE }IM USLIOM O} YOI LSA ] PUIqIOSaId USUM UOHNED 9S|0JoX




61L7816¢ ‘Al S0usI8ioy

SNolleA 10} pIoe olexauel} buiaiaoal syualied Ul papodal ussq

aney Buimoj|oy sy ‘suodal Bunexsewisod apimpliom PUe gy Uo peseg
‘ainsodxa Bnip

01 diysuone[al |esnes e ysi|gelse Jo Aousnbauy Jiay) e1ewisa Ajgelja. o}
o|qissod sAemje jou s| )| ‘8z1s ulepadun Jo uoendod e wolj Ajliejun|oa
pelodal ale SUOOBD. 9S8} 9SNBOag "PIO. DJWBXSURI] YIM 82UsLIadXa
Bunesiew)sod Wolj palnuap! Ussq 8ABY SUOIOEBaI 8SIBAPE BUIMO||0) Y|

aousuadxy Buneylew}sod z'9

‘SUOIBIIPUI SNOLIBA 10} PIOB Ojwexaued) buiaiedas sjusied ul pajodal
uaaqg aAey Buimoljo} ey} ‘spodal Bulieyiewlsod spimplom uo peseq
‘ainsodxa Bnup o} diysuope|es |esned

e ysl|qejsa Jo Aouanbauy sy} sjewisa Aqeljal o} ejqissod skemje Jou s
)l ‘ezis uieLisoun jo uonejndod e wodj AjuBjun|oA papodal ale suoijoeal
8say} 9sneoag ‘ploe Jjwexsuel) yim aousuadxs Bueylewisod

W0l PaljuUSp] Udaq aA.Y SUDiIOBal 9SIaAPE BUIMO|[0) By L

asuanadxy m::mv_._mEuwo.n_ AL

MAIABY 199140 [IIP3IN 8U} Jod 37EY.LAIOOV

| (v) (a)
M3IARY S199140 |eIPal 8y} 4ad F19VLdIDOY

-0BRULIOWSY PIOUYOBIEGNS U}M USWIOM Ul YOI LSAT
JO 8SN AQ pasneo aq ABw UOII0JBYUI [BIGRISD PUB BWIAPS [BIGDISD

abeyliowaH plouyseieqns 9'g

(v) (@

[(¢°z1) ABojooeuseld

jeajun pue (p°/) suonorssjul bni ©3s] pioe oloullal suedi-||e

10 1080 Jue|nBeooold ay] J0 UCI}EQISOEXS 3|qISSod JO 8SNBJaq uolonNpul
uoissiulal 10} pioe dlounal suedjjie Bue) ejweyng| o1AooRAWOoId

21noe Yim uswiom 0} Y31 S A1 buliguosald usym uolned asiolox3y

(utouyal] [e1Q) PIOY dlouay Suel-|IY.§'S

MaIABY S193110 [ealpal oup Jod 37GV1dIDY

‘Brap oy3
JO UOIJESS39 BUIMO|]0] PAAJ[OSad SHIAROUNIUOD 8] "PIoe JIEXaUel)
Uje] sjusied Ul pajiodad Uaaq S8y SBIARoUNIUGo snoaubr|

(¥) (a)

SIHIAOUNIUOY SNOBUBI 7'

() (@)

l(e-z 1) Abojooeuiieyd 1eould

pue (z'/) suonorisjul Bnig 29s] pasealou) 8q Aeul S|ISOqUICIY) JO ¥SU 8y}
2snNeosq $9]eljuaduod JueNBeod J0JIGIYUIIUE JO §8]eljudduod X3|dwod
X| 101084 Jay}ie Buiye) uswom 10} papusuwodal Jou st Ya3 L SAT

$9]eJjUadU0D
ueNBeo s J0jiqIyul-uY Jo sajenuasuoy xajdwos x| 1039ed $'S




61¥816¢ ‘Al S0uUalaiey

(¥) [(g°z1) ABojoseuLieyd [BIILID

pue (1°G(q) Suonnedsid pue sbuiuiep) 9s] pioe djouial suell-je

40 108y8 1ueNbeoso.ld sy} Jo uoleqiaoexs 9|qissod Jo asneasq uolonpul
uoISSIWAl J0) PIoR Olouljal suell-jje Bupie) elweyna| oiAd0jaAwosd

21N2. YIIM UBWOM O) YATJLSAT Buiquossid usym uolnes asiolaxy

(utounal] |e1Q) POV dlouURSY SUBLL-IY 'L

‘[(e°z 1) ABojooeuLIEyd

1BOIUD PUB (G°G) SUOIINBIald pue sBuluIeAA 98S] ploe D10Ull8) sued)-je
10 19816 JuenBeooold 8y} Jo uoiEGIeoEXS 8|GIssod JO asnedaq uoionpul
UOISSILUSI 1O} PISE DI0UNBS sueli-jje Bupie; elwayna| onAoojgiwoid

3]Noe ylIm uswom 0} Y3 1SAT Buiquosaid usym uoines esjosexy

(utougaa] jelQ) pioy dlounay suelL-llv 'L

MBIABY SJ32140 1213l au3 Jad 319V1dIODY

'[(g°z4) ABojooeuLEyd [RIUID PUE (1) (q)
suonneoald pue sbuiuie)) 99s] pasealoul aq Aew sISOqUIOIY} JO XS U]
asnenaq So)e.)udU0D JUBINBE0D JoHgIYUl-JUe JO SSJEIUU0D X8|dWwod
¥| 101984 Joy)I Bupe) USLIOM 10} PSpUSLILIODa] Jou S| VAT LSAT

$9]1B1JU3IU0H
juenBeos J10)qIYul-RUY 10 sajenjudsuo) xajdwon | Jojoe4 €77(1) (Q)

leer)

ABojooruueld jeoiuly) 99s] siojeanoe usboulwse|d enssiy sainbal
Adesaui vag LS AT Bunje] uewom e §I uojned astolaxe ‘aloyelsy
‘siojeAljoe usBouiwse|d anssi} pue Y3 1SAT Ylog Jo Aoeodle ey}
asealep Aew siojeanoe usboulwse|d anssl) Yyium Adelay) JUBHWOOUOD

s10jeAl}oY uaboujwse|d anssi] €L

MeIASY S489110 [edIpay 2y} Jad 319V.LdIIOY

(¥) ()

si0jeAloe Uabourwseld anssy) salinbau
Adesay] YOI LSAT DUDE] UBWOM B J| UOHNED 8SI0J8X8 ‘@J0faidy |
‘slojeAloe usBoulwse|d snss) pue Ya31SAT Uiog Jo Aoealls au)
asealoap Aew siojealjoe usboulwse|d anssy Yyim Adelsy) Juejiwosuod
S10]eAY uaboulwseld anssi| ﬂ@v (@

() (a)

MBIASY S4891410 [EIIPBIN oY) Jad 319VLdIODV

‘[(e°z1) ABojooeuLieyd [eo1UID pUE (#°G)

suonnesaid pue sbujuie) 9as] pasestoul aq AeL S|SOQLUOIY] JO %Si 8y}
a5Nne09q $8)B4JU80U0D JUBINBEOI Jo}GIYU-JUE 10 S3JBIIUSIUO0D XB|dWoD
X| Jojoe4 Jayie Bupie) Uuswom 10 papuswuiosal Jou s YQI1SAT
saJeljuadu0)

jueinBeon 10)1qIYUUY JO SsjeIuadU0) X3dwo) X| 103oed 22

. ssauizzig
$S92UBQINISIP [BNSIA JOUJ0 PUB UOISIA 10]0o pariedu|

{uononaisqo uA pue Alspe [eujal |esjuad

pUE ‘SIS0I08U |ED[UOD [BURL SJNJE ‘SISOQUIOIY] [84g818D ‘WSIoquI
Areuow|nd ‘sisoquioly} oA daap “6°9) SjusAs 2110quBoguICIY |
suopoeal piojoejAydeue pue yooys onoejAydeuy

suonoeas upys 21619y

eayielp pue ‘BuijiloA ‘easnenN

‘suoieslpu;

ssauIzzi(l

$90UBGIN]SIP [ENSIA JSYI0 PUB UOISIA 10|00 paliedu|

(u01ONIISqO UISA pue Alapue jeunal [esjusd

pue ‘sIsoio8aU |EONIOD [BUSI SINJE ‘SISOQUI0IY) |BIG8I8D ‘Wsijogwe
Aseuownd ‘sisoquioly) utan desp ‘*6'8) sjusAe oljoguisoquioy |
suonoeal piojoeAydeue pue yooys onoejAydeuy

suoljoeal upjs o169y

eayuelp pue ‘Buiiwon ‘easnen




617816¢ :Ql 92udIe0Y

pasesoul og Aew wuo_w POOIJ SNOII3S JO YS9y 'S)0]0 Poolg
:Buipnjoul ‘syoaya apIs SNoLas asned ued Ya3LSA’l
¢VAILSAT Jo S1oaye apis a|qissod ayj aie jJeym

USYel S| VA3 LS AT Usym pasealoul oq Aew ¥su Siy| "Sjo[d pooig
:Buipniaul ‘s)08449 9pIS SNOLIAS asNed ued YaILSAT
EVATLSAT J0 s)oaye apis ajqissod ay} aJe Jeym

MBIASY S480140 1edIpay oy} Jad 31aVL1dIOIV

mco;_ocoo [eoipawl Joylo AU BABY NOA e

sAep G¢ uey) atow
10 sAep |z uey) ssg| s| sporiad oA jo 1ejs sy usemiag awil eyl e

4 "WAILSAT e4e} noh ji Aqeq unoA pasy o)

Aem 188q ay) 1noge Japiaoid aleoyyesy Jnok o} yje] i ok ojul
ssed ueo Y3 1LSAT ‘pesi-isealq o) ue|d 10 Buipssjisealq ale NOA e
weubeid aq Asw noAuiyy Jo Jueubaid ale NOA e

“)oe)e Yeay Jo ‘ayois

10|19 poo|q snoues e Buiaey JO 99UBYD INOA 8sealdu| ABW @} 0WS 10

JUBIOMIGAGC oie NOA J1 Aferdadse "'vd3.1SAT1 yum Buoje sjonpold
[euoulioy Buisn TJo1U0d YHIq Jo 9SOp paqridsaid-Aj[ewiou-ino

Uelj 1a4biy bunje} a4e NOoA J1 1epiAoad aiedy)jeay JnoA [[3) OS|yY

‘(80188p suL@INENUl Jo Bull |euiBea ‘ysied ‘id [03u00 yuIg B 8XI|)
mm:thoc SuIeILOI Jey) |04JUCD YU O wio) B BuiSn 812 NOA e

. 102 poojq e Buiaey jo
3Si 16 ale noA jey) p|oj uaaq 10 JO|2 POO|q & peY 19Ad BABY NOA e

:Jayaym Buipnjoul ‘SUOIHIPUOD |BoIpaW
InoA jo |je Inoge Jopiaoid alesy)esy InoA |8} ‘'Yg3.LSAT Bune) alojeg
Va3 LSA1 Bunje} alojeq Japiaoid aseayjeay Aw |83 | pINOYS Jeym

SUOIIPUOD [edIpaW JoYlo AUE SABY NOA e
sAep G¢ uey} asow
10 sAep |z uey; sso| s) spoliad JnoA Jo PB)S Byl usamjagq swi 8yl e
"VAALSAT %€} nok 41 Ageq mnoh pas) o)
Aem 1s8q 8y} 1noge Japiroid aleoyijeay JNOA o} Y|e "jil JNOA oju
ssed ued Y3 1SAT ‘Pess-isealq o) ued Jo Buipssjiseslq 8ie NOA e
weubaid aq Aew noA yuiyy Jo Jueubaid a1 NOA
joeje Jeay 10 ‘axodis oo poolq e Bujaey Jo souBYO
INOA asesaloul Aew Y3 LSAT yim Buoje syonpoid [euowuoy Buisn
“(e0188p BuleINEUl JO Bul feuibea ‘yojed ‘||id [ojuod yuig e ax)|)
SBUOWLIOY SUIEJUOD Jey} |O4JUOD YMIq JO Wio} e Buisn aienop e
109 poojq e Buiaey jo
}SId Je a1e NoA 1ey) p[o} uaaq 10 109 POO|( B PeY 19A3 dABY NOA e

seyjaym Buipnoul ‘suopuod [eaipa
1NoA 0 ||e 1noge Japinoid a1eoyliesy InoA (18} ‘Y31 SAT Buniel alojeg
$Ya3a1SAT Bupjey aioyeq tapiaoid asesyyjeay Aw |18} | PINOYs Jeypi

MBIABY SJ99150 |ed1pay ay) 1od 319VLdADOV

‘ajge|iene ejep juswiess-jsod pey pue Bnip Apnis jo asop suo

}ses| 1e x00} sjoslgns oqede|d /9 pue sjoefgns Aep/Bul 006E YAILSAT
SLI(q) ‘swoelgns Aep/Bw 0561 YAILSATGEI(g)  swoelans sjgenjens
P62 2yl O "uoneInp juswieal) 8joAo-¢ € 19A0 JgIA uo ogaoe(d snsieA
(pouad |enysusw yoes Buunp sAep G o} dn ioy Allep usalb Bw posE pue
B 0S61) VAT LSAT 4O Sesop om} Jo sjoaye oy} pasedwioo Apnis siy.
Apnig Juaujeas] a19ho-991y] L'yL

‘a|qe|ieAR BlEp Juswieal-jsod pey pue Bnip Apnis jo-asop auo

1se9) J8 %00} Sj08fgns ogeoeld 19 pue spoalqns Aep/bw 006E YAALSAT
GL1 ‘spelgns Aep/Bw 0561 VAT LSAT 211 ‘sioalgns sjgenjens

P6Z 8U1 1O ‘uoleINp Juswjeas} 8joko-¢ B J8A0 g Uo ogade|d snsieA
(pouad [ennsusw yoes Buunp sAep g o} dn o} Ajlep uaalb Bw goeE pue
Bw 0G61) VAILSAT O $8S0p 0M) JO S1o8ye ey} patedwod Apnis siyL
Apms Juaweaa] ajohn-aaiyy L'yl

MBIABY 991140 [ealpaly oy} Jod 31V1dIDDY




6L¥81L6¢ ‘Al dduslsjoy

NOILYINYOZNI ONIGIIOS3™d 111Nnd NOILVINHOANI ONIGIYOS3dd T1Nd NOILVINYOANI ONIgIIOsIdd 11N4d

L102-51-¢ paldasae Juedljddy/panoidde 711.g0

Buliagen Jusiied panoiddy va4 Z'ZL
() (a) . ) @ sjusiEd 404 UOHEMLIOM] |/ |
NOILVINYOANI ONIT3SNNOD LN3ILvd L1 NOILVINHOANI ONIMISNNOD LN3ILvd LI NOILVINYOINI ONIT3ASNNOD LN3I1Vd LI

*S1N3ILINOD *SINILNOD *SLNILNOD
‘NOILVINM¥OLNI ONIFIdOs3dd T1Nn4d NOLLVINYOLNI ONIFIdOS3dd 11N4d ‘NOILVINYOLNI ONIFId0S3dd 111N4d
(syusuo) jo sjgel) (sjusuo Jo djqey]) (sjusjuo) Jo s|gel)

1102-51-¢ pajdasoe juesi|ddy/parosdde 7100

LLOZIE (1) (q) ‘PesSired ) (@) 180Tt ‘POSIASY 6002/11 ‘P3SIAdY
NOILVINHOANI NOILVINYOCNI NOILVINHO4NI

ONIgIY0S3dd 40 SLHOITHOIH ONIFI40S3dd 40 SLHOITHOIH ONIFId0S3dd 40 SLHOITHOIH
uoisialg Aq syip3 pasodouyg jued)ddy Aq pasodoud shenbue-] abenbue pasoiddy jualing
¢Rlqel

s)po Joulw djqeydandy

UO[JBLLIOJUI JORIUOD DUE aweu jueolddy
‘staquinu JagN pajepdn ‘saosualayal uolyoas pajepdn ‘uoiezijejden

MBIASY S,130110 [e2IPal ay Jod F1gVLdIIOV

BIWSYNS| Jeal} O} POsn SAUIDIPALL SWOS e
10j2 poOjq InoA diay 0] pasn saupipaw e
§511918Bi5 35OWS No
JT 16 "TUBISMISAC 3J€ "JoU0D Y| JO 95OP [EWI0OU INOA UBL] Jojo poojq JnoA djay 0} pasn sauldlpaw e

T3UBIY BUD|E} 818 NOA JT AJjE109d53 'soAldaoeuod [euowioy e SOAIdO0EHUOD [BUOWIOY

BIWSYNS| JESI) 0} PASN SOUIDIPOW SWOS e

yIm USHE) S| VATLSAT Usym ygm




01

BL1¥8L6¢C Al doUdIsjey

LL02-51-¢ paydasae yuesjddy/panosdde 11100

Lozie &) (Q)

(v) (@
(v) (@)

(v) (@) 6002/ "ASY
(¥) (@

(¥) (@)
NOILYWHOSINI ONITISNNOD IN3ILVd L}

0102/ "A9Y
Butjaqe Jusned parouddy vad z'L1

sjusljed 104 uonewIoM| L /L
NOILVYINYOINI ONIMISNNOD LN3ILVd L}

NOLLYINYOANI ONITASNNOD LN3I1vd LI



No other substantive changes were noted in the proposed labeling.

Recommendations

The proposed labeling provides for changes to the Package Insert for NDA 022430/S-002 that

are consistent with labeling changes negotiated with FDA. An approval letter is recommended.

Karl Stiller, R.Ph.

Regulatory Project Manager Date

Margaret Kober, R.Ph., M.P.A.

Chief, Project Management Staff Date

Reference ID: 291841 9
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MEMORANDUM

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Drug Marketing, Advertising, and Communications

***PRE-DECISIONAL AGENCY MEMO***

Date: January 14, 2011

To: Lisa Soule, M.D.
Clinical Team Leader
Division of Reproductive and Urologic Products (DRUP)

Karl Stiller, R.Ph.
Regulatory Project Manager
DRUP

From: Janice Maniwang, Pharm.D., M.B.A., Regulatory Review Officer
Division of Drug Marketing, Advertising, and Communications (DDMAC)

Re: NDA 022430
DDMAC comments for LYSTEDA (tranexamic acid) tablets DHCP letter

Background

This consult is in response to DRUP’s January 13, 2011 request for DDMAC'’s review
on a draft Dear Healthcare Provider letter (DHCP letter) for LYSTEDA (tranexamic acid)
tablets (Lysteda). Please note that our comments are based on the draft Pl found at
EDR Location: \\CDSESUB1\EVSPROD\NDA022430\022430.enx

DDMAC has reviewed the draft DHCP letter and offer the following comments:

1. Please remind the sponsor to refer to 21 CFR §200.5 (Mailing of important
information about drugs) regarding the format for recommended mailing of important
information regarding drug warnings. We recommend that the distinctive box appear
in the letter as well as on the envelope.

2. The draft DHCP letter primarily focuses on the recent changes, specifically the
thromboembolic risk, in the product labeling. However, there are several other
important risks presented in the PI that should also be conveyed in the DHCP letter.
We recommend including a statement in the draft DHCP letter such as, “Please note
that this presentation of the risk profile for LYSTEDA is not comprehensive. Please

Reference 1D: 2892120



Page 2

see the accompanying prescribing information for a complete'discussion of the risks
associated with LYSTEDA.”

DDMAC appreciates the opportunity to provide comments on these materials. If you
have any questions, please contact:

¢ Janice Maniwang (Professional directed materials)
(301) 796-3821, or janice.maniwang@fda.hhs.gov

Reference I1D: 2892120



This is a representation of an electronic record that was signed
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Is/

JANICE L MANIWANG
01/14/2011
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
22-430/s002

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




For Internal Use Only
Labeling PMR/PMC Discussion**

(Use when sending labeling and/or PMR/PMC comments in writing)

INSTRUCTIONS: Upload email or fax containing language communicating labeling
and/or PMR/PMC comments sent to the sponsor/applicant into DARRTS, in place of this
form. For language to be used in the email, please reference one of the following templates,
as appropriate: Labeling PMR-PMC Discussion Comments (COR-NDAIR-23) or Labeling
PMR-PMC Discussion Comments (COR-SNDAIR-08)

From: John.Berryman@ferring.com [mailto:John.Berryman@ferring.com]
Sent: Tuesday, March 15, 2011 10:03 AM

To: Stiller, Kari

Subject: RE: NDA 022430/S-002 Division-Proposed Labeling Edits

Thank you Karl!

The changes as shown in the table you provided, relating to the Patient Counseling Information, are
acceptable.

Kindly yours,

John

John B. Berryman

Senior Director, Regulatory Affairs
Ferring Pharmaceuticals, Inc.

Tel. 973-796-1746

Fax 973-796-1694

Cell 973-610-6626

Email john.berryman@ferring.com

From: Stiller, Karl [mailto:Karl.Stiller@fda.hhs.gov]

Sent: Tuesday, March 15, 2011 8:52 AM

To: Berryman, John .

Subject: NDA 022430/S-002 Division-Proposed Labeling Edits

Mr. Berryman,
Per my voicemail from this morning, the table below illustrates the changes proposed by the
Division for the Lysteda labeling. Please reply to this email and indicate whether the proposed

changes are acceptable. Changes to approved and proposed labeling are shown by underlined text
and deletions are shown by strike-through text.

Reference iD: 2918408



Current Approved Language

_|[Language Proposed by Applicant

Proposed Edits by Division

HIGHLIGHTS OF PRESCRIBING
INFORMATION

Revised: 11/2009

HIGHLIGHTS OF PRESCRIBING
INFORMATION

Revised: 11/2009

HIGHLIGHTS OF PRESCRIBING
INFORMATION

Revised:  © @ 5014

(b) (4)
(Table of Contents) (Table of Contents)
FULL PRESCRIBING INFORMATION: (Table of Contents)

CONTENTS*

17 PATIENT COUNSELING
INFORMATION

17 .1 Information for Patients

17.2 FDA Approved Patient Labeling

FULL PRESCRIBING INFORMATION:
CONTENTS*

17 PATIENT COUNSELING

lNFﬁDI\IIATIf\kI

(b) (4)

FULL PRESCRIBING INFORMATION:
CONTENTS*

17 PATIENT COUNSELING

INFORMATION
(b) (4)

FULL PRESCRIBING INFORMATION
17 PATIENT COUNSELING
INFORMATION

17.1 Information for Patients

17.2 FDA Approved Patient Labeling

Rev. 12/2010

FULL PRESCRIBING INFORMATION
17 PATIENT COUNSELING

INMENDRIATINAI

(b) (4)

nev, +HE599 A 4

FULL PRESCRIBING INFORMATION
17 PATIENT COUNSELING

INFORMATION
(b) (4)

Rev. (D) (4)3/2011

LCDR Karl Stiller, R.Ph.

Regulatory Health Project Manager
Division of Reproductive and Urologic Products

Office of Drug Evaluation i

Center for Drug Evaluation and Research

301-796-1993

s s sk sk sk ok sk sk sk ok ok sk ok sk ok sk sk sk sk ok sk ok sk sk sk sk sk sk sk sk sk ok sk sk sk sk sk sk sk sk ok sk sk akok sk sk sk skeosk sk sk sk ke sk sk sk sk sksk sk sk sk sk ok sk kR ok

Proprietary or confidential information belonging to Ferring Holding SA or to one of its
affiliated companies may be contained in the message.
If you are not the addressee indicated in this message (or responsible for the delivery of the
message to such person), please do not copy or deliver this message to anyone.

In such case, please destroy this message and notify the sender by reply e-mail. Please
advise the sender immediately if you or your employer do not consent to e-mail for

messages of this kind.

Opinions, conclusions and other information in this message represent the opinion of the

sender and do not necessarily represent or reflect the views and opinions of Ferring.
3k 3 sk st sk sk sk sk sk sk ok ok sk ok sk sk sk sk sk ok sk sk ok sk sk sk sk sk sk sk sk ok sk ok ke sk sk sk sk sk ok ok ok ke ok sk sk sk sk skosk sk ok ok sk sk skosk skoskosk sk sk kosk ok ok
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR DDMAC LABELING REVIEW CONSULTATION
*Please send immediately following the Filing/Planning meeting**

TO:

CDER-DDMAC-RPM

FROM: (Name/Title, Office/Division/Phone number of requestor)

Division of Reproductive and Urologic Products
Karl] Stiller, Project Manager

301-796-1993

Ferring Pharmaceuticals Inc.

REQUEST DATE IND NO. NDA/BLA NO. TYPE OF DOCUMENTS

January 13, 2011 022430 (PLEASE CHECK OFF BELOW)

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

Lysteda (tranexamic acid iy e . Generatly 1 week before the wrap-up meetin
yoteda ) Standard Antifibrinolytic drug (Generally p-up meetng)

NAME OF FiRM;

PDUFA Date: None

TYPE OF LABEL TO REVIEW

TYPE OF LABELING:

(Check all that apply)

O PACKAGE INSERT (P1)

O PATIENT PACKAGE INSERT (PPI)
O CARTON/CONTAINER LABELING
O MEDICATION GUIDE

0 INSTRUCTIONS FOR USE(IFU)

TYPE OF APPLICATION/SUBMISSION
O ORIGINAL NDA/BLA

O IND

[ EFFICACY SUPPLEMENT

O SAFETY SUPPLEMENT

O LABELING SUPPLEMENT

O PLR CONVERSION

REASON FOR LABELING CONSULT
[0 INITIAL PROPOSED LABELING
O LABELING REVISION

XX DHCP Letter Review

EDR link to submission:

complete labeling for review.

Please Note: There is no need to send labeling at this time. DDMAC reviews substantially complete labeling, which has already
been marked up by the CDER Review Team. The DDMAC reviewer will contact you at a later date to obtain the substantially

COMMENTS/SPECIAL INSTRUCTIONS:

Ferring Pharmaceuticals Inc. provided a Dear Healthcare Provider letter for review and comment from DRUP.
Edits from DRUP are included in the attached letter. DRUP is now requesting input from DDMAC on the
proposed letter. A copy of the letter with tracked changes from DRUP was sent separately via email to DDMAC.
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: December 14, 2010

TO: Ferring Pharmaceuticals Inc.

THROUGH : John Berryman; M.S., Senior Director Regulatory Affairs

FROM: FDA/CDER/DRUP

SUBJECT: MedWatch data information request

APPLICATION/DRUG: NDA 022430/S-002 Lysteda (tranexamic acid) tablets, 650 mg

The following request for additional information was sent to Ferring regarding adverse events
included in their December 3, 2010, supplement.

From: Stiller, Karl
Sent: Tuesday, December 14, 2010 2:44 PM

To:  'John.Berryman@ferring.com’
Subject: NDA 022430/s-002 Information Request

Mr. Berryman:
We request that you provide additional information regarding MedWatch reports.
1) Search for all post-marketing reports for Lysteda using the following Standardized MedDRA
Queries (SMQs):
- Embolic and thrombotic events, arterial
- Embolic and thrombotic events, venous
- Embolic and thrombotic events, vessel type unspecified.
2) Search for all post-marketing reports for Lysteda with a fatal outcome
We don't have a preference for the format for the search results (MedWatch vs. line listing in

Excel), whatever is quickest. Please submit the search results to the Application by December
17, 2010.

Reference ID: 2877627



LCDR Karl Stiller, R.Ph.

Regulatory Health Project Manager

Division of Reproductive and Urologic Products
Office of Drug Evaluation III

Center for Drug Evaluation and Research
301-796-1993
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The review division has determined that NDA 022430/S-002 is a Prior Approval
Supplement.
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