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State of Alaska Depariment of Health and Social Services, Division of Health Care Services
Submission Request Form for Pharmaceutical Manufacturers

Fax this request to: 1-888-656-6822  ATWN: John McCall, R-Ph.
Nate: Processing May be Delayed IF Information Submitted Is llagible or Incomplete

Members of the Pharmacy and Therapeutics (P&T) Commiitee have requested thatall clinical information,
questions, or comments about the Preferred Drug List (PDL) be sent directly to Magellan Medicaid Administration.
Manufacturers and other interested parties have been requested not to contact the members directly, Written
comments on the PDL from all interested parties should be submitted to Erin Narus, PharmD, R.Ph. at the State of
Alaska,

Note:  Manufacturers submitting comments are requested to do so through their Praduct Manager using this
form. This form constitutes a request for NEW information pertaining to peer-reviewed Literature
including off-label peer-reviewed studies.

MANUFACTURER NAME: DATE:

Purdue Pharma LP 1o -{2]8|-[2|0]1]s

PRODUGT MANAGER'S NAME: TITLE:

Nancy Crudele, PharmD Director, Medical Services

ADDRESS:

One Stamford Forum

CITY: STATE: ZIP CODE: T

Stamford 7 I : ol 6|9]|0|1

PHONE NUMBER: FAX NUMBER:
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PRODUCT:

Hysingla ER (hydrocadone bitartrate) Extended-Relezse Tablets

Cﬂnﬁ:dl Ruﬂonaleﬂeque?ffar Consideration {If additional space Is requlred, usedhlmf Rgﬂandh_éfdngmuaﬂm Page).

The following Informatlion on Hysingla® ER (hydrocodone bitartrate) Extendad-Release Tablets, CIl Is belng submltted for
cohslderation by the State of Alaska Department of Health and Soclal Services for the Pharmacy and Therapeuties Committee
Meeting scheduled for November 18, 2016.

HysIngla ER Is the first and only, extended-release (ER), oral formulation of single-entity hydrocodone bitartrate approved for
every-24-hour (onee daily) dosing for the management of pain severe enough to require daily, around-the-clock, long-term opioid
treatment and for which alternative treatment options are inadequate. Hysingla ER is formulatad with abuse-deterrent propertles
that are recognized by the FDA with labeling claims in Section 9.2 of the enclosed Hysingla ER Full Prescribing Infarmation (FPI).[1]

It Is important to note that not all opioid products that may have incorporated some kind of abuse-deterrent technology are
racognized by the FDA.[2] To date, seven products have been approved with abuse-deterrent labeling cleims found in Section 8.2
of their FFI, with Hysingla ER. the only hydrocodone product, as one of the four currently available on the market.

As detalled in section 9.2 of the Hysingla ER FPI, in vitro data demonstrate that Hysingla ER has physical and chemiczal propertics
that are expecied to deter intranasal and intravenous abuse. The data fram two clinical abuse potantial studies (intranasal[3] and
aral[4]), also known as *Drug Liking Studies”, along with support from the in vitro dzta, also indicate that Hysingla ER has
physicochemical properties that are expected to reduce intranasal zbuse and orzl abuse when chewed. However, abuse of Hysinzla
ER by the intravenous, intranasal, and oral rautes is still possible.1 Further, the Hysingla ER formulation is not susceptible to dose
dumping in alcohal, based on in vitra ethanol sensitivity tests.[5]

Furthermore, cited for your reference are additional Hysingla ER clinical studies published within the last year.[6-14] é
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rocodone bitartrate)

extended-release tablets I I

20 mg, 30 mg, 40 mg, 60 mg,

80 mg, 100 mg and 120 mg
HIGHLIGHTS OF PRESGRIBING
INFORMATION

These highlights do not Include all the
information needed to use HYSINGLA™ ER
safely and effectively. See full prescribing
information for HYSINGLA ER.
HYSINGLA™ ER (hydrocodone bitarirate)
extended-release tablets, for oral use, Cll
Initial U.5. Approval; 1943
WARNING: ADDICTION, ABUSE, AND
MISUSE; LIFE-THAEATENING RESPIRA-
TORY DEPRESSION; ACCIDENTAL INGES-
TION; NEONATAL OPIOID WITHDRAWAL
SYNDROME; AND GYTOCHROME P450 3A4
INTERACTION
Saa full prescribing information for
compisie boxed warning.

= HYSINGLA™ ER exposes users o risks
of addicilon, abuse, and misuse, which
can lead to overdose and death, Assess
each patient’s risk before prescribing,
and monitor regularly for development of
these behaviors or conditions. (3.1)

* Serlous, Ilfe-threatening, or fatal respira-
tory depression may ovccur, Monltor
closaly, especially upon initiation or fol-
lowing a dose Ingrease. Instruct patients
1o swallow HYSINGLA ER whole to avold
exposure to a polentially fatal doss of
hydrocodone. (5.2)

s Acpldental ingestion of HYSINGLA ER,
especially by children, can result in fatal
ovardose of hydrecedons. (5.2)

= Prolonged use of HYSINGLA ER during
pregnancy can resultin neonatal opioid
withdrawal syndrome, which may ba
life-threatening if not recognized and
treated. If opioid use is required for a
prolonged perlod in a pregnant woman,
advise the patient of the risk of neonatal
opioid withdrawal syndrome and ensure
that appropriate treatment will be avail-
able, (5.3)

+ Inltiation of CYP3A4 inhibitors (or dis-
continuation of CYP3A4 Inducers) can
result in a fatal overdose of hydrocedone
from HYSINGLA ER. (5.11,7.1,12.3)

--—---|NDIGATIONS AND USAGE-----
HYSINGLA ER is an opioid agonist Indlcated

for the management of pain severe enough

to require dally, around-the-clock, fong-term
oplold freatment and for which altamnative
treatment optiong are Inadeguate. (1)
Limitations of Use

» Begause of the risks of addiction, abuse, and
misuse with oplolds, even at recommended

doses, and because of the greater risks of
overdose and death with extended-release
oploid formulations, reserve HYSINGLA ER for
use in patients for whom alternative treat-
ment optiona (e.g., non-opinid analgesics

or immeglate-release oplolds) are ineffec-
tive, not tolerated, or would be othanwise
inadequate to provide sufiicient management
of pain. (1)

» HYSINGLA ER is not indicated as an as-
needed (prm) analgasic. (1)

---DOSAGE AND ADMINISTRATION--

* For opiold-nalve patlents, Initfate with 20 mg
tablets crally every 24 hours. {2.1)

« To convert io HYSINGLA EB from another
oplold, follow the conversion instructions to
obialn an estimated dose. (2.1)

* Dose titration of HYSINGLA ER may occur
every 3 to § days (2.2)

* Tablets must be swallowed intact and are not
fo be crushed, dissolved, or chewed, due fo
the risk of overdose or death. (2.9, 5.1)

« Do not abruptly discontinue HYSINGLA ER In
a physically dependent patient. (2.5)

= HYSINGLA ER tablets should be faken ons
tablet at a time, with enough water fo ensure
completa swallowing immediataly after plac-
Ing In the mouth (2.1, 5.9)

-DOSAGE FORMS AND STRENGTHS--
Extended-releass Tablsts: 20, 30, 40, 60, 80,
100, and 120 mg {3)

=me-=—=-GONTRAINDICATIONS-------~

* Significant respiratory depression (4)

» Acuta or severe bronchial asthma {4)

» Known or suspected paralytic lleus and Gl
obstruction (4)

« Hypersensitivity to any components of

HYSINGLA ER or the aclive Ingredient,
hydrocodone bitarirate (4)

-—WARNINGS AND PRECAUTIONS-—

+ Misusa, abuse, and diversion; HYSINGLA
ER I3 an oploid agonist and a Schedule (|
controlled substance with a high potential for
ahuse similar fo fentanyl, methadone, mor-
phine, oxycodons, and oxymorphone. (5.1)

« Interactions with CNS dspressants: Con-
comitant use may cause profound sada-
tion, respiratory depresslon, and death, If
co-adminlstration is required, consider doss
reduction of one or both drugs. (5.4)

+ Eiderly, cachectic, debilitated patients, and
those with chronic pulmanary disease: Moni-
tor closaly becausa of increased risk for life-
threatening resplratory depression. (5.5, 5.6)

» Patients with head injury or increased intra-
crantal pressure; Monftor for sedatian and re-
spiratory depression. Avoid use of HYSINGLA
ER In patlents with impaired consciousnass
or coma suseeptiblz to Intracranlal effects of
CO, retention. (5.7)

« Risk of Choking/Gl Obstruction: Uss with
caution In patlents who have difficulty swal-
lowing or have underlying Gl digorders that
may predispose them to obstruction, (5.9,
5.10)

-
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= Goncom/tant use of CYP3A4 inhibitors miay
increase opioid effects. (5.11)

* Impaired mental/physical abliitles: Caurtion
must be usad with potentially hazardous
activitles. (5.12)

= (Tc prolongation has been ohserved with
HYSINGLA ER followlng daily doses of 160
mg, Avold use in patients with congsnital
long QT¢ syndrome. Thi observation should
be considered in making ¢linical decislons
regerding patient monitoring when preserib-
ing HYSINGLA ER In patlents with congastive
heart failura, bradyarrhythmlas electroivte
abnprmalities, or who are taking medications
that are known 1o proiong the OTc Intarval.
In patienis wha develop QT¢ prolongation,
congider reducing the dosa. (5.14, 12.2)

-—--—---ADVERSE REACTIONS-----

Most common treatment-emergent adverse
events (=5%) are constipation, naussa, vomit-
ing, fatigue, upper respiratory tragt infection,
dizziness, headache, and somnolence. (6.1)

To report SUSPEGTED ADVERSE REAGTIONS,
contact Purdue Pharma L.P. at
1-888-726-7535 or FDA at 1-800-FDA-1088
or www.fda.gov/medwateh.

~~--—---DRUG INTERACTIONS -~~~

« The GYP3A4 isoenzyme plays a major rcle in
the metabolism of HYSINGLA ER. Drugs that
intilbit CYP3A4 activity may cause dacrazsed
clearance of hydrocadons which could lead
fo an Increase in hydrococone plasma con-
céntrations. (7.1)

» CNS depressants: Increased risk of respi-
ratory depression, hypatension, profound
sedation, coma or death, When combined
therapy with CNS depressant is contem-
plated, the dose of one or both agants should
he reduced. (7.2)

« Mixed Agonists/Artagonists: May precipitate
withdrawal or degrease analgesic effect if
given concurrently with HYSINGLA ER, (7.3)

» The use of MAD inhibitors or tricyclic antide-
pressants with HYSINGLA ER may increase
the effact of either the antldeprassant or
HYSINGLA ER. {7.4)

---USE IN SPECIFIC POPULATIONS--

* Pregnancy; Based on antngl data, may cause
fatal harm. {8.1)

« Nursing Mothers: Discontlnue nursing or
discontinue drug. (8.3)

= Hepatic Impalrment: Usa half the initlal dose
of HYSINGLA ER In patients with severa
hepatic impairmant and monkor closely for
adverse events such as respiratory depres-
sion. (8.6}

= Renal Impalrment; Use half the inifizl dosa
of HYSINGLA ER in patients with medzrate
and severe renal impairment and end-stage
renal dissase and monftor closely for adverss
events such as respiratory depression. (8.7)

See 17 for PATIENT COUNSELING

INFORMATION and Medication Gulde.

Revised: 02/2015
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B.2 Labor and Dslivery

=Saclions or subssctions omitted from the
Full Prescribing Information are not listed.

FULL PRESCRIBING INFORMATION

WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING

RESPIRATDRY DEPRESSION; ACCIDENTAL INGESTION; NEONATAL

OPIOID WITHDRAWAL Sﬂﬁ@hﬁc;nlgﬁﬂ CYTOCHROME P450 344
ERA

Addiction, Abuse, and Misuse

HYSINGLA ER exposes patlents and other users to the risks of
opioid addiction, abuss, and misusa, which can lead to evardese
and deafh, Assess each patlent's rlak prior to preseribing
HYSINGLA ER, and monltor all pailents regularly for the devel-
opment of thase behaviors or conditions [ses Warnings and
Precautions (5.1)].

Life-Threatening Respiratory Depression

Sarious, lifa-threatening, or fatal respiratory deprassion may
occur with use of HYGINGLA ER, Monltor for resplratory depres-
sion, especlally during Inltfation of HYSINGLA ER or following a
doss incraase. Instruct patients to swallow HYSINGLA ER tableis
whaole; crushing, chewing, or disgolving HYSINGLA ER lablets
can cause rapld release and absorption of a potentlally fatal
doss of hydrocodone fses Waraings and Precautions (5.2)].

Accidental Ingestion
Accldental Ingestion of even one dose of HYSINGLA ER, eape-
cially by children, can result in a fatal overdoss of hydrocodone
[see Warnings and Precantions (5.2)],

ol
Prolonged use of HYSINGLA ER dorfng pregnancy can resuftin
neonatal opiold withdrawal syndrome, which may be life-threat-
ening if not recognized and treatsd, and requires managemant
according ta protocols developed by neonatology experts. If opi-
old use i required for a prolonged perlod In a pregnant woman,
advisa the patient of the risk of neonatal opioid withdrawal

syndrome and ensure that appropriate treatment will be evailable
[ses Warnings and Pracautions (5.3)].

Gytochroma P450 3A4 Interaction

The concomitant use of HYSINGLA ER with al} cytochrome P450
3A4 inhibitors may result in an increase in hydrocodone plasma
concentratlons, which could Increase or prolong adverse drug
effects and may cause potentlally fatal respiratory depression,
In addtlon, discontinuation of a coneomitanlly ueed cytochromse
P450 3A4 inducer may result In an Increase in hydrocodone
plasma concentration. Moniior patisnts racelving HYSINGLA ER
and any GYP3A4 Inhibitor or inducer [see Warnings and Pracau~
tions (5.11), Prug Interactions (7.1), and Glinlcal Pharmaceloyy

(12.3)].

1 INDICATIONS AND USAGE

HYSINGLA ER is indicated for the management of pain severs enough
1o require daily, around-the-clock, long-term opicid freatment and for
which alternative treatment options are inadequate.

Limliatlons of Use

» Becauss of the risks of addiction, abuse, and misuse with oplolcs,
even at recommended doses, and bacausa of the graater risks of
overdose and death with extended-release gplold formulations, re-
sarve HYSINGLA ER for usa in patients for whom altemat|ve freatment
optlons (e.g., non-opioid analgesics or immadiate-relsase oplolds) are
insffective, nat tolerated, or would be otherwlse Inadequats fo provida
sufficiant management of pain.

» HYSINGLA ER is niot Indlcated 23 an ag-needed anaigesic.

2 DOSAGE AND ADMINISTRATION

2.1 Initial Dosing

HYSINGLA ER should be prescribed only by healthcare professionals who
are knowledgesble in the use of potent aplolds or the managemeant of
chronic pain.
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Initiate the dosing regimen for each patient individually, taking into ac-
count the patlent’s prior analgesic treatment experlence and risk factors
for addiction, abusa, and misuse [see Warnings and Frecaitions (5.1)].
Monitor patients closely for respiratory depression, aspeclally within the
first 24~72 hours of Initiating therapy with HYSINGLA ER fsee Wamings
and Precautions (5.2)].

HYSINGLA ER Is administered orally once dally (every 24 hours).
HYSINGLA ER tablets must be taken whole, one tablet at a time, with
snough water to ensure complete swallowing immediately after placing
In the mouth fsee Patlent Counseling information {17)]. Crushing, chew-
Ing, or dissolving HYSINGLA FR tablets wil result in uncontrolled dellvery
of hydrocodons and can lead to overdose or death fSes Wamings and
Precautions (5.7)].

Use of HYSINGLA ER g4 fhe First Gpioid Analgesic
Initiata thﬂrapy mm HYS!NGU\ ER20 mg orally amqr 24 huum

The starhng dus*a for pallenls whn a‘e not uplald mlarant ls HYSINGLA
ER 20 mg orally every 24 hours. Opioid tolerant patients are those
recelving, for ona week or longer, at Jeast 60 mg oral morphine per day,
25 meq transdermal fentany! per hour, 30 mg orzl oxycedons per day, 8
mg oral hydromorphone per day, 25 mg oral oxymorphone per day, or an
squlanalgesic doss of anciher opioid.

Use of higher stariing doses In patlents who are not oplold tolerant may
tause fatal respiratory depression [ses Warnings and Precautions (5.2)].
Dally doses of HYSINGLA ER greater than or equal 1o 80 mg are only for
ussin upmm tolerant patlents

Patlents I‘ECEIVlI‘IQ Ol‘ﬁGT' oral nydmcndone oonmlnlng mrmulalions may
be convertad to HYSINGLA ER by administering the patient’s total daily
oral nymnmmne uuse 83 HYSINGU- ER once dasfy

Dssconimue aJI uthar aruund-the-c}uck oploid drugs when HYSINGLA ER

therapy fs initiated,

Although tables of oral and paranteral aquivalents are readily avail-

able, thare is substantial intar-patient variability in the relative pofancy

of different oplold druos and formulations, As such, [tls preferable fo

underestimate a patient's 24-hour oral hydrocodone requirements and

provide rescue medication (e.g., Immediate-release aplold) than 1o

overestimate the 24-hour oral hydrocodone requirements and manage

&n adverse reection,

To obtain ths inftial HYSINGLA ER doss, first use Table 1 to convert the

prior oral oplofds fo a fotal hydrocodone dally dose and then reduce the

calculated daily hydrocodone doss by 25% to account for Interpatient

variability in relative potency of different opioids.

Gonslder the followlng when using the Information found in Table 1.

* Thig Is not 3 tablz of equlanalgesic doses.

» The convarsion factors in this table ara only for the conversion from
one of the listed oral oploid analgesics to HYSINGLA ER.

» The table cannot ba used to convert from HYSINGLA ER to another
oplold. Dolng so will result In an cver-estimation of the dose of the new
opioid and may result in fafal overdose

Table 1. Uu_nwrsion factors to HYSINGLA ER (Not Equlanalgesic Doses)

Opioid Oral dose (mg) Approximate oral
conversion facter
Codelne 133 D15
Hydromorphone 5 ” 4
Methadone 133 1.5
Morphine 40 0.5
Oxycodane 20 1
Oxymorphone 10
~Tramadol 200 o1

To calculate the estimatea total hydrocodone dally dose using Table 1:

« For patients on a singls opioid, sum the cument total dzily dose of the
opiold and then multiply the total daily dose by the approximate oral con-
version factor fo caloulate the approximate oral hydrocodone dally dose,
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» For patients on a ragimen of more than one opioid, calculate the ap-
proximate gral hydrocadone doss for each opioid and sum the totals o
obtaln the approximate oral hydrocodons dally dosa.

» For patlents on a regimen of fixed-ratio opioid/non-opiold analgesic
products, use enly the oploid component of these products in tha
conversion,

* Reduce the caiculated daily oral hydrocodone dose by 25%

Always round the dose down, If neceseary, to the nearest HYSINGLA

ER fabist strength available and Initiate therapy with that dose. if the

comverted HYSINGLA ER dose using Table 1 is less than 20 my, Inftlate

therapy with HYSINGLA EA 20 mg.

Example conversion from a single opioid fo HYSINGLA ER:

For example, a total daily dose of oxycodone 50 mg would be converted

to hydrocodone 50 mg based on the tzble above, and then multiplled by

0.75 {ie, take a 25 % reduction) resulting in & dese of 37.5 mg hydroco-

done. Round this dowen to the nearast doss strength available, HYSINGLA

ER 30 mg, to Initlate therapy.

Ciose observation and frequent titration are warrantad until pain

management i$ stable on the new oploid. MonTtor patlents far signs and

symptoms of apioid withdrawal or for signs of over-sedation/toxicity
after converiing patienis to HYSINGLA ER.

The dose of HYSINGLA ER can be gradually adjusted evary thres to five

days, using increments of 10 to 20 mg, untll adequate pain rellef and

at:ceﬁ:ahis ta]erabirty havs baaﬁ a{?hlﬂ\l&d

Clnse monltormg is af particular lmpurtance wnen converting from meth-
adone to other opioic agonists. The ratic between methadone and other
opicld agonisls may vary widely as a function of previous dose exposure,
Memadmu hasa Iung harf Iife and can awumtiale in the plasma.

anyi to HYSiN

Elgmeen rmurs mﬂowmg me mnmal of the transdarmal fentany! patch,
HYSINGLA ER treatment can be Initiated. For each 25 meg/hr fentanyl
transdermal pafch, z doss of HYSINGLA ER 20 mg every 24 hours
represents a conservative inifial dose. Follow the patient closely during
conversion from franstermal fentany! to HYSINGLA ER, as there is lim-
ited expanmcn wﬂh Ihls cumrarmn

Al paﬁents recelving h‘arsderma! buprenurphme (<2e mcgfhr} should
initlate therapy with HYSINGLA ER 20 mg every 24 hours. Follow the
patient closely during converslon from transdermal buprenciphing fo
HYSINGLA ER, as theré is imlted experence with this canversion.

2.2 Titration and Maintenance of Therapy

Individually titrate HYSINGLA ER fo a dosa that provides adequate anal-
gesla and minimlizes adverse reactions. Confinually re-evaluate patients
receiving HYSINGLA ER to assess the maintenance of pain control and
the relative incidence of adversa reactions as well as monltoring for the
development of addiction, abusa, or misuse. Frequent communication I
Important amang Ehe prescriber, other members of the healthcars isam,
the patient, and the caregiver/famlly during perlods of changing anaigesic
requirements, Including initial titration. During chronic therapy, perlodi-
cally reassess the continued need for the vse of opioid analgesics.
Adjust the dose of HYSINGLA ER in increments of 10 mg 1o 20 mg every
3 to 5 days as needed to achleve adequate analgesia.

Patients who experlence breakthrough pein may require a dose increase
of HYSINGLA ER, or may need rescue medication with an appropriate
dosa of an immediats-relsase analgesic. If the level of pain Increases
after dose stabllization, atternpt 1o identify the source of increassd pain
bafore increasing the HYSINGLA ER dose.

If unacceptable oplold-related adverse reactions are observad, the next
daily dose may ba reduced. Adjust the dose to obtain an appropriate bal-
ance between managemant of pain and opiold-related adverse reactions.

2.3 Administration of HYSINGLA ER

HYSINGLA ER Is adminlstered once daily (every 24 hours).

HYSINGLA ER must be taken whole, one tablet at a time, with 2nough
water to ensure complete swallowlng immadiately after placing in the
mouth 586 Pafient Coitrseling information (17)].

Crushing, chewlng, or dissolving HYSINGLA ER tablets will result In
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uncontrolled dslivery of hydrocodone and ¢an lead to overdose or deaih
Isae Warmings and Pracautions (5.1)],

Multipla tablets of lowsr dosg strengths that provide the desired fotal
daily dose can be taken &5 a once daily dose.

2.4 Patients with Hepatic Impairment

Patlents with severe hepatic Impalrment may have higher plasma
concentrations than those with normal function, Initiate therapy with 12
the initial dose of HYSINGLA ER in thasae patients and monitor closely for
reaplratory depression and sedation feae Ciinical Pharmacology (12.3))

2.5 Patients with Renal Impairment

Patlents with moderate to severe renal Impalrment, and end-stage renal
disease may have higher plasma concenirations than those with normal
function. Inltiate therapy with 14 the initial dose of HYSINGLA ER in these
patiants and monitor closely for respiratory depression and sedation fsee
Cfinical Pharmacology (12.3)].

2.6 Discontinuation of HYSINGLA ER

Do not abruptly discontinue HYSINGLA ER. When the patient no longer
requires opioid therapy, use a gradual downward titratlon of the dose 1o
prevent slgns and symptoms of withdrawal in the physically dependent
patlent. The dose may be reduced every 2-4 days. The next dose shouid
ba at |sast 50% of the prior dose. After reaching HYSINGLA ER 20 mg
doge for 2-4 days, HYSINGLA ER cen be discontinuad.

3 DOSAGE FORMS AND STRENGTHS

* 20 mg film-coated extended-release tablets {round, green-colorad, bi-
convex tablets printed with "HYD 20"

= 30 my film-coated extsnded-release tablets (round, yellow-colared,
bi-convex tablets printed with “HYD 307)

* 40 mg fim-coated extendad-release tablets (round, grey-colorad, bi-
convex tablets printed with “HYD 407)

= 50 mg fllm-coated exterded-release tablets {round, belge-colored, bl-
convex fablets printed with “HYD 60"

= 80 mg film-ceated extznded-relsase tablets (round, pink-cofored, bl-
convex tablets printed with “HYD 80")

* 100 mg film-coated extanded-ralease fablsts (round, blue-colored, bi-
gconvex tablets orinted with “HYD 100")

* 120 mp film-coated extended-release tablels fround, white-colored,
bi-convex tablats printed with “HYD 120%)

4 CONTRAINDICATIONS

HYSINGLA ER is contraindicated in patients with:

« Significant respiratory deprassion

= Acute or severe bronchiel asthma in an unmonttored setting or In the
absance of resuscitative aquipment

+» Known or suspected paralytic lleus and gasirolntestingl obstruction

* Hypersensitivity to any component of HYSINGLA ER or the &ctive ingre-
dlant, hydrocodone bltartrate

5 WARNINGS AND PRECAUTIONS

5.1 Addiction, Abuse, and Misuse

HYSINGLA ER contelng hydrocodone, a Schedule Il controlied substance.
As an opioid, HYSINGLA ER exposes users 1o the risks of addiction, abuse,
and misuse [see Drug Abuse and Dependence (9.1)]. As extended-release
products such as HYSINGLA ER dellver the oplold over an extended period
of tima, there ks a greater risk for overdose and death due to the larger
smount of hydrocedons presant.

Although the risk of addicticn in any individual Is unknown, It can occur In
patients appropriately prescrined HYSINGLA ER and in those who obtain
tha drug lllictly. Addiction can occur at recommended doses and If the
drug is misused or abused.

Assess each patisnt's risk for opioid addiction, abuse, or misuse prior

to prescribing HYSINGLA ER, and monitor all patients receiving HYS-
INGLA ER for the development of these behaviors or conditipns. Rlsks

are increased in patients with a parsonal or famlly history of substance
gbuse (Including drug or slcchol addiction or abuss) or mental illnass
{8.¢5.. major depression). The potentlal for these risks should not, however,
prevent the prescribing of HYSINGLA ER for the proper management of
pain In any glven pafient.
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Abuse or misusa of HYSINGLA ER hy crushing, chewing, snarting, or
injecting the disagivad proguct will resuit in the uncontrolled dellvery of
the iydrocodone and ¢an result in overdose and death jfssa Drug Abuss
and Depandance (8.7), and Overdusage (10)].

Opioid agonists are sought by drug abusers and people with addiction
disorders and are subject to criminal diversion. Consider these rigke when
prescribing or dispensing HYSINGLA ER. Sirategies to reduce these risks
include prascribing the drug In the smallest appropriate quanfity and
advising the patient cn the propar disposal of unused drug [See Patfent
Counseling Information (17)]. Contact local state profassional licensing
beard cr state controlled substances authority for Information on how to
prevent and detect abuse or diversion of this product.

5.2 Life-Threatening Respiratory Depression

Serlous, life-threatening, or fatal respiratory depression has been
reported with the use of modified-release oplolds, even when used as
recommended. Respiratory depression from opicid usg, If not Immed)-
ataly recognized and treated, may lead to respiratory arrest and death.
Management of respiratory depression may include close observation,
supportive measures, and use of oplold antagonists, depanding on the
petisnt's clinical status [ses Overdosage (10.2)]. Carbon dioxice (GO,)
retentlen from opioid-induced respiratory depression can exacerbate the
sedating effects of oploids.

While serlous, life-threatening, or fatal respiratory depression ¢an gcour
at any lime during the use of HYSINGLA ER, the risk is greatest during the
initiation of therapy or following a dose increase, Closely monitor patients
for respiratory depression when initiating therapy with HYSINGLA ER and
following dose increases.

To reduce the risk of resplratory depression, proper dosing and titration
of HYSINGLA ER are essential [see Dosage and Administration (2.1, 2.2)].
Querestimating the HYSINGLA ER dose when converting pailents from
another opioid product can rasult In fatal everdose with tha first doss.
Accldental Ingestion of aven one dose of HYSINGLA ER, especially by chll-
dren, can result in respiratory depression and death due 1o an overdose
of hydrocodane.

5.3 Neonatal Opioid Withdrawal Syndrome

Prolonged use of HYSINGLA ER during pregnancy can result In withdrawel
signs in the neanate. Neonatal oplold withdrawal syndrome, unlike opioid
withdrawal gyndrome in adulte, may ba life-threatening if not recognized
and requires management aceording to protocols developed by neonatol-
ogy experts. If opioid usa is required for a prolonged period in a pregnat
woman, advise the patient of the risk of nsonatai opiold withdrawel
syndrome and ensure that approptizte treatment will be available.
feonatal oplokd withdrawa! syndrome prasents as irritability, hyperac-
tivity and abnormal sleep pattern, high pliched cry, tremor, vomiting,
diarrhea and failure to gain weight. The onget, duration, and severity of
rieonatal opiold withdrawal syndrome vary basad on the specific oplold
usad, duration of use, timing and amount of last maternal usse, and rate of
glimination of the drug by the newbom.

5.4 Interactions with Central Nervous System Depressants
Hypotenalon, profound sedation, coma, respiratory depression, and death
rmay result If HYSINGLA ER Is used concomitantly with alcohol or other
cantrai nervous system (CNS} depressants (e.g., sedatives, anxiolytics,
hypnatics, nenroleptics, other opioids).

When considering the usa of HYSINGLA ER In 8 patient teking a CNS
depressant, assess the duration use of the CNS depressant and the pa-
tient's response, Including the degree of tolerance that has developed to
(NS depression. Additionally, svaluats the patlent’s use of alcohol or illicit
drugs thal cause CNS depression. I the decision to begin HYSINGLA ER
is made, start with a lower HYSINGLA ER dose than usual (i.e., 20-30%
less), monitor patients for signs of sedation and resplratory depreasion,
and consider using a lower dose of the concomitant GNS depressant fsee
Drug inferactions (7.2).

5.5 Use in Elderly, Cachectlc, and Debilitated Patients
Life-threatening respiratory deprassion is more likely 1o occur In elderly,
cachectic, or ¢eblljtated pattents as they may have aftered pharmaco-
iinatics or altsred clearance compared to younger, healihier patients.
Monitor such patisnts closaly, particularly when Inltiating and Titrating
HYSINGLA ER and when HYSINGLA ER is given concom'tantly with other
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drugs that depress resplration fsee Warnings and Pregairdions (5.2)].
5.6 Use In Patlents with Chronic Pulmonary Disease
Monltor patlents with significant chronlc obstructive pulmonary disease
or cor pulmanais, and patients having a substantially decreased respira-
Tory reserve, hypoxia, hypercapnia, or preexisting respiralory depres-
glon for respiratory depression, particularly when Initlating therapy and
fitrating with HYSINGLA ER, as In these patisnts, even usual therapautic
doses of HYSINGLA ER may decrease resplratary drive to the polnt of
apnea [sse Warnings and Precautions (5.2)]. Consider the use of alterna-
tiva non-opioid analgesics in these patients if possibla.

5.7 Use in Patients with Head Injury and Increased

Intracranial Pressure

in the presence of head Injury, Infracranial lestons or a preexisting
increasa in intracranial prassure, the possible respiratory depressant
effects of oplold anglgesics and their potential to elevate cerebraspinal
fluld pressure (resulting from vasodilation following GO, retentlon) may
be markedly exeggerated. Furthermore, opioid analgesics can produca
effects on puplftary response and consclousness, whigh may abscure
neurclogic signs of further increases in intracranial pressore in patlents
with head injurles.

Monitor patients closaly who may bs suscsptibis to the intracranial
effects of CO, retentlon, such as those with evidence of increased intra-
cranlal pressure or impaired consclousness. Opiolds may obscure the
clinical course of a petient with a haad injury.

Avoid the uss of HYSINGLA ER in patients with impaired consclousness
Or COma.

5.8 Hypotensive Effect

HYSINGLA ER may cause severe hypotension Including orthostatie hy-
potension and syncops in ambulatory patients. There is an added sk to
individuals whosa ability fo maintain blood pressure has been compro-
mised by a depleted blood volume, or after concurrent adminlstration
with drugs such as phenothiazines or other agents which compramise
vasomotor fone, Monitor these patients for slgns of hypotension after
Inttiating or fitrafing the dose of HYSINGLA ER. In patlents with circula-
tory shock, HYSINGLA ER may causa vasodilation that can further reduce
cardiac output and blood pressure, Avold the use of HYSINGLA ER in
patisnts with circulatory shock.

5.9 Gastrointesiinal Obstruction, Dysphagia, and Choking
In the clinical studias with spacific instructions fo take HYSINGLA ER with
sdequate water to swallow the tablet, 11 out of 2476 subjects reported
difficulty swallowlng HYSINGLA ER. These reports Included esophageal
obstruction, dysphagia, and choking, one of which had required medical
Intervention to remove the tablet [se2 Adverse Rescifons (6)].

instruct patients not to pre-soak, fick, or otherwise wet HYSINGLA ER
tablets prior to pacing In the mouth, and tg take one tablet at a time with
enough water to ensure complsie swallowing Immediately after placing
in the mouth f5as Patient Counssiing information (7)),

Patients with underlying gastrointestinal disorders such as esophageal
cancer or colon cancer with a small gastrointestinal lumen are at greatar
risk of developing these complications. Consider use of an gliemative
analgesic in patiants who have difficuity swallowing and patlents at risk
for underlying gastrointestinal disorders resu(ting in a small gastraintes-
final lumen.

5.10 Decreased Bowvel Motility

HYSINGLA ER is contraindicatad in patisnts with known or suspacted
gastrointestinal obstructian, Including paralytic ileus. Dpinids diminish
propulsive peristaltic waves in the gastroiniestinal tract and decrease
bowel motifty. Monitor for decreased bowsl motility in post-operative
patlents receiving oplolds. The administration of HYSINGLA ER may
cbscure the diagnosis or clinical courss in patisnts with acute abdoming!
conditions. Hydrocodone may cause spasm of the sphincter of Oddi.
Monitor patients with billary fract disease, Including acute pancreatilis.

5.11 Cytochrome P450 3A4 Inhibitors and Inducers

Since the CYP3A4 isoenzyme plays s major role In the metabolism of
HYSINGLA ER, drugs that alfer GYP3A4 activity may cause changes In
clearance of hyorocodone which could lsad to changes in hydrocodone
plasma concentrations,
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The clinical results with CYP3A4 inhibitors show an Increase n hiydro-
odone plasma concentrations and possibly increased or prolanged
opioid effects, which could be morg pronounced with concomitant use
of CYP3A4 inhibitors. The expectad clinical result with CYP3A4 Inducers
I8 & decrease In hydrocodone plasma concentrations, lack of efficacy ar,
possibly, davelopment of an abstinence syndrome In 4 patient who had
tevelopad physical dependence fo ydrocedone.

If co-administration is necessary, caution Is advised when Initiating
HYSINGLA ER treatment in patients curreniiy taking, or discontinu-

ing, GYF3A4 Inhibitors or inducers. Evaluate these patients &t fraquent
intervals and consider dose adjustments untll stable drug effects are
achleved fsee Drug interactions (7.1)].

5.12 Driving and Operating Machinery

HYSINGLA ER may Impalr the mental and physical abilities nesded to
perform petentlzlly hazardous activities such as driving a car or operat-
Ing miachinery, Peak blood levels of hydracodone may occur 14— 16
hours (rangs 6 — 30 hours) after initial dosing of HYSINGLA ER tzblet
administration. Blood levela of hydrocodons, in soma patients, may be
high at the end of 24 hours after repeated-tose adminlsiration. Wam
patients not o drive or operata dangerous machinery unless they are
tolerant 1o the effects of HYSINGLA ER and know how they will react to
the madication [see Clinical Pharmacology (12.3)].

5.13 Interaction with Mixed Agonist/Antagonist Opioid

Analgeslcs

Avoid the use of mixad egonist/antagonlst analgesics (.., penfazocine,
naibuphine, and butorphanol} In patients who have raceived, or 4re
receiving, a course of therapy with a full oploid agonist anaigesic, includ-
Ing HYSINGLA ER. [n these patients, mixad agonistfaniagonist analgeslcs
may reduce the analgeslc effect andior may precipitate withdrawal
symptoms.

5.14 QTc Interval Pralongation

OTc prolongation has basn obsarved with HYSINGLA ER following daily
toses of 160 mg [see Giinlcal Pharmacofogy (12.2)]. This observation
should be considered in making clinical declsions regarding patient
menitoring when prescribing HYSINGLA ER in patiants with congestive
heart failure, bradyartythmias, electrolyte abnarmalities, or who are
taking madications that are known to prolong the QTc Inferval.
HYSINGLA ER should be avolded In patients with congenital long QT
syndrome. [n patients who develop QTc prolongation, cunsider reducing
the dose by 33 —50%, ar changing to an altsrnate analgesic.

6 ADVERSE REAGTIONS

;l'rlljaelf_allowhg serlous adverse reactions are described slsewhers in the

abeling:

= Addiction, Abuse, and Misuse [see Wamings and Precautions (5.7)]

= | Ife-Threatening Reaplratory Depression f5ee Warnings and
Precauiions (5.2)]

= Neonatal Oploid Withdrawal Syndrome [ses Warnings and
Pracautions (5.3)]

= Interactions with Other GNS Depressants jsee Wamings and
Precautions (3.4)]

» Hypotenslve Effects fsee Wamings and Precautions (5.8)]

= Gastrolntestinal Effects /see Wamnings and Precautions (5.9, 5. 104

6.1 Clinical Trial Experience

Bacausa clinlcal trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a ¢rug cannot be
directly compared to rates In the clinical trials of ancther drug and may
not raflact the rates observed In practice.

Atotal of 1,627 patlents were treated with HYSINGLA ER in controlled
and open-label chronic pain clinfcal trials. Five hundred patients were
treated for & manths and 364 patients wera freated for 12 monthg. The
clinleal trfal population consisted of opioid-naive and opicid-experlenced
patients with persictent moderate to severe chronic paln.

The common adverse reactions (=2%j reported by patients in clinleal
trials comparing HYSINGLA ER {20-120 mg/day) with placebo are shown
in Tahle 2 below:
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Tahle 2: Adverse Reactions Reporied In =z2% of Patients during the
Open-Label Titration Period and Doubls-Blind Treaiment Period:
{pioid-Naive and Dpioid-Experienced Patients

Open-Label Double-Blind
Titvatian Perlod Treatment Perlod
Placebo  HYSINGLA ER
(N=905)  (N=202)  (M=296)

MedDRA Preferred Term (%) (%) (%)
Nausea 16 5 B
Constipation g 2 8
Vomiting T 3 8
Dizzlness 7 2 3
Headache 7 2 2
Somnalence 5 1 1
Fatigue 4 1 1
Pruritus 3 <1 0
Tinnitus 2 1 2
Insomnia 2 2 3
Decreased appetite 1 1 2
Influenza 1 1 3

The adverse reactions seen in controlled and cpen-label chronle pain
studies are presanted below in the following manner: most common
(=8%), comman (=1% 1o <5%). and less common (<1%).

The most commaon adverse reactions (=5%j reporied by patients freated
with HYSINGLA ER In the chronic paln clinical irfals were constipation,
nausea, vomiting, fatigus, upper respiratory tract infaction, dizziness,
headache, somnolence.

The commaon (=1% to «<5%j adverse events reported by patients treated
with HYSINGLA ER In the chronlc pain clinlcal trials organized by MedDRA
(Mediical Dlstlonary for Regulatory Activitias) Systam Organ Class ware:

Ear and Rabyrinth disorders tinnitus

Gasirointestingl disorders abdominal paln, abdominzl pain
uppsr, diarthea, dry mouth, dys-
pepsia, gastroesophageal rafiux
disease

Gensral disorders and administrafion  chestpaln, chills, edema

site conditions peripharal, pain, pyrexia

infections and infestatlons bronchitls, castrosnteritis, gas-
troenteritis viral, influenza, naso-
pharyngltis, sinugiiis, urinary
tract Infection

Injury, poisening and procedural fail, muscle straln

complications

Metabolism and nulrliion disorders  decreased appetite

fuscuioskeietal and conneciive arthralgla, back paln, muscle

fizsite disordsrs spasms, musculogkelstal pain,
myalgla, paln In extremiiy

Nsrvous system disorders lethargy, migraing, sedaticn

Psychiatric disorders amxisty, depression, insomnia

Raspiratory, thoracic and mediastingl  cough, nasal congestion,

disarders oropharyngeal pain

Skin and subcutansous tissus disordsrs hyperhidrosis, pruritus, rash
Vasctiar disorders hot flush, hypeartension

Other less common adverse raactions that were seen in <1% of the
patients In the HYSINGLA ER chranic pain clinical trials include the fol-
lowing in alphabetical order: abdominal discomfort, abdominal disten-
tlon, agitation, asthenla, choking, confuslonal sfate, depressed mood,
drug hypersensitivity, drug withdrawal syndrome, dysphagia, dyspnea,
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asophageal obstructien, flushing, hypogonadism, hypoiension, hypoxla,
irritability, libido decreased, malaise, mental Impalrment, mood alterzd,
muscle twitching, edema, orthostatic hypotension, palpitations, prasyn-
cope, retching, syncope, thinking abnormal, thirst, fremar, and wrinary
retention.

7 DRUG INTERACTIONS

7.1 Drugs Affecting Cytochrome P450 [soenzymes
Inhibitors of CYP3A4

Co-administration of HYSINGLA ER with ketoconazole, a strong CYP3A4
Inhibitor, sianificantly Increased the plasma concentrations of hydracodo-
ne. Inhibition of CYP3A4 activity by inhibitors, such as macrollde antiblot-
ics (8.0., erythromycin), azols-antifungal agents (e.g., ketoconazols), and
protease Inhibitors (2.4, ritonavir), may prolong opiold effects. Gaution

is advisad when initiating therapy with, currenily taking, or discontinu-
ing CYP3A4 Inhibitors, Evaluate thess patlents at frequent intervals and
consider dose adjusiments until stable drug effects are achieved fsse
Clinicat Pharmacology (12.3)].

Inducers of CYP3A4

CYP3A4 inducers may induce the metabolism of hydrocodone and,
therefore, may cause Increased clearance of the drug which could lead
to a decreass In hydrocodone plasma conceritrations, lack of efficacy or,
possibly, development of a withdrawal syndroms in a patient who had
developed physlca| dependence to hydrecodone. If co-adminigtration
with HYSINGLA ER I8 necessary, monitor Yor slgns of oplofd withdrawel
and consider dose adjustments until stable drug effecis are achieved
[see Clinical Pharmacoiogy (12.3)].

7.2 Central Nervous System Depressants

Tha concomitant use of HYSINGLA ER with othar CNS depressants
including sedatives, hypnotics, franqullizers, general anasthetics, phe-
nothlazines, other oploids, and alcohol can increass the risk of resplra-
fory depression, protound sedation, coma and death. Monitor patiants
recelving CNS depressants and HYSINGLA ER for signs of resplratory
depression, sedation and hypotsnsion.

When combined therapy with any of the above madications Is consld-
ered, the dose of one or bath agents should ba reduced {see Warnings
and Precautions (5.4)).

7.3 Interactlons with Mixed Agonist/Antagonist and

Parttal Agonist Oplold Analgeslcs

Mixad agonist/antagonist analgesics (i.s., pentazocine, nalbuphire, and
butorphanol) and partial agonist analgesics (buprenorphine) may reduce
the analgesic sfiect of HYSINGLA ER or precipliste withdrawal symptoms
in these patients. Aveid the use of mixed agonist/antagonlst and partlal
agonist anslgesics in pafients receiving HYSINGLA ER.

7.4 MAOQ Inhibitors

HYSINGLA ER Ig not recommended for use in patients who have received
MAQ Inhibitors within 14 days, because severe and unpredictable poten-
tiation by MAD inhibitors has been raportad with opioid analgesics. No
specific Interaction between hydrocodanie and MAO inhibitors has bsen
obsarved, but caution in the use of any oplold In patlents taking this class
of drugs is appropriate.

7.5 Anticholinergics

Anticholinergles or other drugs with anticholinergic activity when used
concurrently with oplold analgeslcs may Increase the risk of urinary
reterttion or severa constipation, which may lead to paralytic ileus, Mon!-
tor patients for signs of uringry retentlon and constipation in addition fo
respiratory and central nervous system depression when HYSINGLA ER Is
used concurrently with antichelinergic drugs.

7.6 Sirong Laxativas

Concomitant uss of HYSINGLA ER with strong laxatives (8.g., lactuloss),
that rapidly Increase gastrolntestinal motiilly, may cecrease hydrocodone
absorption and result in decreased hydrocodone plasma levels. IFHYS-
INGLA ER fs used in these patients, clossly monitor for the development
of adverse events as well as changing analgesic requirements.


http:HYSING.LA

Oct. 28. 2016 4:47PM

B USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pragnancy Gategory C

Risk Stimmary

Thera are no adsquate and well-controlled studies of HYSINGLA ER use
during pragnancy. Pralonged use of opioid analgesics during pregnancy
may cause neonatal oplold withdrawal syncrome. In animal reproduction
studies with hvdrocodone in rats and rabhits no embryctoxicity or tera-
togenicity was observed. However, reduced pup survival rates, reducad
fetal/pup body welghts, and defayed ossification were observed at doges
causing maternal toxicily. In all of the studies conducted, the exposures
In animals were 1223 than the human expesure (ses Animal Data). HYS-
INGLA ER should ba used durlng pregnanicy only If the potentlal benefit
justifies the potential risk to the fetus.

Clinfoal Congiderations

Fotal/neonatal adverss raactions

Prolonged use of opioid analgesles durlng pregnancy for medical or
nonmedical purposes can result in physical depandence in the neonate
and neonatal oploid withdrawal syndrome ghortly after birth. Dheerva
newboms for symptoms of neonatal opicid withdrawal syndrome, such
23 poor Teeding, diarthea, iritabllity, tremor, rigidity, and sefzures, and
managa accordingly fsse Warnimgs and Precattions (5.3)].

Data

Animal Dala

No evidence of embryotoxlcity or teratogeniciy was observed after oral
administration of hydrocodons throughout the period of arganogenasis
In rats and rahbits st doses up to 30 mg/kg/day {approximately 0.1

and 0.3-fold, respectively, the human hydrocodone dose of 120 mg/
day based on ALC exposure comparisons). Howsver, in these studies,
reduced fatal body weights and delayed ossification were abserved In
rat at 30 mg/kg/day and reduced fatal body weights were observed in
In rabblt at 30 ma/kg/day (approximately 0.1 and 0.3-fold, respactively,
the human hydrocodone doss of 120 mg/day based on AUC exposure
comparlaons). In a pre- and posi-natal development study pregnant rats
were administered oral hydrocodone throughout the period of gestation
and lactation. At a doss of 30 mg/kg/day decreased pup viabllity, pup
survival Indices, litter size and pup body weight were abserved. This
dose is approximately 0.1-fold the human hydrocadone dose of 120 mof
day basad on AUC exposure comparisons.

8.2 Labor and Delivery

Opioids cross the placenta and may produce respiratory depression In
neonates. HYSINGLA ER Is not recommended for use in women imme-
diatsly prior 10 and during [abor, when uss of shorter acting analgesics
or gther analgesic fechniques are more appropriate. HYSINGLA ER may
prolornig labor through actiens which temporarily reduce the strength, du-
ratton and frequency of uterine contractions. However, this effect is not
consistent and may be offset by an Increased rate of cervical dilatation,
which tends fo shorfen labor.

8.3 Nursing Mothers

Hydrocodone is present in human milk. Because of the potentlal for
serlous adverse reactions in nursing infants, a decision should be mads
whether to discontinue nursing or to discontinue HYSINGLA ER, taking
into account the importance of the drug fo the mothar. Infants exposed
to HYSINGLA ER through breast milk should be monitorad for excess
sedation and resplratory depression. Withdraveal symptoms can ocour in
breast-fed infanis when maternal administration of an opiold analgesic
Is stopped, or when breast-feeding la stopped.

8.4 Pediatric Use

The safely and effectivensss of HYSINGLA ER In pediatric patients have
nat been established.

Accldental Ingestion of a single dose of RYSINGLA ER in children can
mg’rj’c in a fatsl overdosa of hydrocodone fsee Warnings and Pracautions
{(5.2)].

HYSINGLA ER pradually forms a viscous hydrogel {L.6., a gelatinous
mass) when exposed to water or other fluids. Pediatric patients may

be at Increased risk of esophageal obstruction, dysphagla, and choking
because of a smaller gastrointestinal lumen if they ingest HYSINGLA ER
Jses Warnings and Precattions (5.9)].
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8.5 Geriatric Use

Tn a controlled pharmacokinetic study, elderly subjacts (greater than 62
years) compared fo young adults had similar plasma concentrations of
hydrocodone [eee Ciinicaf Pharmacoiogy (12.3)]. Of the 1827 sublects
exposed to HYSINGLA ER In the pooled chronic pain studies, 241 (13%)
wera age 65 and older (including those age 75 and older), while 42 (2%)
were age 75 and older. In clinical frials with appropriate Infifation of
therapy and dose titration, no untoward or unexpacted adverse raactions
were saen in the slderly patlents who recelved HYSINGLA ER.
Hydrocodone may cause confusicn and over-gedztion in the elderly. In
addition, bacauss of the greater frsquency of decreased hepgtic, renal,
or cardiac Tunction, concomitant disease and concomitant use of CNS
active medications, start elcerly patients on low doses of HYSINGLA ER
and monitor closaely for adverse events such as resplratory depresslon,
sedation, and confusion.

8.6 Hepatic Impairment

No adjustment In starting dose with HYSINGLA ER is requirsd in patients
with mild or moderate hepafic impairment. Patients with severe hepatic
impalrment may have higher plasma concentrations than those with
normal hepatlc function, Inftiate therapy with 1/2 the inifial dosa of
HYSINGLA ER in patients with severs hapatic impalrment and monltor
closely for adverse events such 3 resplratory depression [see Climical
Pharmacofogy (12.3)].

8.7 Renal Impalrment

No dose adjustment is needed in patlents with mild renal impairment.
Patlents with moderate or severs renal impzirment or end Stage renal
diseass have higher plasma concentrations than those with normal renal
function. Initizte therapy with 1/2 the initial dose of HYSINGLAER in
these patlents and monitor ¢losely for adverse events such as respira-
tory depression jsea Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

HYSINGLA ER contains hydrocodone bitartrate, a Schedula Il cortrollad
substance with a high potential for abuse similar to fentanyl, methadcne,
morphine, oxycodonz, and oxymorphone. HYSINGLA ER can be abusad
and is subjsct to misuss, abuse, addlstion and criminal diversion. The
hlgh drug content In the exiended-rslease formulation adds to the risk of
adverse outcemes from abuse and misuse.

9.2 Abuse

All patients treated with oplolds reguire careful monitaring for signs of
abuse and addiction, becauss use of opioid anaigesie products carrles
the risk of addiction even uncer approptiate medical use.

Drug abuse Is the Intentlonal nen-therapeudic use of an over-the-countay
or prescription drug, even crice, for it rewsrding psychological or physi-
ological effects. Orug abuss includes, but is not limfted to the following
examples: the use of a prescription or over-the-counter drug o get
*high,” or the usa of steroids for performance enhancement and muscle
oulld up.

Drug addiction is a cluster of behavioral, cognlitive, and physiological
phenomena that develop after rapeated substance use and Include: a
strong deslre to take the drug, difficultles In controlling its uss, persisting
in its use despite harmful consequences, a higher priotity given to drug
use than to other activities and obligations, increased tolerance, and
sometimes a physlcal withdrawal,

“Drug-seeking” behavior Is very common fo addicts and drug abusers,
Drug seeking tactics Include, but are not limited to, emergency calls or
visits near the end of office hours, refusal to undergo appropriate ex-
amination, testing cr referral, repeated claims of “loss” of prescriptions,
tampering with prescriptions and refuctance to provide prior medical
records or contact infermation for other freating physiclan(g). "Doctor
shopping” (visiting muliiple prescribers) to obtain additional prescrip-
fions is common among drug abusers, people with untreated addle-
tion, and criminals saeking drugs to s&ll. Preaccupation with achisving
adequate pain rellef can be appropriate benavior in a patlent with poor
pain contral.

Abuse and addiction are separate and distinct from physical depen-
dence and tolerance. Physiclans should be aware that addlction may
not be accompanled by concurrent tolerance and symptoms of physical
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dependence in all addlcts. In addition, abuse of oploids ¢an occur In the

absencs of true addiction.

HYSINGLA ER ¢an be diverted for non-medical use Into ligit channels of

distribution. Careful record-kasping of prescribing information, including

gduf‘nuetg, frequency, and renewal requests, as requived by law, Is strongly
sed.

Proper assessmant of the patlent, proper prescribing practices, periodic
re-gvaluation of therapy, and proper dispensing and storags are appro-
priate measures that help to Amit abuse of opioid drugs.

Abuse may occur by taking intact tablets in quantities greater than
prescribed or without legltimate purpose, by crushing and chewing er
snorting the crushed formulation, or by injecting a solution made from
tha crushed formu!ation. The risk is increased with concurrent use of
HYSINGLA ER with aicohol or other central nervous system depressants.
Risks Specific to Abuse of HYSINGLA ER

HYSINGLA ER is for oral uss only. Abuse of HYSINGLA ER poses a risk of
overdose and death. Taking cut, broken, chewed, crushed, or dissolved
HYSINGLA ER increasas the risk of overdoss and death.

With parenteral abuse, the Inactive ingredients In HYSINGLA ER ¢an re-
sult in death, local issua necrosis, infection, pulmonary granulomas, and
increased risk of endocarditis and valvular heart Injury. Parenteral drug
abusa is commonly associatad with transmissicn of infactious diseasss,
such as hepzatitis and HIV,

Abuse Deterrence Studies

HYSINGLA ER is formulated with physicochemical properties infended fo
make the taplet more difficult to manipulate for misuse and abuse, and
malntalns some extended release characteristics even if the tablet is
physically compromised. To evaluate the ability of these physicochemical
properties to reduce the potentlal for abuse of HYSINGLA ER, & serles of
i vitro laboratory studies, pharmacokinetic studies and clinical abuse
patential studles was conducted. A summary is providad at the end of
this section.

tn Vitro Testing

fni vitro physical and chemical {ablet manlpulation studies were per-
formed lo evaluate the suceess of different extraction meihods In de-
faaling the extended-release formulation. Results support that HYSINGLA
ER resists crushing, breaking, and dissolution using a varisty of tocls
and solvents and retaing somea extended-release properiies despite
imanipulation. When subjected to an aqueous enviranmeant, HYSINGLA ER
gradually forms a viscous hydrogel (1.e., 2 gelatinous mass) that resists
passage through & hypodermic needle.

Clinical Abuse Pofentist Studles

Stidies in Non-dependent Opioid Abusers

Two randomized, double-blind, placebo and active-comparator studies

" in non-dependent opioid abusers were conducted o characterize the
ahuse potential of HYSINGLA ER following physical manlpulation and
administration via the intranasal and oral routes. For both studies, drug
Ilidng was measured on a bipolar drug liking scale ¢f 0 fo 100 where 50
rapresents a nevtral response of neither liking nor disliking, O reprasents
maximum disliking, and 100 represents maximum liking. Response 1o
whether the subject would take the study drug agaln was measured on
a unipolar scale of 0 to 100 where 0 represents the strongest negative
rasponse (“definitely would not take drug again”) and 100 represents
the strongest positive responge ("definitely wolld fake drug aggin™),
imiranasaf Abuse Pofential Study

In the intranasal abuse poteplial study, 37 subjects were dosed an

25 subjects completed the study. Treatments studied includsd intrana-
sally administered tampered HYSINGLA ER 60 mg tablets, pewdered
hydracodone bitartrate 60 mg, and placebo. incomplete dosing due to
granules falling from the subjects’ nostrils cccurrad in 82% (n = 23) of
subjacts receiving famperad HYSINGLA ER compared fo no subijects with
powdered hydrocadone or placzbo,

The intranasal administration of tampered HYSINGLA ER was assoclated
with statistically slanificantly lower m=an and medlan scores for drug
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liking and take drug again {P<0.001 for bath), compared with powdered

hydracodone as summarized In Table 3.

Table 3. Summary of Maximum Scores (En.y) on Drug Liking

and Take Drug Agaln VAS Followlng Intranasal Administration of

:EHSINH.A ER and Hydrocodone Powder in Non-dependent Opiold
Sers

VAS Scale (100 point} HYSINGLA ER Hydrocodone
intranasal (n=25) Wanipulatad Powder
Prug Liking®
Mean (SE) 634 (3.7) 90.4 (2.6)
Median {Range} 56 (50-100) 100 (51-100)
‘Take Drug Agaim™
Mean (SE) 36482 85.2 (5.0)
‘Median (Range) 14 (0-100) 100 (1-100)

“Bipolar scala {(P=maximum negative response, 50=neutral regponase,
100=maximum positive response)

** Unipolar scale (0=maximurm negatlve response, 100=maximum posi-
tive rasponsa)
Figure 1 demonsirates a comparison of peak drug |iking scores for
tampared HYSINGLA ER compared with powdered hydracodone In
subjecte (n = 25) wha received both treaiments intranasally. The Y-axis
represents the percent of sublects attalning a percent reduction in peak
drug liking scorss for tampered HYSINGLA ER vs. hydrocadone powder
greater than or equal to the value on the X-ads.
Approximately 80% (n = 20) of subjscts had some reduction in drug
[king with tampered HYSINGLA ER relative to hydrocodone powder.
Sixty-sight percent (n = 17} of sublects had a recuction of at least 30%
in drug liking with tamperad HYSINGLA ER compared with hydrocadone
powider, and approximately 84% {n = 16) of subjects had a reduction of
at least 50% in drug liking with tampered HYSINGLA ER compared with
hydrocodone powder. Approximatsly 20% {n = 5) of subjects had no
reaug;lun In llking with tampered HYSINGLA ER relative o hydrocodone
povider.

Flgure 1: Percent Reduction Profiles for E,, of Drug Liking VAS for
Manipulated HYSINGLA ER vs, Hydrocodone Powder, il = 25 Follow-
ing Intranasal Administration .
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Orai Abuse Potential Study

In the oral abuge pofential study, 40 subjects wers dossd and 35 Sub-
jects completed the study, Treatments studled Included oral administra-
fions of chewed HYSINGLA ER €0 myg tablets, intact HYSINGLA ER 60 mg
tablets, 60 mg agqueous hydrocodgne bitartrate solution, and placabo.
The oral adminlstration of chewed and intact HYSINGLA ER was assocl-
alad with statistically lower mean and meglan acores on acales that
measure drug liking and desire to take drug agaln (P<0.001), compared
to hydrocodene soiution as summarized in Table 4.

T
=
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Table 4. Summary of Maximum Scores (E;,) on Drug Liking and
Take Drug Again VAS Fallowing Oral Administration of HYSINGLA ER
ﬁ:d Hydrocedone Solution in Non-dependent Recreational Opioid

VAS Scale (100 point) ~ HYSINGLA ER Hydrocodone
Oral (n=35) Intact ~ Chewed Solution
Drug Liking*
Mean (5E) 63327 68,0 (3.0) 94.0 (1.7)
Medlan (Range) 58 (50~100) 66(50-100) 100 (51-100)
Take Drug Agaln™
Wean (SE) 543 (6.1) 44.3(6.9) 89.7 (3.6)
Metian [Range) 24 (0-100) 55 {0-100) 100 (1-100)

*Bipolar scale {0=maximum negative response, 50=neutral rzsponse,
100=maximum positive respense)

** Unipolar scale (0=maximum negattve response, 100=max/mum posl-
tive response)

Figure 2 demonstrates a comparison of peak drug IKing scores for
chewed HYSINGLA ER compared with hydrocodone solution in subjects
who receivad both freatments orally. The Y-gxs represents the percent
of subJects attalning a percent reduction in peak drug liking scores for
¢hewad HYSINGLA ER vs. hydrocodena solution greater than or equal to
the value on the X-axls.

Approximataly 80% (n = 28) of subjects had some reduction [n drug lik-
Ing with chewed HYSINGLA ER relative to hydrocodone solution. Approxi-
mately 3% (n = 24) of subjects had a reduction of at lsast 30% in drug
liking with chewad HYSINGLA ER compared wlth hydrocodone solution,
and approximately 60% (v = 21) of subjects had a reduction of at least
50% In drug liling with chewad HYSINGLA ER compared with hydraco-
done solution. Approximalely 20% (n =7) of subjects had ne reduction In
drug liking with ¢hewed HYSINGLA ER relative to hydrocodons solution.
Figure Z. Percent Reduction Profiles for E,, of Drug Liking VAS for
Chewed HYSINGLA ER vs. Hydrocodone Solution, N = 35 Following
Oral Administration
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The results of & slmllar analysis of drug liking for intact HYSINGLA ER
refative to hydrocodone solution were comparabla to the results of
chewed HYSINGLA ER relztive fo hydrocodone solution, Approximately
B3% (n = 28) of subjecis had soma reduction in drug liking with intact
HYSINGLA ER relative o hydrocodone solution. Eighty-three percent (n
= 29) of subjects had a reducflon of at least 30% In peak drug liking
scores with Intact HYSINGLA ER compared to hydrocedene solution, and
approximately 74% (n = 26) of subjects had a reduction of at least 50%
in peak drug liking scores with Intact RYSINGLA ER compared with hy-
drocodong solution. Approximately 17% (n = 6} had no raduction in drug
[Iking with Intact HYSINGLA ER relative to hydrocodane solufion.
Summary

The in vitro data demonstrate that HYSINGLA ER has physical and
chemical properties that are expected to deter infranasal and intrave-
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nous abuse. The data from the clinical abuse potentizl studies, aleng
with support from the i vitrio data, also indicate that HYSINGLA ER has
physicochemical properties that are expected to reduce intranasal abuse
and oral abuse when chewed. However, abuse of HYSINGLA ER by the
iniravenous, intranasal, and oral routes is still possible.

Additional data, Including epldemiplogical data, when avallable, may
provide further information on ths impact of HYSINGLA ER on the abuse
liabllity of the drug. Accordingly, this section may be updated In the
future as appropriate.

HYSINGLA ER contalns hydrocodone, an oplold agonist and Schedule

il controlled substance with an abuse liabllity similar 1o other oplold
agonists, legal or illicit, including fantanyl, hydromorphons, methadons,
marphine, oxycodone, and oxymerphone. HYSINGLA ER can be abused
and is subject to misuss, addiction, and criminal diversion fSee Wamnings
and Precautions (5.1} and Drug Abuse and Dapendsnce (9],

9.3 Dependence
Baih tolerance and physical dependence can develop during chronic
oploid therapy. Tolerance 15 the need for Increasing doges of oplolds to
maintain a defined effect such as analgesia (in the absence of dissase
progresslon or other external factors), Tolerance may oceur 1o beoth the
desired and undesired effects of drugs, and may davelop at different
rates for different effecis.
Physical dependence resulls in withdrawal sympioms aftar abrupt
discontinuation or 2 significant dose reduction of a drug. Withdrawal also
may ba precipitated through the administration of drugs with dpioid an-
tagonist activity, e.g., naloxane, naimefene, or mixed agonist/antagonist
analgesics {pentazocing, butorphanol, nalbuphlne), Physical dependence
may not occur to a dlinically significant degres until after several days to
weeks of continued oplold usage.
HYSINGLA ER should be disconfinued by a gradual downward fitra-
Hlon fsee Dosage and Administration (2.6}]. If HYSINGLA ER Is abruptly
discontinued in 2 physically depandent patient, an abstinence syndroms
may occur. Some or all of the following can characterize this syndrome:
restlessness, lacrimation, rhinorrhea, yawning, persplration, chills,
piloerection, myalgia, mydriasis, irritability, anxiety, backache, joint pain,
weakness, abdominal cramps, Insomila, nausea, anoyexia, vomiting,
dlarrhea, incraased blood pressure, respiratory rate, or heart rate.
Infanits born to mathers physically dependent on oplalds will alsa
be physically dependent and may exhibit respiratory difficulties and
symptoms [s58 Warmnings and Precautions (5.3) and Uiss in
Specific Populations (8.3)].
10 OVERDOSAGE

10.1 Symptoms

Acute overdosage with opicids is often characterized by respiratory
depression, somnolence progressing to stupor or coma, skeistal muscle
flaccidity, cold and clammy skin, constricted pupils, and, sometimes,
pulmonary edema, bradycardia, hypotension, 2nd death. Marked mydria-
sis rather than miosls may be seen due to severe hypoxia In overdose
situations fses Clinical Pharmacology (12.2)].

10.2 Treatment

In the treatment of HYSINGLA ER overdosage, primary attention shouid
be glven tg the re-establishment of a patent airway and Institution of
assisted or controlled ventilation,

Emplay ofher supportive measures (Including oxygen gnd vasopressars)
in 178 management of circulatory shock and pulmonary adema accomn-
panying overdose as indicated. Cardiac arrest or arrhythmias will require
advanced life support techniques.

The oplold antagonlgt naloxone hydrochlorlde is a spacliic antldote
againat resplratory depression that may result from oploid overdesage.
Nalmefens is an alternative opioid antzagonist, which may be adminis-
fered as a specific antidote to respiratary depression resulting from opi-
old overdose. Since The duratlon of actian of HYSINGLA ER may exceed
that of the antagonist, keep the patient undsr continued survaillance and
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administer repeated doses of the antagonist according o the antaganist
labeling, &3 needed, to maintain adequate resplration,

Opicid antagonisizs should not be administered In ihe absence of clini-
cally sloniflcant respiratory or ¢irculatery depression. Administer oplold
antagonists cautiously fo parsons who are known, or suspectad to s,
physically dependent on HYSINGLA ER, In 2uch cases, an abrupt or
compiete reversal of opicld effects may precipitate an acute abstinence
syndrome. In an individual physically dependent on opioids, adminisira-
tion of the usual dose of the antagonist will pracipitate an acute with-
drawal syndrome. The severity of the withdrawal syndreme produced
will depend on the degree of physical depandence and the doss of the
antagonist administered, If a declslon is made to treat seripls respira-
tory depression in the physically depandent patient, administration of
the antagonist should be Iniflated with care and by titration with smaller
than usual doges of the antagonist.

11 DESCRIPTION

HYSINGLA ER (hydrecodone bitarirate} exianded-release tablets are
supplied In 20 mg, 20 mg, 40 mg, 60 mg, 20 mg, 100 mg and 120 mg
film-coated tablets for oral adminlstration. The tablet sirengths descilbe
the amount of hydrocodone per fablet as the bitarirate saft.
Hydrocodona bitartrats is an opioid agonist. lts chemical nama is 4,5c-
apoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1:1) hydrate
(2:5). Its steuctural formula Is:

Ho .-' H.zﬁ;zﬂﬁ
HO H o

Emplrical formula: CygHz Noa CgHgOg » 202H,0;

Molecular weight: 494.49

Hydrocodons bitarirate exista as fine white crystals or a crystalline pow-
der. It I3 affected by light, 1t Is soluble In water, slightly soluble In alcohol,
and insoluble in ether and chioroform.

The 20 mg, 30 mg, 40 mg, 80 mg, B0 mg, 100 mg and 120 mq tablels
contain the following Inactive ingrediants: Butylated Hydroxytoluena
(BHT, an additive In Polvethylene Dxide), Hydraxypropyl Cellutose, Macro-
gol/PEG 3350, Magnesium Stearate, Microcrystalline Cellulose, Polyeth-
yieng Oxids, Polysorbate 80, Polyvinyl Alcohol, Talc, Titanium Dioxids,
and Black nk.

The 20 mg tablets also contaln irgn Oxide Yellow and FO&C Blue #2
Aluminum Lake/Indlgo Carmine Alurninum Lake.

The 30 mg tablets also contaln Iron Oxide Yellow.

The 40 mg tablets also contain Iron Oxide Yellow, Iron Oxide Red, and
Iron Oxide Black.

The B0 mg 1ablets also cantain Iron Oxlde Yellow and Iron Oxide Red.
Tha 80 mg tablets also contain Iron Oxide Aad.

The 100 mg tablets also contain FD&G Blue #2 Aluminum Lake.

Black Ink Contalng; Shellas Gleze (In Ethanol), [sopropyt Alcohol, Iron 0x-
Ide Black, N-Butyl Alcohel, Propylene Glycol and Ammonium Hydroxids.

12 CLINICAL PHARMAGOLOGY

12.1 Mechanism of Action

Hydrocodone Is a seml-synthetic oplold agonlst with relative selectlv-
ity for the mu-opicid recaptor, although it can interact with other opioid
receplors at higher doses, Hydrocodone acts as an agonist binding to
and activating opioid recsptors in the brain and spinal cord, which are
couplad to G-protein complexes and modulate synaptic transmission
tirough adenylate cyclase. The pharmacological effects of hydrogodone
including analgesta, eupharla, respiratory depresston and physlological

dependenca ars believed to be primarily mediated via u opioid receptors.

12.2 Pharmacodynamics

Cardiac He: siolp

(Tc interval protongation was studied in a double-blind, placebe- and
positiva-controlled 3-reatment paraliel-group, dose-escalating study
of HYSINGLA ER In 196 healthy subjects. QT¢ inferval prolongation was
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observed following HYSINGLA ER 160 mg oer day. The méximum mean
{30% upper confldence bound) difference in the OTc interval betwesn
HYSINGLA ER and placebo (after baseling-correction) 81 steady siate
was 6 (9) milliseconds, 7 (10) milliseconds, and 10 (13} millisaconds

at HYSINGLA ER doses of 80 mg, 120 mg and 160mg respectively. For
clinical implications of the prolonged QTc imerval, see Wanings and
Precautions (5.14).

The princlpal therapeutlc action of hydrocodone Is analgesla. In comman
with other opioids, hydrocodone causes respiratory depression, In part
by a drect effect on the bralnsiem respliratory centers. The respiratory
deprassion involves a reduction in the rasponsivensss of the braln stem
respiratory centers to both increases in carbon dioxide tension and
electrical stimulation. Oplolds depress the cough reflex by direct effect
on the cough centar in tha medulla.
Hydrocodone causes miosls, even In total carkness, Pinpoint puplis are a
slgn of oplold overdose but are not pathognomonic {.g., porting lesions
of hemorrhagle or lschemic origin may produce similar findinge). Marked
mydriasis rather than miosis may be seen with hypoxia In overdese
sluations fsee Qverdosage (10.7)]. In addition to analgesia, ths widsly
diverse effects of hydrocadone Include drowsiness, changes In mood,
decraasad gastrointsstinal motility, naussa, vomiting, and alterations of
the endecrine and autonomlic nervous system [See Clinical Pharmacol-
ogy (12.2).
Gastrontesting] Tract and Other Smooth Muscle
Hydrocodone causes a reduction in mefility associated with an incraase
tn smooth muscle tone In the antrum of the stomach and dusdenum.
Digestion of food in the small intesting is delayed and propulsive con-
iractions are cecreased. Propulsiva peristallic waves in the colon are
decreased, while tone may be Increased to the polnt of spasm resulting
in constipation. Other opicid-induced effects may include a reduction n
gastric, blllary and pancreatic secretions, spasm of sphincter of Oddi,
and transient elevations in serurm amylase.
Cardiovascular System
Hydrocodone may produce releass of histamine with or without associ-
ated paripheral vasodilation. Manifestations of histamine releass and/or
peripheral vasodilation may include pruritus, flushing, red eyes, sweat-
ing, and/or orthostatic hypotension,

i m
Dpioids may influence the hypothalamic-pituitary-adrenal or -gonadal
axes. Same changes that can be seen include an increase in serum pro-
lactin, and decreases in plagrna cortisol and testosterone, Clinical signs
and symptoms may be manifest from thess hormonal changes.

Immune System _
In vifro and énimal studles Indicate that gplolds have a variely of sffects
on immune functions, depsnding on the context In which they are used,
The clinical significance of these findings fs unknown,

0 I
The minimum effective plasma concentration of hydrocodone for
analgesla varies widely among patients, sspecially among patients who
have been previpusly treated with agonist oplolds. As a rasuit, fitrate the
doses of individual patients to achieve a balance belween tharapeutic
and adverse effects. The minimum effactive analgssic concentratlon of
hydrocodone for any Individual patient mey Increase over time due to
an increass in pain, progression of diseass, development of & new paln
syndqome and!or polentat dave;upment af analgasm to%urance

|T|I fi '8 i

There isa ganaral rekahonshtp betw&en mm‘easng oploicl plasma
concenfration and Increasing frequency of adverse axperiances such as
nausea, vorniting, CNS effects, and resplratory depression. As with all
opioids, the dose of HYSINGLA ER must be Individuallzed [see Dosage
and Adminisirstion (2.1, 2.2)). Tha effective analgesic dosa for some
patlents will be too bigh to be tolerated by other patisnts.

12.3 Pharmacokinetics

Absorption

HYSINGLA ER I3 a single-entity extended-release formulation of hydro-
codone that yields a gradual increase in plasma hydrocodone concen-
trations with a madian Ty, of 14— 16 hours noted for different dose
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strengths. Paak plasma lsvels may occur in the range of 6 -30 hours
atter single dose HYSINGLA ER administration.

Systemic exposure (AUC and Gy} increased linearly with dosss from
2019 120 mg. Both G, and AUG Increased <lightly more than dose
proportionally (Tabla 5). The mean terminal half-life {t;;;) was similar for
all HYSINGLA ER dose strengtha ranging from 7 to 9 hours.

Table § Mean (3D) Single-Dase Pharmacokinetic Parameters of
HYSINGLA ER

Dose Strength ~ AUCINT e Taot
{mg) (ngeh/mL) (ng/mL) (n

20 284 (126) 14.6 (5.5) 16 {6, 24)

40 622 (252) 339 (118) 16 (6, 24)

60 1009 (294) 536 (154  14(10,30)

80 1304 (375) 601 (172 16(10,24)

120 1787 (679) 1M0(441)  14(6,30

* median {minimum, maxmum)

As compared fo an Immedlate-relgase hydrocodone combination prod-
ugt, HYSINGLA £R af the same daily dose results In slmilar bloavallability
but with lower maximum concantrations at steady stata. {Figure 3).

Flgure 3, Mean Steady-5tate Plasma Hydrocodone Concentration
Profile
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Steady-state plasma hydrocodone concentrations were confirmed on
day 3 of once-daily dosing of HYSINGLA ER. The extent of accumulation
of systemic exposure was 1.3 and 1.1 Told with respect fo AUC and Coay
at steady-state. The mean terminal half-lifs (¢, ) at steady state was 7
hours. Median T, values ware 14 hours (range: 12 o 24 hours) on both
Day 1 and Day 5 following gnee dally administration of HYSINGLA ER for
five days. Dally fiucluation In peak to trough plasma levels of Hydrocodo-
na wers highar zt 80 mg and 120 mg doses of HYSINGLA ER compared
io 30 mg dose (Table 6).

Table 6 Maan (SD) Steady-State Hydrocodone Pharmacokinetic
Parameters

AUC24.cs
(ng*h/mL)

CrmaosS
{ng/mb)

Gmh ,35

Reglimen (ng/ml)  %Huctuation®

HYSINGLA ER

0mgg2dh  443(128) 26.4(7.4) 167(2) 81 (64,113
S50mgq24h  1252(352) 82.6(257) 282{(12) 105(36,214)

120mgg24h  1938(720) 135(50) 63.6(29) 97.8 (32, 250)

* Mean (minimum, maximumn); Percentage fiuciuation in plasma concen-
tratlon Is derlived as (Crpq S8 = Coan 35)°100/Cavy, S5,

Food Fifects

Cmay @nd AUG of HYSINGLA ER 120 myg tablets wore similar under low fat
conditions relative 1o fasting conditions (17% and 9% higher, respactive-
1¥). ey Was higher (34%j) under high fat conditlons relative to fasting
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conditions; however, AUC of HYSINGLA ER 120 mg tablets was only 20%
higher when co-administered with a high fat maal. HYSINGLA ER may e
administered without regard to meals.

Cistribution

Following administration of HYSINGLA ER, the typlcal (70 kg adult) value
of apparent volume of distribution (V/F) is 402 L, suggesting extensive
tissus distribufion. The axtent of i ¥ivo binding of hydrocodong to hu-
man plasma proteing wae minimal with a mean % bound at 36%.
Elimination

Metabollsm

Hydrocodone exhibits a complex patiem of metabolism, including Atde-
methylation, O-demethylation, and 6-keto reduction to the corresponding
6-c.-and 6-B-hydroxy metabolites. CYP3A4 mediated A-demethylation o
Inactive norhydrocadene is the primary metatolic pathway of hydroco-
done with a lowar contribution from CYP2BE and CYP2C19. The minor
metabalite hydromorphone {<2% of the circulating parent hydrocodone)
was mainly formed by CYP2D6 medlated O-demethylation with a smailer
contribution by CYP2B6 and CYP2C19. Hydromorphone may confribute
1o the total analges|c effect of hydrocodone.

Excretion

Hydracodona and its metabolites ara cleared primarlly by renal excretion.
The percent of adminigterad dose excreted unchangad as hydrocodone
in urine was 6.5% in subjects with normal renal function, and 5.0%,
4.8%, and 2.3% in subjects with mild, moderate, and severe renal Im-
palrment, respectively. Renal clearance (CLr) of hydrocodons in healthy
subjscts was small (5.3 L/h) compared to apparent aral olearance (CL/F,
83 L/h); suggesting that non-renal clearance is the main elimination
route. Ninety-nine percent of the administerec dose is eliminated within
72 hours. The mean terminal half-life {1,) was similar for all HYSINGLA
ER dose strengths ranging from approximately 7 to 9 hours across the
rangeé of doses.

Speclfic Populations

Elderiy (=65 years)

Following administration of 40 mg HYSINGLA ER, the pharmacokinetics
of hydrocodone In heatthy elderly subjects (85 o 77 years) are similar to
tha pharmacokinetics in healthy younger subjects {20 to 45 ysars). There
were no clinically meaningful incraase in Gy (16%) and AUC (15%) of
hydrocadone In elderly as compared with younger adult subjects fsae
Use in Specific Populations (8.5)].

Gender

Systemic exposure of hydrocadene (Cy., and AUG) was similar between
males and females.

Hepatic impairment

After a single dose of 20 mg HYSINGLA ER in subjects (B each) with
normal hepatic function, mild, maderate or severe hepatic impairment
based on Child-Pugh classifications, mean hydrocodone Cpyy vaiues
were 16, 15, 17, and 18 ny/mL, respectively. Mean hydrocadone AUG
values were 342, 310, 390, and 415 ng.hr/mL for subjects with normal
hepatic function, mild, moderate or severe hepatic Impalrment, respec-
tively, Geometric mean hydrocodong G, values were -6%, 5%, and
5% and AUC valyes were -14%, 13%, and 4% in patients with mild,
moderate or severe hepatic Impal'ment, respectively, when compared
with subjects with normal hepatic function.

The mean in vivo plasma protein binding of hydrocodone across the
groups was similar, ranging from 33% to 37% fsee iise in Spacific
Fopiations (8.6)].

Fsnal Impaiiment

After a singls dose of 6D mg HYSINGLA £R in subjects (8 sach) with
normal renal function, mild, moderate, or severe rengl Impalrment based
on Cockeroft-Gault critaria and end stage renal dissase (with dlalysls)
patlents, mean hydrocodone G, values wera 40, 50, 51, 46, and 38 ng/
mL, respectively. Mean hydrocodone AUC values wers 754, 942, 1222,
1220, and 932 ng.hr/mL for subjects with normal renal function, mild,
moderate or severe renzl impairment and ESRD with dialysis, réspec-
tively. Hydrocodone Cpgy values were 14%, 23%, 11% and -13% and
AUC values wera 13%, 61%, 57% and 4% higher In patlents with mild,
moderate or gevere renzl impairment or end stage renal disease with
dialysis, respectively [see Use In Specific Popuiations (8.7)].
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Drug Interaction Studies

CYP3A4

Co-administration of HYSINGLA ER (20 mg single dose) and CYP3A4
inhibitor ketoconazole (200 mg BID for 6 days) increased mean hydro-
codone AUC and Cy, by 135% and 78%, respectively feee Warnings
and Pracautions (5.11) and Drug Interactlons (7.7)].

CYP206

The 90% confidence interval (Cl) of the geometric means for hydroco-
done AUC;y; {28 to 115%), AUC (98 1o 115%), and Cy,y (93 to 121%)
values were within the rangs of 80 o 125% when a single doss of
HYSINGLA ER 20 mg was co-administered with CYP2DB inhibitor
paroxetine (20 mg freatment each morning for 12 days). No differences
in systamic exposure of hydrocodone were observed in the presence of
paroxeting,

13 NON-GLINICAL TOXICOLOGY
131 Caminpgenesis, Mutagenesis, Impairment of Fertility

Garcnogenesis

Hydrocodone was évaluated for carcinogenic potential In rats and mice.
in & two-year bioassay in rats, dosss up to 25 mg/kg in malss and
females were administered orally and no treatment-related neoplasms
wiers abserved (exposure is equivalent to 0.2-fold the human hydroco-
done dose of 120 mg/day based on AUC exposure comparisons). In a
two-year bloassay In mice, doses up to 200 mg/kg in males and 100
mg/kg In females wers administerad arally and no treatmeni-ralated
necplasms were cbserved (exposure is equivalent to 3.5-fold and 3.0~
fold, respectively, the human hydrocodone doge of 120 mg/day based
on AUC exposure comparisans).

Mutagenesis

Hydrocodone was genotexic in the mouse lymphoma assay In the
presence of rat 59 melabalic activation buf not in the absence of rat
metabollc activation. However, hydrocodane was not genotoxic in the
mouse lymphoma assay with or without human S9 metabolic activa-
tlon. There was no evidence of genotoxic potential with hydrocodane in
an in vifro bacterial reverse mutation assay with Salmonslia typhimuri-
um and Escherichia coli with or without metabolic activation or in an i
vivo mouse bone marrow micronuclaus test with or without metabolic
acfivation.

impalrment of Fartifity

No affect on fertility or genaral reproductive performance was seen
with oral administration of hydrocodane to male and female rats at
doses up to 25 my/kg/day (approximately 0.06-fold and 0.08-Told,
respectively, the human hydrocodone dose of 120 mg/day based on
AUC exposure comparisons).

14 GLINIGAL STUDIES

The efficacy and safefy of HYSINGLA EA was eveluated in a randomized
double-hlind, placebo-controlled, multi-canter, 12-week clinlca! wrlal

in both opicid-sxparienced and opioid-naive patisnts with moderats to
gevere chronic low back pain.

14.1 Moderate to Severe Ghronic Lower Back Pain Study
A total of 905 chronlg low back pain patients {cplold nalve and opiold-
gxperlenced) who wera not responsive to their prior analgesic therapy
entered an open-label converslon and dose- titration period for up to
45 days with HYSINGLA ER. Patlents were dosed once dally with HYS-
INGLA ER (20 to 120 mg). Patients stopped thair prior opioid analgesics
and/or nonoplold analgesics prior fo starting HYSINGLA ER treatment.
(Optional use of rescug madication immediate-releass oxycodone 3
mg) up to 2 deses (2 tablets) was parmitted during the dose titra-

thon period, For inadequately controlled pain, HYSINGLA ER dose was
allowed to be increased once every 3-5 days until a stabilized and
tolarable dose was identified, During the dose-titration period, 65%

of the patients achleved a siable HYSINGLA ER dose and entered tha
double-bilnd treatment perfod. The remaining subjects discontinued
from the dose-titration pariod for the following rezsons: adverse svents
{10%}; lack of therapeurtie effect (3%); confirmed or suspecied diver-
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sion (3%); subject's choice (5%); lost to Tollow-up (2%), administrative
reasons {2%); and failure to achieve protocal-defined reduction in pain
score {7%).

Fallowing the doss titration period, 588 patiants (65%) were randem-
ized ata ratio of 1:1 Into & 12-week double-blind treatment period with
thair fixed stabilizad dose of HYSINGLA ER (or matching placebo). These
patients met the study randomization critoria of adequate analgesia
{naln reduction of at least 2 polnts to'a score of 4 or [ess on a 0-10
numarical rating scale) and acceptable tolerability of HYSINGLA ER. Pa-
tients randcmized to placebo werg given a blinded taper of HYSINGLA
ER according to & pre-specifled tapering schedule, 3 days on sach
step-down dese (reduced by 25-50% from the previous dose). Patlenis
were allowed to use rescue medication (immediate-ralease cxycodone
5 mg) up o & dosas (6 tahlets) per day depending on their random-
Tzed HYSINGLA ER dose. During the double-blind pariod, 229 freated
patients (77%) completed the 12-week treatment with HYSINGLA ER
and 210 patlents (72%) completad on placabo. Overall, 10% of pa-
tients discontinued due to lack of therapeutic effect (5% in HYSINGLA
patients and 15% in placebo patients); 5% of patients discontinued
due to adverse events (6% in HYSINGLA ER treated patients and 3% in
placebo patlents),

HYSINGLA ER provided greater analgesia compared with placebo. There
was a statistically stonificant difference in the weekly averags pain
scores at Weeld 12 between the two groups,

The percentage of patlents (responders) In each group who demon-
strated improvemant in their weekly average paln scores at Week

12, 23 comparad with screening is shown in Figurs 4, The figure is
cumulative, $o that patlents whose change from screening is, for
example, 30%, ara also inciuded at every level of Impravement below
30%. Patients who did not compleie the study were classified as non-
respondars. Treatment with HYSINGLA ER resulted In a higher propor-
tion of responders, defined as patiants with at lsast a 30% and 50%
improvernant, as compared with placebo.

Figure 4. Percent Improvement in Pain Intensity
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16 HOW SUPPLIED/STORAGE AND HANDLING

HYSINGLA ER (hydrocodong bitarirate) extended-relsase tablets 20

mg are round, green-colored, bi-convex tablets printed with "HYD 20"
and ere supplied In child-resistant closurs, opague plastic bottles of 60
{NDC 58011-271-60).

HYSINGLA ER (hydrocodone hitarirate) extended-releasa tablets 30

mg are round, yellow-colored, bi-convex tablets printad with "HYD 30°
and are supplied In chilg-registant closura, opaque plastic bottles of 60
{NDC 58011-272-60).

BYSINGLA ER {hydrocodong bitarfrats)extended-releasa tablets 40 mg
are round, grey-colored, bl-convex tahlsts prinfed with "HYD 40" and
are supplied in child-resistant closure, opague plastic Loftles of 60
{NDC 58011-273-60). .

HYSINGLA ER (hydrocodons bitartrats) extended-release tables 60

mg are round, belge-calored, bi-convex tablets primted with “HYD 607
and are supplied in child-resistant closure, opaque plastic bottlas of 60
{NDC 58011-274-50).
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HYSINGLA ER {hydrocodens bitartrats) extendad-releass tzblsts 80 mg
ars round, pink-colored, bl-convex tablets printed with "HYD 30" and
are supplled in child-resistant closure, opaque plastic hottles of 60 (NDC
59011-275-60).

HYSINGLA ER (hydrocodone bitarirate) extended-release tablets 100 mg
ara round, blue-colorad, bi-convax tablets printed with “HYD 100" and
are supplied In child-resistant closure, opaque plastic hottles of 60 (NDC
59011-275-60).

HYSINGLA ER (hydrecodone bitartrate) extended-release fablets 120 mg
ara round, while-colored, bi-convex tablets printed with “HYD 120" and
are supplied in child-reslstant closure, opague plastic hottles of 60 (NDC
§8011-277-80).

Store at 25°C (77°F); excursions permitted between 15°-30°C
{59°-86°F).

Dispsnse in tioht, light-resistant container, as defined by the USP

CAUTION
DEA FORM REQUIRED

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medlcation Guide)

Inform patients that the use of HYSINGLA ER, even when taken as
recommended, can result in addiction, abuse, and misuse, which can
lead to overdose or death [3ee Wamings and Precavtions (5.1)]. Instruct
patients not to shars HYSINGLA ER with others and 1o take steps to
protact HYSNGLA ER from theft or mistse.
Life-Th ira.
Inform pafients of the risk of life-threatening respiratory depression,
including information that the risk is greatest when starting HYSINGLA
ER or when the dose is increased, and that it can occur aven &t recom-
mended doses fsee Wamings and Precautions (5.2)]. Advise patlents
how fo recagnize respiratory depression and 1o seek medical attention if
they are exper!enclng brezihing difficuities,

idental Cons:
Inform patients that accidental exposurs, especially in children, may
result in respiratory depression or death [see Warnings and Frecautions
(5.2)]. Ingtruct patients 1o take steps to siore HYSINGLA ER securely
and to dispose of unused HYSINGLA ER in accordance with local state
gwdallnss and!or mgulaimns.

Inlﬂrm famale paﬂents Uf repraducﬁue potentlal that chronle use of
HYSINGLA ER during pregnancy can resuli in neonatal opioid withdrawal
syndrome, which may be Iife-threatening If not recognized and treated
[see Warnings and Precautions (5.3)].

ion with Aicoho! and 588018
Inform patients that the concomitant use of alcohol with HYSINGLA ER
¢an Increage the rigk of life-threatening respiratory depression fsee
Warnings and Precaufions {5.4)). Instruct pafients not to consurma alco-
halic beverages, as well as prescription and over-the counter products
that contaln alcohol, during treatment with HYSINGLA ER, Inform patients
that potentially serious additive affects may occur if HYSINGLAER is
used with alcohol or other CNS depressants, and nof 10 use such drugs
unlsss supanr‘imd by a health care provider,

hstruct 9&ﬂen15 hﬁw m pmp&rly tai(e HYSINGLA ER, including the fol-

lowing:

= The tablets must be swallowed whole and must not be chewed,
crushed, or dissolved. Taking chewed, crushed or disselved HYSINGLA
ER fablsts or contents can lead to rapid release and absorption of a
potentially fatal dose of hydrocodone,

+ Use HYSINGLA ER exactly as prescribed fo reduce the risk of life-
threatening adverse reactions (6.4., respiratory depression).

= Gontact preseriber If patn control Is not adequate ar If there are ad-
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versa reactions occurring during therapy.

= Do niot discontinue HYSINGLA ER without first discussing the nised for
a fapering regimen with the prescriber,

= HYSINGLA ER tablets should be faken one tabiet ata time.

« Do nat pre-soak, lick or othenwise wat the tablet prior to placing in the
mouth which may result In difficulty swallewing HYSINGLA ER tablets.

» Take each fablet with enough water to ensure complete swallowing
immediately after placing in the mouth.

Hypofensitn _ )
Inform patiznts that HYSINGLA ER may cause orthostafic hypctension
and syncops. Instruct patients how to recognize symptoms of low blood
pressure and how to reduce the risk of sericus consequences should
hypotension accur (e.g., it or lie down, carefully rise from & sitting or
lying position).

Fuirng or ing Heavy Machi ,
Inform patisnts that HYSINGLA ER may impair the abllity 1o perform
polentiatly hazardous activities such as driving a car or operating heavy
machinery. Blood levels of hydrocodone, in some pafients, may be
high at tha end of 24 hours after repeated dose adminkstration, Advise
patients not to perform such tasks until they know how they will react to
the medication.

Constipatica

Advige patlents of the potential for savere constipation, including
management Instructions and when fo seek medical attention, Instruct
patients to monitor thair analgesic response following the use of strong
laxatives and to cmtact the prescriber if changes are noted.

QT im

Inform patiants that QT prolongation hag been observed with HYSINGLA
ER feee Gfinical Pharmacolegy (12.2)]. HYSINGLA ER should be avoidad
in pafients with congenital long OT syndrome. Instruct patients with a
history of congestive heart fallure or bradyarrnythmias, and patients at
risk for elactroiyte abnormalitias or who are taxing other medications
imown to prolong the QT Interval that periodic monitoring of electro-
cardiograms and electrolytas may be necessary during therzpy with
HYSINGLA ER.

Anaphylaxis \

Inform patlents that anaphylaxis has been reported with ingredients con-
tained in HYSINGLA ER. Advise patients how t0 recognize sueh a reaction
and when 1o seek medical attention.

Fregnancy

Adviss femala patients that HYSINGLA ER may cauvse fetal harm and fo
Inform the preseriber if they ars pregnant or plan to hecoms pregnant.
Nursing Mothers

Adviss female patients that HYSINGLA ER passes Into human milk. Be-
¢auss of the potential for serious advarse reactions in nursing Infants, 4
declslon should be made whether to discontinue nursing or to discon-
tinue drug [ses Uss in Specific Popliations (8.5)].

Disposal of unusad HYSINGIA ER

Advise patisnts to dispose of any unusad tablets from a prescription as
socn as they ars no (onger neaded in accordance with local state gulde-
lInes and/or regulations.

Heafthcare professionals can telephans Purdus Pharma’s Medical Ser-
vices Department (1-888-726-7535} for Information on this product.

Purdue Piarma LE
Stamford, CT 08901-3431
©2015, Purdue Pharma LP.

U.S. Fatent Numhars: 6,488,963; 6,733,783; 8,309,060; 8,351 ,495;
8529,048: 8551,520; 8,647,667 and 8,808,740.
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Medication Guide
HYSINGLA™ ER (hye-SING-luh)
{hydrocodone bitartrate) extended-release tablets, Cll

HYSINGLAER is:

* A strong prescripticn pain medicine that contains an oplold (nareotic), Itis usad to manage pain severe enough to
require daily, around-the-clock, long-term treatment with an opioid, when other pain treatments such as non-oploid
pain medicines or Immediate-release oplold medicines do not treat your pain well enough or you cannot tolerate them.

» A long-acting (extsnded-release) opioid pain medicing that can put you at risk for overdose and death, Even If you
take vour dose correcily as preseribed you are at risk for opioid addiction, abuse, and misuse that can [ead to death.

* Not for uge to treat paln that is nct around-the-clock.

Important information about HYSINGLA ER:

» Get emergency help right away If you take too much HYSINGLA ER (overdose). When you first start taking
HYSINGLA ER, when your dose Is ¢changed, or If you take too much (overdose), serfous or Iife-threatening breathing
problems that can lead to death may occur

* Never glve anyone else your HYSINGLA ER, They could die from taking it. Store HYSINGLA ER away from children
and In a safe place to prevent stealing or abuse. Selling or giving away HYSINGLA ER Is agalnst the law.

Do not take HYSINGLA ER if you have:
* severe asthma, trauble bireathing, or other lung problems,
* a bowsl blockage or have narrowing of the stomach or intestinss.

Bofore taking HYSINGLA ER, tell your healtheare provider if you have a history of:

* head Injury, seizurss = heart rhythm problems (long QT syndrome)
= liver, kidney, thyroid problems * abuse of street or prescription drugs, alcohol
= problems winating addiction, or mental health problsms

= pancreas or gallbladder problems

Tell your healthcare pravider If you are:

» pregnant or planning to become pregnant. Prolonged use of HYSINGLA ER during pregnancy can cause
withdrawal symptoms in your newbom baby that could be lifs-threatening if not recognized and treated.,

¢ breastfesding. HYSINGLA ER passes Into breast milik and may harm your baby.

* taking prescription or over-the-counter medicines, vitamins, or herbal supplements. Taking HYSINGLA ER with
cortaln other medicines can cause serious side effects and could lead to death.

When taking HYSINGLA ER:

* Do not change your doss. Take HYSINGLA ER exactly as presctibed by your healthcare provider.

» Take your prescribed dose every 24 hours, at the same time every day. Do not take mors than your prescribed dose
in 24 hours. [T you miss a dose, take your next dose at your usual time the next day.

s Swallow HYSINGLA ER whole. Do not cut, break, chew, crush, dissolve, snort, or Inject HYSINGLA ER because this
may causs vou to overdose and die.

* HYSINGLA ER should be taken 1 tablet at 4 time, Do not pre-soak, lick, or wet the tablet before placing it in your
mouth to avoid cheking on the tablet.

Call your healthcare provider If the dose you are taking does not control your paln.

+ Do not stop laking HYSINGLA ER without talking to your healtheare provider.

s After you stop taking HYSINGLA ER, flush any unused tablets down ths tollat.

While taking HYSINGLA ER, DO NOT:

» Drlve or operate heavy machineary untll you know how HYSINGLA ER affects you. HYSINGLA ER can maks you
sleepy, dizzy, or lightheaded.

* Drink alcohol or use preseription or over-the-counter medicinas that contain alcohol. Using products containing
alcohol during treatment with HYSINGLA ER may cause vou to overdose and die.

The possible side effects of HYSINGLA ER are:

« constipatlon, nauges, sleepiness, voemiiing, tiredness, headache, dizzineas, abdominal pain. Call your healthcars
pravider If you have any of these symptoms and they are severs.

Get emergency medical help if you have:

+ {rouble breathing, shoriness of breath, fast heartbeat, chest pain, swelllng of your face, tengue or throat, extreme
drowsiness, light-headedness when changing pasitions, or you are feeling falnt.

These are not all the possible side effects of HYSINGLA ER. Call your doctor for medical advice about side effects.

You may report side effects to FDA at 1-800-FDA-1088, For more Information ge to dailymed.nlm.nih.gov

Manufactursd by: Purdue Pharma L.P, Stamford, GT C6901-3431, www.purduapharma.com or call 1-888-726-7535

This Medication Guide has besn approved by the U.S. Food and Drug Administraiion, o;i:: .
lssue: 11/2014 5 Hyslngla ER
[Hydrocodone Bitartrate| @

EXTEMDED-RELEASE TABLETS



