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Message 

From: 
Sent: 
To: 

Anderson, Van [van.anderson@walgreens.com] 
3/17/2015 8:09:02 AM 
Rhoads, Michelle [michelle.rhoads@walgreens.com] 

CC: 
Subject: 

Pankow, Greg [greg.pankow@walgreens.com]; Wi lliams, Marsha [marsha.williams@wa lgreens.com] 
FW: Walgreens New Castle - RPH unfamiliar with Hysingla ER 

Attachments: A9901-Hysingla Pharmacist Guide.pdf 

Importance: High 

Morning, Shelly .... I need to get something back to Purdue on this one as soon as possible. I'm getting 
at least weekly emails from Tony about needing to get this MPU out and reports from the field that 
pharmacist are unaware of the product. Purdue sent redlines to the MPU MSA back to us on 2/20, so I can 
understand the concern on their part about getting this out in time to impact launch. can you let me 
know when it should be ready to send back to them? Thanks! 

Be Well, 

Van Anderson 
Director, National Accounts 
Walgreen co. 
cell: 847-477-8382 
van.anderson@walgreens.com 

-----original Message-----
From: Scifo, Tony [mailto:Tony.Scifo@pharma.com] 
Sent: Tuesday, March 17, 2015 8:12 AM 
To: Anderson, Van 
subject: FW: walgreens New castle - RPH unfamiliar with Hysingla ER 
Importance: High 

Van: 
This is another report on a prescription written for Hysingla ER and the Walgreen pharmacist not filling 
the script because he is unaware of the new product. 
Please follow up so we can have the contact signed and the attached communicated to you stores next 
week. 
Thank you, 
Tony 

-----original Message----­
From: Ciaffi, Michael 
Sent: Monday, March 16, 2015 3:58 PM 
To: Scifo, Tony 
Cc: Morello, Tony; O'Neill, Kimberly 
subject: FW: walgreens New castle - RPH unfamiliar with Hysingla ER 

Tony, 

Please see the information provided here from Kim O'Neill. 

I am tentatively scheduled to meet with the Walgreen's DM, Lucy Somer, RPH at the end of the month. 

Thanks, 

Mike 

-----original Message----­
From: O'Neill, Kimberly 
Sent: Friday, March 13, 2015 12:37 PM 
To: Ciaffi, Michael 
subject: walgreens New castle - RPH unfamiliar with Hysingla ER 

Mike, 
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I ' m wr1t1ng to inform you that today I learned that a patient recently prescribed Hysingla ER 30mg was 
denied the prescription at the walgreens Community Plaza in on Christiana Rd. in New castle Delaware. The 
pharmacist said they never heard of the medication and do not stock it and could not fill the 
prescription. Dr. Biasotto with t he prescribing physician. His staff said that they later learned that 
the patient was able to have their pharmacist track down another store that had the dose in stock and 
transfer it to his pharmacy so the rx should be filled. 

The staff was disappointed not only by the way the RPH treated the patient but also at the fact that they 
knew nothing about the product, and did nothing to go out of his/her way to educate themselves on it. 
The staff had to tell the RPH what it was. I am pleased that this situation appears to have been 
resolved, but wan t ed to let you know what occurred. Troy helped me identify which doses they did have in 
stock, 20mg, and I was able to explain to Dr. Biasotto's staff that while they did have a dose in stock, 
it wasn't the one the patient needed. 

Kim 

WAGFLAG03931563 
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• • 

.••. ·Hysingla™ER 
[ Hydrocodone Bitartrate] lfi 
EXTENDED-RELEASE TABLETS ~ 

WAGFLAG03931564 
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!ND!CAT!ONS AND USAGE 
Hysingla ER (hydrocodone bitartrate) is indicated for the management of pain severe enough 
to require daily, around--the--clock, long-term opioid treatment and for vvhich alternative 
treatment options are inadequate. 

Limitations of Use 
• Because of the risks of addiction, abuse, and misuse with opioids, even at recommended 

doses, and because of the greater risks of overdose and death with extended-release opioid 
formulations, reserve Hysingla ER for use in patients tor whom alternative treatment options 
(e.g., non--opioid analgesics or immediate--release opioids) are ineffective, not tolerated, or 
would be otherwise inadequate to provide sufficient management of pain 

• Hysingla ER is not indicated as an as-needed (prn) analgesic 

Hysingla ER is contraindicated in patients with significant respiratory depression, acute or severe 
bronchial asthma in an umrionitored setting or in the absence of resuscitative equipment, knov,m 
or suspected paralytic ileus and gastrointestinal obstruction, hypersensitivity to any component 
of Hysingla ER or the active ingr·eclient, hydrococlone bitartr·ate. 

Important Safety Information for Pharmacists 

Hysingla ER contains hydrocodone, a Schedule II controlled substance. Hysingla ER exposes 
users to the risks of opioid addiction, abuse, and rnisuse. l\s extended-release products such 
as Hysingla ER deliver the opioid over an extencJed period of time, there is a greater risk for 
overdose and death, due to the larger amount of hydrocodone present. Addiction can occur at 
recommended doses and if the drug is misused or abused. Assess each patient's risk for opioid 
addiction, abuse, or rriisuse prior to prescribing Hysingla ER, and monitor all patients during 
therapy for the development of these behaviors or conditions. Abuse or misuse of Hysingla ER 
by crushing, chewing, snorting, m injecting the dissolved product will result in the uncontrolled 
delivery of the hydiocodone and can result in overdose and death. 

Serious, life-threatening, or fatal respiratory depression has been reported with modified-­
release opioids, even when used as recommended, and it not immediately recognized 
and treated, may lead to respiratory anest and death. The risk of respiratory depression 
is greatest during the initiation of therapy or following a dose increase; therefore, closely 
monitor patients tor respiratory depression. Proper dosing and titration of 1---lysingla ER are 
essential. Overestimating the Hysingla ER dose when converting patients from another 
opioid product can result in fatal overdose with the fast dose. Accidental ingestion of even 
one close of Hysingla ER, especially by children, can result in respiratory depression and 
death due to an overdose of hydrococlone. 

Please read accompanying Fu!! Prescribing Information, 
induding Boxed Warning, 

2 
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Hysingia ER (hydrocodone bitartrate) Extended-Release 
Tablets, CII 

• Contains no acetarriinophen 

• Adrriinistered once daily (every 24 hours) 

Hysingla ER tablets must be taken whole, one tablet at a time, with enough water to 
ensure complete swallowing immediately after placing in the mouth" Crushing, chewing, 
or dissolving Hysingla ER will result in uncontrolled delivery of hydrocodone and can 
lead to overdose or death. Monitor patients closely for respiratmy depression, especially 
within the first 24""72 hours of initiating therapy vvith Hysingla ER 

• Available in 7 Tablet Strengths""" 20 mg, 30 mg, 40 mg, 60 mg, 80 mg, 100 mg, and 120 mg 

Abuse Deterrence Studies 

• Hysing!a ER is formulated with physicochemical properties intended to make the tablet 
more difficult to manipulate for misuse and abuse, and maintains some extended release 
characteristics even if the tablet is physicaHy compromised 

• To evaluate the ability of these physicochemical properties to reduce the potential for 
abuse of Hysingla ER, a series of in vitro laboratory studies, pharmacokinetic studies and 
clinical abuse potential studies was conducted 

• The in vitro data demonstrate that the properties of the Hysingla ER forrriulation present 
barriers to physical and chemical manipulations that are expected to deter intranasal and 
intravenous abuse 

• The data from the clinical abuse potential stud es, along with support from the in vitro 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 intravenous, intranasal, and oral routes is stilt possible. 
Additional data, including epidemiological data, when available, may provide further 
information cm the impact of Hysingla ER on the abuse liability of the drug. Accordingly, 
this section may be updated in the future as appropriate 

• Hysingla ER contains hydrocodone, an opioid agonist and Schedule II controlled substance 
with an abuse liability similar to other opioid agonists, legal or illicit., including fontanyl, 
hydromorphone, methadone, morphine, oxycodone, and oxyn1orphone. Hysingla ER can be 
abused and is subject to misuse, addiction, and criminal diversion 

Hysingla ER is for oral use only. Abuse of Hysingla ER poses a risk of overdose and death. Taking 
cut, broken, chewed, crushed, or dissolved Hysingla ER increases the risk of overdose and death. 

With parenteral abuse, the inactive ingredients in Hysingla ER can result. in death, loc;:l tissue 
neuosis, infection, pulmonary granulomas, and inueased risk of endocarditis and valvular heart 
injury. Parenteral drug abuse is commonly associated ·with transrriission of infectious diseases, 
such as hepatitis and HIV. 

Please read Additional Warnings and Precautions on page 8. 

WAGFLAG03931566 
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Important Patient Counseling Information for Pharmacists 
About Hysingla ER 

Important Information to Review With Patients 

Stress to patients and their caregivers the importance of reading and understanding the FDA-­
approved patient labeling (1\lledication Ciuide) they receive each time Hysingla ER is dispensed 
to them. For your reference, a copy o-f the Medication Guide is included on pages 6 and 7 of 
this brochure. 

It is also critical to inform patients of the important issues associated with Hysingla ER, and 
revievv the patient counseling information, specifically: 

Inform patients that the use o-f Hysingla ER, even when taken as recommended, can result in 
addiction, abuse, and misuse, which can lead to overdose or death. Instruct patients not to 
share Hysingla ER vvith others and to take steps to protect Hysingla ER from theft or- misuse. 

Inform patients of the risk of life-threatening respiratory depression, including information 
that the risk is greatest when starting Hysingla ER or when the close is increased, and that 
it can occur even at recommended doses. Advise patients how to recognize respiratory 
depression and to seek medical attention if they are experiencing breathing difficulties. 

Inform patients that accidental exposure, especially in children, may result in respirator-y 
depression or death. Instruct patients to take steps to store 1---lysingla ER securely and to 
dispose of unused Hysingla ER in accordance with local state guidelines and/m regulations. 

lnforrri female patients of reproductive potentia that chronic use of Hysingla ER during 
pregnancy can result in neonatal opioid withdrawal syndrorrie, which rriay be life-threatening. 

lnforTn patients that the concomitant use o-f alcohol with Hysingla ER can increase the risk of 
life-threatening respiratory depression. Instruct patients not to consume alcoholic beverages, 
as vvell as prescription and over-the counter products that contain alcohol, during treatment 
·with Hysingla rn. Inform patients that potentially serious additive effects may occur if Hysingla 
ER is used with alcohol or other Cf\JS depressants, and not to use such drugs unless supervised 
by a health care provider. 

Instruct patients hovv to pr-operly take Hysingla ER, including the following: 

• The tablets must be swallowed whole and must not be chevvecl, crushed, or- dissolved. Taking 
chewed, crushed or dissolved Hysingla ER tablets or- contents can lead to rapid release and 
absorption of a potentially fatal dose of hydrocodone 

• Use Hysingla ER exactly as prescribed to reduce the risk of life-threatening adverse reactions 
(e.g., respiratory depression) 

• Contact prescriber if pain control is not adequate or if there are adverse reactions occurring 
during therapy 

Please read accompanying Fu!! Prescribing Information, 
induding Boxed Warning, 4 
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• Do not discontinue Hysingla ER without first discussing the need for a tapering regimen with 
the prescriber 

• Hysingla ER tablets should be taken one tablet at a time 

• Do not pre-soak, lick or othervvise wet the tablet prior to placing in the mouth which may 
result in difficulty swallowing Hysingla ER tab ets 

• Take each tablet with enough water to ensure complete swallowing immediately after placing 
in the mouth 

Inform patients that 1---lysingla ER may cause orthostatic hypotension and syncope. Instruct 
patients how to recognize symptoms of lovv blood pressure and how to reduce the risk of 
serious consequences should hypotension occur (e.g., sit or lie dowr\ care-fully rise from a 
sitting or lying position). 

Inform patients that 1---lysingla ER may impair the ability to perform potentially hazardous 
activities such as driving a car or operating heavy machinery Advise patients not to perform 
such tasks until they know hovv they 1Nill react to the medication. 

Advise patients of the potential for severe constipation, including managerrient instructions 
and when to seek rriedical attention. Instruct patients to monitor their analgesic response 
following the use of strong laxatives and to contact the presuiber if changes are noted. 

lnforTn patients that QT prolongation has been observed with Hysingla ER. Hysingla ER should 
be avoided in patients with congenital long QT syndrome. Instruct patients with a history of 
congestive heart failure or bradyarrhythmias and patients at risk for electrolyte abnorrrialities 
m '-Nho are taking other medications knov✓n to prolong the QT interval that periodic monitoring 
of electrocardiograms and electrolytes rriay be necessary. 

lnforTn patients that anaphylaxis has been reported with ingredients contained in Hysingla ER. 
Advise patients how to recognize such a reaction and when to seek medical attention. 

Advise female patients that Hysingla ER can cause fetal harm and to inform the prescriber if 
they are pregnant or plan to become pregnant. 

Advise forriale patients that Hysingla ER passes into human milk. Because of the potential for 
serious adverse reactions in nursing infants, a decision should be made whether to discontinue 
nursing or to discontinue drug. 

Advise patients to dispose of any unused tablets from a prescription as soon as they are no 
longer needed in accordance with local state guidelines and/or regulations. 

WAGFLAG03931568 
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Dlspense the h/1edicatlon Guide each t ime patients pick up the ir Hysingla ER prescrip tion. 
It is irr1portant to tell pat ients to read and understand this material before they start tak ing 
Hysi ngla ER and each time they get a refi ll, as the inforrriation rriay have changed. 

Medication Guide 
Hysing!a ER (hye-SING-iuh) 
(hydrncodone bitartrnte) Extended~Reiease Tablets, Ci! 

• A strong prescription pa in medlcine that contains an opioid (narcotic). It is used to manage 
pain severe enough t o require daily, around ·the·c lock, long--te1·m treatment vvith an opioid, 
·when C)ther pa in treat1i1ents such as 110 11 --opioid pa in medicines or irn med iate··release opioid 
medic ines do not treat your pa in \Nel l enough 01· you cannot tolerate them 

• A long-acting (extended-release) op ioid pain medicine tha t can put you at risk for overdose 
and death. Even if vou take your dose correctly as prescribed you are at ri sk for opioid 
addict ion, abuse, and misuse t hat can lead to death 

• !\Jot for use to t reat pain t hat is not around-the-clock 

• Get emergency help rlght avvay if vou take too much Hysingla ER (overdose). \A/hen you first 
start taking Hysingla ER, 1,vhen your dose is changed, or if you take too much (overdose), 
serious or life-t hreaten ing breathing problem s that can lead to death may occur 

• Never give anyone else your· Hysingla ER. They cou ld die from taking it. St ore Hysingla ER 
away from ch ildren and in a safe place to prevent steal ing or abuse. Sell ing or giv·ing away 
Hysingla ER is against the lavv 

• severe asthma, trouble breathing, or other lung problems 

• a bmvel blockage or ha1./e nanovving of the stornach or intestines 

• head injury, seizures 

• liver;. kidney, thyroid problems 

• problerns urinating 

• pancreas or ga llbladder proble rr1s 

• hea rt rhythm probl erris (long QT syndwme) 

• abuse of street or prescription drugs, alcohol addiction, or rrienta l health problems 

• pregnant or planning to become pregnanL Prolonged use of Hysingla ER dur ing pregnancy 
can cause vvithdrav,✓a l symptoms in your nevvborn baby that could be life-threatening if not 
recognized and treated 

• breastfeeding. Hysi ngla ER passes into breast rr1i lk and may harm your baby 

• taking prescription or over-the-counter medicines, vitamins, or herbal supplerrients. Taking 
Hysingb rn vvith certain other medicines ca n cause serious side effects and cou ld lead to death 

Please read accompanying Fu!! Prescribing Information, 
including Boxed Warning, 

CONFIDENTIAL 
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• Do not change your dose. Take Hysingla ER exactly as prescribed by your· healthcare provider 

• Take your prescribed dose ev·ery 24 hours, at the same t ime ev·ery day. Do not take rnore 
than you r prescribed dose in 24 hours. If you miss a dose, take your next dose at your usual 
t irr1e the next day 

• Svva l lov✓ Hysingla ER ·whole. Do not cut break, chew, crush, dissolve, snort or inject Hysingla ER 
beca use this rnay cause you to overdose and die 

• Hysingla ER shou ld be taken 1 tablet at a time. Do not pre-soak, lick, or wet the tablet before 
placing it in your mouth to avoid choking on the tab let 

• Do not stop taking Hysingia ER without talking to your healthcare provider 

• J\fter you stop taking Hysingla ER, flush any unused tablets down the toi let 

• Drive or operate heavy machinery until you knovv hovv Hysingla ER affects you. Hysingla ER 
can make you sleepy, dizzy, or lightheaded 

• Drink alcohol or use prescription or over-the-counte r medicines tha t con tain alcohol. Using 
products conta ining alcohol during treatment v,,,- ith Hysingla ER may cause you to overdose 
and die 

• const ipation, nausea, sleepiness, vomiting, t ired ness, headache, dizz iness, abdomi nal pa in. 
Cal l you r healthcare provider it you have any of these symptoms and they are severn 

• trouble breathing, shortness of breath, fast heartbeat, chest pain, svve ll ing of your· face, 
tongue or throat, extreme drovvsiness, light-headedness when changing pos itions, or you 
are fee li ng faint 

These are not all the possible side effects of Hysingla ER. Ca ll your doctor for rnedical advice about 
side effects. 'li:::,u nvy report side effects to FDA. al 1-800-FD/\-1088. For more inforrnation go to 
dailyrned.nlrn.nih.gov. 

Additional Important Safety Information for Pharmacists 

Prolonged use of Hysingla ER during pregnancy can result in neonatal opioid withdrawal 
syndrome which may be life-threatening to the neonate if not recognized and treated, and 
requires management according to pwtocols developed by neonatology e~:perts. 

Hypotension, profound sedation, coma, respiratory depression, or death rriay result if 
Hysingla ER is used concomitantly with other CNS depressants, including alcohol or illicit 
drugs that can cause C~.JS depression. Start with a lov-✓er Hysingla ER dose than usual (i.e., 
20--JQt};:, less), monitor patients for signs of sedation and respiratory depression, and consider 
using a lower dose of the concomitant CNS depressant. 

WAGFLAG03931570 
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Additional Important Safety information for Pharmacists 

Closely rrionitor elderly, cachectic 1 and debilitated patients, and patients with chronic 
obstructive pulmorury disease because of the increased risk of life-threatening respiratory 
depression. Consider the use of alternative non .. opioid analgesics in patients with chronic 
obstructive pulmonary disease if possible . 

Monitm patients closely who may be susceptib e to the intracranial effects of CO
2 

retention 
(e.g., those with evidence of inneased intracranial pressure m impair"f::d consciousness) . 
Opioids may obscure the clinical course in a patient with a head injury. /\void the use of 
Hysingla ER in patients with impair"f::d consciousness or coma. 

Hysingla ER may cause severe hypotension, including orthostatic hypotension and syncope 
in ambulatory patients. 1\llonitor patients during dose initiation m titration. In patients with 
circulatory shock, Hysingla ER may cause vasodilation that can further reduce cardiac output 
and blood pressure. Avoid the use of Hysingla ER in patients with circulatory shock. 

Use caution vvhen prescribing Hysingla ER for patients who have difficulty swallowing, or have 
undel"lying gastrointestinal disorders that may predispose them to obstruction, dysphagia, or 
choking, Consider use of an alternative analgesic in these patients. 

Hysingla ER is contraindicated in patients with gastrointestinal obstruction, including paralytic 
ileus. fV'1onitor for decreased bovvel motility in post-operative patients receiving opioids. The 
administration of Hysingla ER may obscure the diagnosis or clinical course in patients with 
acute abdominal conditions. Hydiocodone may cause spasm of the sphincter of Oddi. Monitor 
patients with biliary tract disease, including acute pancreatitis. 

Concomitant use of CYP:3A4 inhibitors may prolong opioid effects. Use v,rith CYP3A4 inducers may 
cause lack of efficacy or development of withdrawal symptoms. If co-administration is necessary1 

evaluate patients frequently and consider dose adjustments until stable drug effects are achieved. 

Hysingla ER may impair the mental m physical abilities needed to perform potentially 
hazardous activities such as driving a car or operating machinery. 

/\void the use of mi~:ed agonist/antagonist analgesics in patients who have received or are 
receiving Hysingla ER, as they rriay reduce the analgesic effect and/or precipitate withdra'-Nal. 

()Tc prolongation has been observed following daily doses of '160 mg of Hysingla ER Avoid use in 
patients with congenital QTc syndrome. This observation should be considered in making clinical 
decisions regarding patient monitming when prescribing Hysingla ER in patients with congestive 
heart failure, bradyairhythmias, electrolyte abnormalities, or who are taking medications that are 
known to prolong QTc interval. In patients vvho develop QTc prolongation, consider reducing the dose. 

Please read accompanying Fu!! Prescribing Information, 
including Boxed Warning, 
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Help lower Patients' Costs With the Hysingla ER 
Patient Savings Program 

R,BIN: XXXJll(l( R,:f(N: lor,11\' 
RxGRP: KKKKKKKX ISSUE~: ()O(UK) 

ID#: XXXJOOO(X 

1111111111111111111111 

R,:m~, )Q(l(l(l(X llllPC~ lo~lfy 
RllGRI': X)OOOO(l(l( ISS!~ij: (X)()Q(l() 

Ii)#: l(JOOOO(ID{ 

1111111111111111111111 

" Hysing!a ER Trial Offer~ Patients receive up to $"125 in CC)··pay assistance cm their t i1·st 
presuiption (patient is 1·esponsible tor any amount that exceeds $125). Only patients new 
to the Hysingla ER Patient Savings Program are eligible to1· the T1·ial Ofte r. Cash paying 
pat ients and patients v,1hose prescriptions are covered under Medicare, ~1ied icaid,. or other 
govern ment progra n1 s are not eligible 

0 Hysingls ER Savings Card- Commercia lly insured patients rnay be eligible to pay no more 
tha n $25 cm each prescription until March 31, 20'!6 (co-pay amounts may va 1·y ·· maximum 
reduction of $'JOO per prescfipticm til led). Patient is responsible for the first $25 and any 
amount that exceeds the tota l Hysingla ER Patient Savi ngs Program otter. Patients 1A1hose 
prescriptions are covei-ed under /'v1edicare, /'v1edicaid, or other government programs are 
not eligible 

*£UGIEIUTY REQUIREMENTS: 
This card car:not be t:sed J presc:i:"Jtio:1s orf.: cov~~1··erJ by: (j) 

Uv1edc2ire, /v1edic21id, 
anti-kickb,;;:k law a, insurance lhit i> 

r,r,,,,,.,·,nt::·,,.·, Car,j use n,ust co:wJly vdh all forms ,end ,.o,1rni:,ons, P2feCJts m1.,st n,2et elighility re-r,,1:r,,,,.,,.,,,t, 
'N!',ere prohhJed by law. Pafe:·,ts i'1 VT are not el:gible. Pati21·,ts n, ust :·oe2t elig:bility requiren,21·,ts, Oth21· •·est{dio1,5 may a00ly. 

TERMS AND CONOIT!ONS: 
, 0afents n·,t;st CJ12et requiren,eCJts, "afent agrnes to r2:;Nt heir 1.,se of th is cad to aCJy third party th,,t r2in·,bt;rs2s 
!hem o, pays for any pmt Li"' ,J'f;ci,:riphll' price. ?at:enl :,dd:t io,wll':} lo no! rnbmit ;ny ,m ,foJn of !he J.nodud 
rfo:;perrned pursuad lo hi:; c,i,d to a kder;, I o, sta te healLic,re purpm:w; of rn1nting it Lwarc heir m+· 
of ·pocket (such 2:s TrOOP 1.nder '/1ech:a,,, Par l D <Y ?/1e,( IC'c11cl). T'is Ccflj i> r:ot v21lid wth a:y ,:it her 
chcour,l, or ic1vo!vir:g the coven,,d 1rediutio,1. This ,:,ffe, is roo l ,.,,,,ta ,;;e,r, t " ""'' past, present. ry 

:;u•·ch,oses of th2 mve•·ed dnig ,:,,· any oher :,•·odt;d, and th is offo,· n·,ay be resc,nce,j or an·,ende,j ',Nihout ns:,fce 
\o rnprodus:tio:·,s This c2rd is not insu.-anc2. This cad ;5 void where prohibited o• 'Nhere restricted i,eyo1,,j he tern,s her2i1,. 

RdayHea!fo eVoud1erlfa"' ,'mdue has partn 2rnd ,Nith Rel2yHe2lth to :,•·ovide rntoMafo:: s,whgs at he :,harm2c:1 on cu:,lifed 
claii,·,s ',Nith co1,·,:·nerci2I iCJSt;r·,01,rn for cor1v21·,1e1·,c2, 0af2:·,ts 'Nho ha,e thi rd~p,:dy hs1.,r:,1·,c2 r,d , isit a participating 
e;\/oucher l.lhmrnacy will rrnve :;,wing,: ;mtor1°afa"::,lly quaUiccd cbin1s----no ~,avhg:; Cad Required. Al parti,:i,J,Xr:g 
phaccmcie:;, :;in1,i:y subni:l !he p,iti"'nt\: pce,;c(ptirH', pat:e,it will aulDn°,itic,lly n,ceive !he ,:D--pay s:wing:; on quaff cod 
clairns. For info•·•·ndior:. please cal l c<ei,Nl·leal llo Cuc, l:Jcrn°,1Suppo,t at i-800-388-23i6. 

Adverse Reactions 
Most common tieatment--emergent adverse reactions (2:5S-o) reported by patients treated vvith 
Hysingla ER in the clinical trials were constipation, nausea, vomiting, fatigue, upper respiratory 
tract infection, dizziness, headache, and sornnolencL 

WAGFLAG03931572 
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Hysingla ER (hydrocodone bitartrate) Extended-Release Tablets, CU 

Hysing!a ER Dosage Dispensing Unit NDC# 

20 mg Bottle of 60 59011-271-60 

30 mg Bottle of 60 59011-272-60 

40 mg Bottle of 60 59011-273-60 

60 mg Bottle of 60 59011-274-60 

80 mg Bottle of 60 590l1-275-60 

100 mg Bottle of 60 59011-276-60 

120 mg Bottle of 60 59011-277-60 

WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING RESPIRATORY DEPRESSION; ACCIDENTAL 
INGESTION; NEONATAL OPIOID WITHDRAWAL SYNDROME; AND CYTOCHROME P450 3M INTERACTION 

Addiction, Abuse, and Misuse 
Hysingla ER exposes patients and other users to the risks of opioid addiction, abuse, and misuse, which 
can lead to overdose and death, Assess each patient's risk prior to prescribing Hysingla ER, and monitor ail 
patients regularly for the development of these behaviors or conditions [see Warnings and Precautions (5, 1 )], 

Life-Threatening Respiratory Depression 
Serious, life-threatening, or fatal respiratory depression may occur with use of Hysingla ER Monitor for 
respiratory depression, especially during initiation of Hysingla ER or following a dose increase, instruct patients 
to swallow Hysingia ER tablets whole; crushing, chewing, or dissolving Hysingia ER tablets can cause rapid 
release and absorption of a potentially fatal dose of hydmcodone [see Warnings and Pm:auliom (52)1" 

Accidental Ingestion 
Accidental ingestion of even one dose of Hysingla ER, especially by children, can result in a fatal overdose of 
hydrorndone {see Warnings and Prewutfons (52)1. 

Neonatal Opioid Withdrawal Syndrome 
Prolonged use of Hysingla ER during pregnancy can result in neonatal opioid withdrawal syndrome, which may 
be life-threatening if not recognized and treated, and requires management according to protocols developed 
by neonatology experts. If opioid use is required for a prolonged period in a pregnant woman, advise the 
patient of the risk of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be 
available [see Wamings and Precautions {5.3)]. 

~ytochrome P450 3M Interaction 
The concomitant use of Hysingla ER with all cytochrome P450 CVP3A4 inhibitors may result in an increase 
in hydrocodi:me plasma concentrations, which could increase or prolong adverse drug effects and may 
cause potentially fatal respiratory depression, In addition, discontinuation of a concomitantly used 
cytochrome P450 3M inducer may result in an increase in hydrocodone plasma concentration, Monitor 
patients receiving Hysi11gla ER and any CYP3A4 inhibitor or inducer [see Warnings and Precautions (5, 11), Drug 
lnterm::tiom (7, 1), and Clinical Pharmacology (123)], 

Please read accompanying Full Prescribing Information, induding Boxed Warning above, 
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HysinglaTM ER 
(hydrocodone bitartrate) Q 
extended-release tablets \!,1 
20 mg, 30 mg, 40 mg, 60 mg, 
80 mg, 100 mg and 120 mg 

HIGHLIGHTS Of PRESCRIBING 
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 bitartrate) 
extended-release tablets, for oral use, Cl! 
Initial U.S. Approval: 1943 

WARNING: ADD!CTION, ABUSE, AND 
MISUSE; UFE-THREATENING RESPIRA­

TORY DEPRESSION; ACCIDENTAL INGES­
TION; NEONATAL OPIOID WITHDRAWAL 

SYNDROME; AND CYTOCHROME P450 3A4 
INTERACTION 

See full prescribing information for 
complete boxed warning, 

• HYSINGLA TM ER exposes users to risks 
of addiction, 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. (5.1) 

• Serious, life-threatening, or fatal respira­
tory depression may occur. Monitor 
closely, especially upon initiation or fol­
lowing a dose increase. Instruct patients 
to swallow HYSINGLA ER whole to avoid 
exposure to a potentially fatal dose of 
hydrocodone. (5.2) 

• Accidental ingestion of HYSINGLA ER, 
especially by children, can result in fatal 
overdose of hydrocodone. (5.2) 

• Prolonged use of HYSINGLA ER during 
pregnancy can result in neonatal opioid 
withdrawal syndrome, which may be 
life-threatening if not recognized and 
treated. If opioid use is required for a 
prolonged period 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} 

• Initiation of CYP3A4 inhibitors (or dis­
continuation of CYP3M inducers) can 
result in a fatal overdose of hydrocodone 
from HYSINGLA ER. (5.11, 7.1, 12.3} 

------INDICATIONS AND USAGE----­
HYSINGLA ER is an opioid agonist indicated 
for the management of pain severe enougt1 
to require daily, around-the-clock, long-term 
opioid treatment and for which alternative 
treatment options are inadequate. (1) 
Limitations of Use 
• Because of the risks of addiction, abuse, and 

misuse with opioids, even at recommended 

CONFIDENTIAL 

doses, and because of the greater risks of 
overdose and death with extended-release 
opioid formulations, reserve HYSINGLA ER for 
use in patients for whom alternative treat­
ment options (e.g., non-opioid analgesics 
or immediate-release opioids) are ineffec­
tive, not tolerated, or would be otherwise 
inadequate to provide sufficient management 
of pain. (1) 

• HYSINGLA ER is not indicated as an as­
needed (pm) analgesic. (1) 

---DOSAGE AND ADMINISTRATION--
• For opioid-naive patients, initiate with 20 mg 

tablets orally every 24 hours. (2.1) 
• To convert to HYSINGLA ER from another 

opioid, follow the conversion instructions to 
obtain an estimated dose. (2.1) 

• Dose titration of HYSINGLA ER may occur 
every 3 to 5 days (2.2) 

• Tablets must be swallowed intact and are not 
to be crushed, dissolved, or chewed, due to 
the risk of overdose or death. (2.3, 5.1) 

• Do not abruptly discontinue HYSINGLA ER in 
a physically dependent patient. (2.6) 

• HYSINGLA ER tablets should be taken one 
tablet at a time, with enough water to ensure 
complete swallowing immediately after plac­
ing in the mouth (2.1, 5.9) 

-DOSAGE FORMS AND STRENGTHS-­
Extended-release Tablets: 20, 30, 40, 60, 80, 
100, and 120 mg (3) 

--------CONTRAINDICATIONS--------
• Significant respiratory depression (4) 
• Acute or severe bronchial asthma (4) 
• Known or suspected paralytic ileus and GI 

obstruction (4) 
• Hypersensitivity to any components of 

HYSINGLA ER or the active ingredient, 
hydrocodone bitartrate (4) 

---WARNINGS AND PRECAUTIONS---
• Misuse, abuse, and diversion: HYSINGLA 

ER is an opioid agonist and a Schedule II 
controlled substance with a high potential for 
abuse similar to fentanyl, methadone, mor­
phine, oxycodone, and oxymorphone. (5.1) 

• Interactions with CNS depressants: Con­
comitant use may cause profound seda­
tion, respiratory depression, and death. If 
co-administration is required, consider dose 
reduction of one or both drugs. (5.4) 

• Elderly, cachectic, debilitated patients, and 
those with chronic pulmonary disease: Moni­
tor closely because of increased risk for life­
threatening respiratory depression. (5.5, 5.6) 

• Patients with head injury or increased intra­
cranial pressure: Monitor tor sedation and re­
spiratory depression. Avoid use of HYSINGLA 
ER in patients with impaired consciousness 
or coma susceptible to intracranial effects of 
CO2 retention. (5.7) 

• Risk of Choking/GI Obstruction: Use with 
caution in patients who have difficulty swal­
lowing or have underlying GI disorders that 
may predispose them to obstruction. (5.9, 
5.10) 

• Concomitant use of CYP3A4 inhibitors may 
increase opioid effects. (5.11) 

• Impaired mental/physical abilities: Caution 
must be used with potentially hazardous 
activities. (5.12) 

• QTc prolongation has been observed with 
HYSINGLA ER following daily doses of 160 
mg. Avoid use in patients with congenital 
long QTc syndrome. This observation should 
be considered in making clinical decisions 
regarding patient monitoring when prescrib­
ing HYSINGLA ER in patients with congestive 
heart failure, bradyarrhythmias electrolyte 
abnormalities, or who are taking medications 
that are known to prolong the QTc interval. 
In patients who develop QTc prolongation, 
consider reducing the dose. (5.14, 12.2) 

--------ADVERSE REACTIONS------­
Most common treatment-emergent adverse 
events (25%) are constipation, nausea, vomit­
ing, fatigue, upper respiratory tract infection, 
dizziness, headache, and somnolence. (6.1) 
To report SUSPECTED ADVERSE REACTIONS, 
contact Purdue Pharma LP. at 
1-888-726-7535 or FDA at 1-800-FDA-1088 
or www.fda.gov/medwatcl1. 

---------DRUG INTERACTIONS-------
• The CYP3A4 isoenzyme plays a major role in 

the metabolism of HYSINGLA ER. Drugs that 
inhibit CYP3A4 activity may cause decreased 
clearance of hydrocodone which could lead 
to an increase in hydrocodone plasma con­
centrations. (7 .1) 

• CNS depressants: Increased risk of respi­
ratory depression, hypotension, profound 
sedation. coma or death. When combined 
therapy with CNS depressant is contem­
plated, the dose of one or both agents should 
be reduced. (7.2) 

• Mixed Agonistsi Antagonists: May precipitate 
withdrawal or decrease analgesic effect it 
given concurrently with HYSINGLA ER. (7.3) 

• The use of MAO inhibitors or tricyclic antide­
pressants with HYSINGLA ER may increase 
the effect of either the antidepressant or 
HYSINGLA ER. (7.4) 

---USE IN SPECIFIC POPULATIONS--
• Pregnancy: Based on animal data, may cause 

fetal harm. (8.1) 
• Nursing Mothers: Discontinue nursing or 

discontinue drug. (8.3) 
• Hepatic impairment: Use half the initial dose 

of HYSINGLA ER in patients with severe 
hepatic impairment and monitor closely for 
adverse events such as respiratory depres­
sion. (8.6) 

• Renal impairment: Use half the initial dose 
of HYSINGLA ER in patients with moderate 
and severe renal impairment and end-stage 
renal disease and monitor closely for adverse 
events such as respiratory depression. (8.7) 

See 17 for PATIENT COUNSEUNG 
INFORMATION and Medication Guide. 

Revised: 11 /2014 
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17 PATIENT COUNSELING INFORMATION 
*Sections or subsections omitted from the 
Full Prescribing Information are not listed. 8.2 Labor and Delivery 

FULL PRESCRIBING INFORMATION 
WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING 
RESPIRATORY DEPRESSION; ACCIDENTAL INGESTION; NEONATAL 
OPIOID WITHDRAWAL SYNDROME; AND CYTOCHROME P450 3M 

INTERACTION 
Addiction, Abuse. and Misuse 
HYSINGLA ER exposes patients and other users to the risks of 
opioid addiction, abuse, and misuse, which can lead _t~ overdose 
and death. Assess each patient's risk prior to prescnbmg 
HYSINGLA ER, and monitor all patients regularly for the devel­
opment of these behaviors or conditions {see Warnings and 
Precautions (5.1)]. 
Life-Threatening Respiratory Depression 
Serious life-threatening, or fatal respiratory depression may 
occur viJim use of HYSINGLA ER. Monitor for respiratory depres­
sion, especially during initiation of HYSINGLA ER or following a 
dose increase. Instruct patients to swallow HYSINGLA ER tablets 
whole; crushing, chewing, or dissolving HYSINGLA ~R tablets 
can cause rapid release and absorption of a potentially fatal 
dose of hydrocodone {see Warnings and Precautions (5.2)]. 
Accidental Ingestion 
Accidental ingestion of even one dose of HYSINGLA ER, espe­
cially by children, can result in a fatal overdose of hydrocodone 
{see Warnings and Precautions (5.2)]. 
Neonatal Opioid Withdrawal Syndrome 
Prolonged use of HYSINGLA ER during pre~nam::y can ~esult in 
neonatal opioid withdrawal syndrome, which may be Me-threat­
ening if not recognized and treated, and requires management. 
according to protocols developed by n~on~tology experts. If opi­
oid use is required for a prolonged penod m a pregnant woman, 
advise the patient of the risk of neonatal opioid withdrawal 
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syndrome and ensure that appropriate treatment will be available 
[see Warnings and Precautions (5.3)]. 
Cytochrome P450 3M Interaction 
The concomitant use of HYSINGLA ER with all cytochrome 
P450 CYP3M inhibitors may result in an increase in hydroco­
done plasma com::entrations, which could increase or prolong 
adverse drug effects and may cause potentially fatal res~ira­
tory depression. In addition, discontinuation of~ con?om1tantl_y 
used cytochrome P450 3M inducer may ~esult 1~ an mcre~~e m 
hydrocodone plasma concentration. Momtor patmnts rece1vmg 
HYSINGLA ER and any CYP3A4 inhibitor or inducer {see Warn­
ings and Precautions (5.11 ), Drug Interactions (7.1 ), and Clinical 
Pharmacology (12.3)]. 

1 INIJICATIONS AND USAGE 
HYSINGLA ER is indicated for the management of pain severe enougll 
to require daily, around-tile-clock, long-term opioid treatment and tor 
which alternative treatment options are inadequate. 
Limitations of Use 
• Because of the risks of addiction, abuse, and misuse with opioids, 

even at recommended doses, and because of the greater risks of 
overdose and death with extended-release opioid formulations, re­
serve HYSINGLA ER for use in patients for whom alternative treatment 
options (e.g., non-opioid analgesics or immediate-release opioids) ~re 
ineffective, not tolerated, or would be otherwise inadequate to provide 
sufficient management of pain. 

• HYSINGLA ER is not indicated as an as-needed analgesic. 
2 DOSAGE AND ADMINISTRATION 
2.1 Initial Dosing 
HYSINGLA ER should be prescribed only by healthcare professionals who 
are knowledgeable in the use ot potent opioids for the management of 
chronic pain. 
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Initiate the dosing regimen tor each patient individually, taking into ac­
count the patient's prior analgesic treatment experience and risk factors 
for addiction, abuse, and misuse {see Warnings and Precautions (5.1)]. 
Monitor patients closely for respiratory depression, especially within the 
first 24-72 hours of initiating therapy with HYSINGLA ER {see Warnings 
and Precautions (5.2)]. 
HYSINGLA ER is administered orally once daily (every 24 hours). 
HYSINGLA ER tablets must be taken wtiole, one tablet at a time, with 
enough water to ensure complete swallowing immediately after placing 
in the mouth {see Patient Counseling Information (17)]. Crushing, chew­
ing, or dissolving HYSINGLA ER tablets will result in uncontrolled delivery 
of hydrocodone and can lead to overdose or death {see Warnings and 
Precautions (5.1)}. 
Use of HYS!NGLA ER as the First Opioid Analgesic 
Initiate therapy with HYSINGLA ER 20 mg orally every 24 hours. 
Use of HYS!NGLA ER in Patients who are not Opioid Tolerant 
The starting dose for patients who are not opioid tolerant is HYSINGLA 
ER 20 mg orally every 24 hours. Opioid tolerant patients are those 
receiving, for one week or longer, at least 60 mg oral morphine per day, 
25 mcg transdermal fontanyl per hour, 30 mg oral oxycodone per day, 8 
mg oral hydromorphone per day, 25 mg oral oxymorphone per day, or an 
equianalgesic dose ot another opioid. 
Use of higher starting doses in patients who are not opioid tolerant may 
cause fatal respiratory depression {see Warnings and Precautions (5.2)]. 
Daily doses of HYSINGLA ER greater than or equal to 80 mg are only for 
use in opioid tolerant patients. 
Conversion from Oral Hvdrocodone Formulations to HYS!NGLA ER 
Patients receiving other oral hydrocodone-containing formulations may 
be converted to HYSINGLA ER by administering the patient's total daily 
oral hydrocodone dose as HYSINGLA ER once daily. 
Conversion from Other Oral Opioids to HYS!NGLA ER 
Discontinue all other around-the-clock opioid drugs when HYSINGLA ER 
therapy is initiated. 
Although tables of oral and parenteral equivalents are readily avail­
able, there is substantial inter-patient variability in the relative potency 
of different opioid drugs and formulations. As such, it is preferable to 
underestimate a patient's 24-hour oral hydrocodone requirements and 
provide rescue medication (e.g., immediate-release opioid) than to 
overestimate the 24-hour oral hydrocodone requirements and manage 
an adverse reaction. 
To obtain the initial HYSINGLA ER dose. first use Table 1 to convert the 
prior oral opioids to a total hydrocodone daily dose and then reduce the 
calculated daily hydrocodone dose by 25% to account for interpatient 
variability in relative potency of different opioids. 
Consider the following when using the information found in Table 1. 
• This is not a table of equianalgesic doses. 
• The conversion factors in this table are only for the conversion from 

one of the listed oral opioid analgesics to HYSINGLA ER. 
• The table cannot be used to convert from HYSINGLA ER to another 

opioid. Doing so will result in an over-estimation of the dose of the new 
opioid and may result in fatal overdose 

Table 1. Conversion factors to HYSINGLA ER (Not Equiana!gesic Doses) 

Opioid Oral dose (mg) Approximate oral 
conversion factor 

Codeine 133 0.15 
Hydromorphone 5 4 
Methadone 30 1.5 
Morphine 40 0.5 
Oxycodone 20 1 
Oxymorphone 10 2 
Tramadol 200 0.1 

To calculate the estimated total hydrocodone daily dose using Table 1: 
• For patients on a single opioid, sum the current total daily dose of the 

opioid and then multiply the total daily dose by the approximate oral con­
version factor to calculate the approximate oral hydrocodone daily dose. 
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• For patients on a regimen of more than one opioid, calculate the ap­
proximate oral hydrocodone dose for each opioid and sum the totals to 
obtain the approximate oral hydrocodone daily dose. 

• For patients on a regimen of fixed-ratio opioid/non-opioid analgesic 
products, use only the opioid component of these products in the 
conversion. 

• Reduce the calculated daily oral hydrocodone dose by 25% 
Always round the dose down, if necessary, to the nearest HYSINGLA 
ER tablet strength available and initiate therapy with that dose. It the 
converted HYSINGLA ER dose using Table 1 is less than 20 mg, initiate 
therapy with HYSINGLA ER 20 mg. 
Example conversion from a single opioid to HYSINGLA ER: 
For example, a total daily dose of oxycodone 50 mg would be converted 
to hydrocodone 50 mg based on the table above, and then multiplied by 
0.75 (ie, take a 25 % reduction) resulting in a dose of 37.5 mg hydroco­
done. Round this down to the nearest dose strength available, HYSINGLA 
ER 30 mg, to initiate therapy. 
Close observation and frequent titration are warranted until pain 
management is stable on the new opioid. Monitor patients tor signs and 
symptoms of opioid withdrawal or for signs of over-sedation/toxicity 
after converting patients to HYSINGLA ER. 
The dose ot HYSINGLA ER can be gradually adjusted every three to five 
days, using increments of 10 to 20 mg, until adequate pain relief and 
acceptable tolerability have been achieved. 
Conversion from Methadone to HYSINGLA ER 
Close monitoring is of particular importance when converting from meth­
adone to other opioid agonists. The ratio between methadone and other 
opioid agonists may vary widely as a function of previous dose exposure. 
Methadone has a long half-life and can accumulate in the plasma. 
CQ!l.\f.0JS.Lon from TrEJJJS.dermaf FentfJ.DJf.UO HYSINGLA ER 
Eighteen hours following the removal of the transdermal fentanyl patch, 
HYSINGLA ER treatment can be initiated. For each 25 mcg/hr fontanyl 
transdermal patch, a dose of HYSINGLA ER 20 mg every 24 hours 
represents a conservative initial dose. Follow the patient closely during 
conversion from transdermal fentanyl to HYSINGLA ER, as there is lim­
ited experience with this conversion. 
Conversion from Transdermaf Buprenorphine to HYS!NGLA ER 
All patients receiving transdermal buprenorphine (520 mcg/hr) should 
initiate therapy with HYSINGLA ER 20 mg every 24 hours. Follow the 
patient closely during conversion from transdermal buprenorphine to 
HYSINGLA ER, as there is limited experience with this conversion. 
2.2 Titration and Maintenance of Therapy 
Individually titrate HYSINGLA ER to a dose that provides adequate anal­
gesia and minimizes adverse reactions. Continually re-evaluate patients 
receiving HYSINGLA ER to assess the maintenance of pain control and 
the relative incidence ot adverse reactions as well as monitoring tor the 
development of addiction, abuse, or misuse. Frequent communication is 
important among the prescriber, other members of the healthcare team, 
the patient, and the caregiver/family during periods of changing analgesic 
requirements, including initial titration. During chronic therapy, periodi­
cally reassess the continued need for tile use ot opioid analgesics. 
Adjust the dose of HYSINGLA ER in increments of 10 mg to 20 mg every 
3 to 5 days as needed to achieve adequate analgesia. 
Patients who experience breakthrough pain may require a dose increase 
of HYSINGLA ER, or may need rescue medication with an appropriate 
dose of an immediate-release analgesic. If the level of pain increases 
after dose stabilization, attempt to identity tile source ot increased pain 
before increasing the HYSINGLA ER dose. 
If unacceptable opioid-related adverse reactions are observed, the next 
daily dose may be reduced. Adjust the dose to obtain an appropriate bal­
ance between management ot pain and opioid-related adverse reactions. 
2.3 Administration of HYSINGLA ER 
HYSINGLA ER is administered once daily (every 24 hours). 
HYSINGLA ER must be taken whole, one tablet at a time, with enough 
water to ensure complete swallowing immediately after placing in the 
mouth {see Patient Counseling Information (17)}. 
Crushing, chewing, or dissolving HYSINGLA ER tablets will result in 
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uncontrolled delivery of hydrocodone and can lead to overdose or death 
{see Warnings and Precautions (5. 1)}. 
Multiple tablets of lower dose strengths that provide the desired total 
daily dose can be taken as a once daily dose. 
2.4 Patients with Hepatic Impairment 
Patients with severe hepatic impairment may have higher plasma 
concentrations than those with normal function. Initiate therapy with ½ 
the initial dose ot HYSINGLA ER in these patients and monitor closely for 
respiratory depression and sedation {see Clinical Pharmacology {12.3)}, 
2.5 Patients with Renal Impairment 
Patients with moderate to severe renal impairment, and end-stage renal 
disease may have higher plasma concentrations than those with normal 
function. Initiate therapy with ½ the initial dose of HYSINGLA ER in these 
patients and monitor closely tor respiratory depression and sedation {see 
Clinical 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 titration of the dose to 
prevent signs and symptoms of withdrawal in the physically dependent 
patient. The dose may be reduced every 2-4 days. The next dose should 
be at least 50% ot the prior dose. After reaching HYSINGLA ER 20 mg 
dose for 2-4 days, HYSINGLA ER can be discontinued. 
3 DOSAGE fORMS AND STRENGTHS 
• 20 mg film-coated extended-release tablets (round, green-colored, bi­

convex tablets printed with "HYD 20") 
• 30 mg film-coated extended-release tablets (round, yellow-colored, 

bi-convex tablets printed with "HYD 30") 
• 40 mg film-coated extended-release tablets (round, grey-colored, bi­

convex tablets printed with "HYD 40") 
• 60 mg film-coated extended-release tablets (round, beige-colored, bi­

convex tablets printed with "HYD 60") 
• 80 mg film-coated extended-release tablets (round, pink-colored, bi­

convex tablets printed with "HYD 80") 
• 100 mg film-coated extended-release tablets (round, blue-colored, bi­

convex tablets printed with "HYD 100") 
• 120 mg film-coated extended-release tablets (round, white-colored, 

bi-convex tablets printed with "HYD 120") 
4 CONTRAINDICATIONS 
HYSINGLA ER is contraindicated in patients with: 
• Significant respiratory depression 
• Acute or severe bronchial asthma in an unmonitored setting or in the 

absence ot resuscitative equipment 
• Known or suspected paralytic ileus and gastrointestinal obstruction 
• Hypersensitivity to any component of HYSINGLA ER or the active ingre-

dient, hydrocodone bitartrate 
5 WARNINGS AND PRECAUTIONS 
5.1 Addiction, Abuse, and Misuse 
HYSINGLA ER contains hydrocodone, a Schedule II controlled substance. 
As an opioid, HYSINGLA ER exposes users to the risks of addiction, abuse, 
and misuse {see Drug Abuse and Dependence (9.1)]. As extended-release 
products such as HYSINGLA ER deliver the opioid over an extended period 
of time, there is a greater risk for overdose and death due to the larger 
amount of hydrocodone present. 
Although the risk of addiction in any individual is unknown, it can occur in 
patients appropriately prescribed HYSINGLA ER and in those who obtain 
the drug illicitly. Addiction can occur at recommended doses and if the 
drug is misused or abused. 
Assess each patient'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 conditions. Risks 
are increased in patients with a personal or family history of substance 
abuse (including drug or alcohol addiction or abuse) or mental illness 
(e.g., major depression). The potential for these risks should not, however, 
prevent the prescribing ot HYSINGLA ER for the proper management of 
pain in any given patient. 
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Abuse or misuse of HYSINGLA ER by crushing, chewing, snorting, or 
injecting the dissolved product will result in the uncontrolled delivery of 
the hydrocodone and can result in overdose and death {see Drug Abuse 
and Dependence (9.1), and Overdosage (10)}. 
Opioid agonists are sought by drug abusers and people with addiction 
disorders and are subject to criminal diversion. Consider these risks when 
prescribing or dispensing HYSINGLA ER. Strategies to reduce these risks 
include prescribing the drug in the smallest appropriate quantity and 
advising the patient on the proper disposal of unused drug [see Patient 
Counseling Information (17)]. Contact local state professional licensing 
board or state controlled substances authority for information on how to 
prevent and detect abuse or diversion ot this product. 
5.2 life-Threatening Respiratory Depression 
Serious, lite-threatening, or fatal respiratory depression has been 
reported with the use of modified-release opioids, even when used as 
recommended. Respiratory depression from opioid use, if not immedi­
ately recognized and treated, may lead to respiratory arrest and death. 
Management of respiratory depression may include close observation, 
supportive measures, and use of opioid antagonists, depending on the 
patient's clinical status [see Overdosage (10.2)]. Carbon dioxide (CO2) 

retention from opioid-induced respiratory depression can exacerbate the 
sedating effects of opioids. 
While serious, lite-threatening, or fatal respiratory depression can occur 
at any time 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 respiratory depression, proper dosing and titration 
of HYSINGLA ER are essential {see Dosage and Administration (2.1, 2.2)}. 
Overestimating the HYSINGLA ER dose when converting patients from 
another opioid product can result in fatal overdose with the first dose. 
Accidental ingestion of even one dose of HYSINGLA ER, especially by chil­
dren, can result in respiratory depression and death due to an overdose 
of hydrocodone. 
5.3 Neonatal Opioid Withdrawal Syndrome 
Prolonged use ot HYSINGLA ER during pregnancy can result in withdrawal 
signs in the neonate. Neonatal opioid withdrawal syndrome, unlike opioid 
withdrawal syndrome in adults, may be life-threatening if not recognized 
and requires management according to protocols developed by neonatol­
ogy experts. If opioid use is required for a prolonged period in a pregnant 
woman, advise the patient of the risk of neonatal opioid withdrawal 
syndrome and ensure that appropriate treatment will be available. 
Neonatal opioid withdrawal syndrome presents as irritability, hyperac­
tivity and abnormal sleep pattern, high pitched cry, tremor, vomiting, 
diarrhea and failure to gain weight. The onset, duration, and severity of 
neonatal opioid withdrawal syndrome vary based on the specific opioid 
used, duration of use, timing and amount of last maternal use, and rate of 
elimination of the drug by the newborn. 
5.4 Interactions with Central Nervm.1s System Depressants 
Hypotension, profound sedation, coma, respiratory depression, and death 
may result it HYSINGLA ER is used concomitantly with alcohol or other 
central nervous system (CNS) depressants (e.g., sedatives, anxiolytics, 
hypnotics, neuroleptics, other opioids). 
When considering the use of HYSINGLA ER in a patient taking 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 
CNS depression. Additionally, evaluate the patient's use of alcohol or illicit 
drugs that cause CNS depression. If 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 ot sedation and respiratory depression, 
and consider using a lower dose of the concomitant CNS depressant [see 
Drug Interactions (7.2)}. 
5.5 Use in Elderly, Cachectic, and Debilitated Patients 
life-threatening respiratory depression is more likely to occur in elderly, 
cachectic, or debilitated patients as they may have altered pharmaco­
kinetics or altered clearance compared to younger, healthier patients. 
Monitor such patients closely, particularly when initiating and titrating 
HYSINGLA ER and when HYSINGLA ER is given concomitantly with other 
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drugs that depress respiration {see Warnings and Precautions (5.2)]. 
5.6 Use in Patients with Chronic Pulmonary Disease 
Monitor patients with significant chronic obstructive pulmonary disease 
or cor pulmonale, and patients having a substantially decreased respira­
tory reserve, hypoxia, hypercapnia, or preexisting respiratory depres­
sion for respiratory depression, particularly when initiating therapy and 
titrating with HYSINGLA ER, as in these patients, even usual therapeutic 
doses of HYSINGLA ER may decrease respiratory drive to the point of 
apnea {.r;ee Warnings and Precautions (5.2)]. Consider the use of alterna­
tive non-opioid analgesics in these patients it possible. 
5.7 Use in Patients with Head Injury and Increased 
lntracranial Pressure 
In the presence of head injury, intracranial lesions or a preexisting 
increase in intracranial pressure, the possible respiratory depressant 
effects of opioid analgesics and their potential to elevate cerebrospinal 
fluid pressure (resulting from vasodilation following CO2 retention) may 
be markedly exaggerated. Furthermore, opioid analgesics can produce 
effects on pupillary response and consciousness, which may obscure 
neurologic signs of further increases in intracranial pressure in patients 
with head injuries. 
Monitor patients closely who may be susceptible to the intracranial 
effects of CO2 retention, such as those with evidence of increased intra­
cranial pressure or impaired consciousness. Opioids may obscure the 
clinical course of a patient with a head injury. 
Avoid the use of HYSINGLA ER in patients with impaired consciousness 
or coma. 
5.8 Hypotensive Effect 
HYSINGLA ER may cause severe hypotension including orthostatic hy­
potension and syncope in ambulatory patients. There is an added risk to 
individuals whose ability to maintain blood pressure has been compro­
mised by a depleted blood volume, or after concurrent administration 
with drugs such as ptienothiazines or other agents which compromise 
vasomotor tone. Monitor these patients for signs of hypotension after 
initiating or titrating the dose of HYSINGLA ER. In patients with circula­
tory shock, HYSINGLA ER may cause vasodilation that can further reduce 
cardiac output and blood pressure. Avoid the use of HYSINGLA ER in 
patients with circulatory shock. 
5.9 Gastrointestinal Obstruction, Dysphagia, and Choking 
In the clinical studies with specific instructions to take HYSINGLA ER with 
adequate water to swallow the tablet, 11 out of 2476 subjects reported 
difficulty swallowing HYSINGLA ER. These reports included esophageal 
obstruction, dysphagia, and choking, one ot which had required medical 
intervention to remove the tablet {see Adverse Reactions (6)}. 
Instruct patients not to pre-soak, lick, or otherwise wet HYSINGLA ER 
tablets prior to placing in the mouth, and to take one tablet at a time with 
enough water to ensure complete swallowing immediately after placing 
in the mouth {see Patient Counseling Information (17)}. 
Patients with underlying gastrointestinal disorders such as esophageal 
cancer or colon cancer with a small gastrointestinal lumen are at greater 
risk of developing these complications. Consider use of an alternative 
analgesic in patients who have difficulty swallowing and patients at risk 
for underlying gastrointestinal disorders resulting in a small gastrointes­
tinal lumen. 
5.10 Decreased Bowel Motility 
HYSINGLA ER is contraindicated in patients with known or suspected 
gastrointestinal obstruction, including paralytic ileus. Opioids diminish 
propulsive peristaltic waves in the gastrointestinal tract and decrease 
bowel motility. Monitor for decreased bowel motility in post-operative 
patients receiving opioids. The administration of HYSINGLA ER may . 
obscure the diagnosis or clinical course in patients with acute abdominal 
conditions. Hydrocodone may cause spasm of the sphincter of Oddi. 
Monitor patients with biliary tract disease, including acute pancreatitis. 
5.11 Cytochrome P450 CYP3A4 Inhibitors and Inducers 
Since the CYP3A4 isoenzyme plays a major role in the metabolism of 
HYSINGLA ER, drugs that alter CYP3A4 activity may cause changes in 
clearance of hydrocodone which could lead to changes in hydrocodone 
plasma concentrations. 
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The clinical results with CYP3A4 inhibitors show an increase in hydro­
codone plasma concentrations and possibly increased or prolonged 
opioid effects, which could be more pronounced with concomitant use 
of CYP3A4 inhibitors. The expected clinical result with CYP3A4 inducers 
is a decrease in hydrocodone plasma concentrations, lack of efficacy or, 
possibly, development of an abstinence syndrome in a patient wtio had 
developed physical dependence to hydrocodone. 
If co-administration is necessary, caution is advised when initiating 
HYSINGLA ER treatment in patients currently taking, or discontinu­
ing, CYP3A4 inhibitors or inducers. Evaluate these patients at frequent 
intervals and consider dose adjustments until stable drug effects are 
achieved {see Drug Interactions (7.1)}. 
5.12 Driving and Operating Machinery 
HYSINGLA ER may impair the mental and physical abilities needed to 
perform potentially hazardous activities such as driving a car or operat­
ing machinery. Peak blood levels of hydrocodone may occur 14 - 16 
hours (range 6 - 30 hours) after initial dosing of HYSINGLA ER tablet 
administration. Blood levels of hydrocodone, in some patients, may be 
high at the end of 24 hours after repeated-dose administration. Warn 
patients not to drive or operate dangerous machinery unless they are 
tolerant to the effects of HYSINGLA ER and know how they will react to 
the medication {see Clinical Pharmacology (12.3)}. 
5.13 Interaction with Mixed Agonist/Antagonist Opioid 
Analgesics 
Avoid the use of mixed agonist/antagonist analgesics (i.e., pentazocine, 
nalbuphine, and butorphanol) in patients who have received, or are 
receiving, a course of therapy with a full opioid agonist analgesic, includ­
ing HYSINGLA ER. In these patients, mixed agonist/antagonist analgesics 
may reduce the analgesic effect and/or may precipitate withdrawal 
symptoms. 
5.14 QTc Interval Prolongation 
QTc prolongation has been observed with HYSINGLA ER following daily 
doses ot 160 mg {see Clinical Pharmacology (12.2)}. This observation 
should be considered in making clinical decisions regarding patient 
monitoring when prescribing HYSINGLA ER in patients with congestive 
heart failure, bradyarrhythmias, electrolyte abnormalities, or who are 
taking medications that are known to prolong the QTc interval. 
HYSINGLA ER should be avoided in patients with congenital long QT 
syndrome. In patients who develop QTc prolongation, consider reducing 
the dose by 33 - 50%, or changing to an alternate analgesic. 
6 ADVERSE REACTIONS 
The following serious adverse reactions are described elsewhere in the 
labeling: 
• Addiction, Abuse, and Misuse [see Warnings and Precautions (5.1 )] 
• life-Threatening Respiratory Depression [see Warnings and 

Precautions (5.2)} 
• Neonatal Opioid Withdrawal Syndrome {see Warnings and 

Precautions (5.3)] 
• Interactions with Other CNS Depressants {see Warnings and 

Precautions (5A)] 
• Hypotensive Effects {see Warnings and Precautions (5.8)] 
• Gastrointestinal Effects [see Warnings and Precautions (5.9, 5.10)] 
6.1 Clinical Trial Experience 
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials ot another drug and may 
not reflect ttle rates observed in practice. 
A total of 1,827 patients were treated with HYSINGLA ER in controlled 
and open-label chronic pain clinical trials. Five hundred patients were 
treated for 6 months and 364 patients were treated for 12 months. The 
clinical trial population consisted of opioid-naive and opioid-experienced 
patients with persistent moderate to severe chronic pain. 
The common adverse reactions (;;,:2%) reported by patients in clinical 
trials comparing HYSINGLA ER (20-120 mg/day) with placebo are shown 
in Table 2 below: 
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Table 2: Adverse Reactions Reported in :::2% of Patients during the 
Open-Label Titration Period and Double-Blind Treatment Period: 
Opioid-Na"ive and Opioid-Experienced Patients 

Open-Label Double-Blind 
Titration Period Treatment Period 

MedDRA Preferred Term 
Nausea 
Constipation 
Vomiting 
Dizziness 
Headache 
Somnolence 
Fatigue 
Pruritus 
Tinnitus 
Insomnia 
Decreased appetite 
Influenza 

(N::::905) 
(%) 

16 
9 
? 

? 

? 

5 
4 
3 
2 
2 

Placebo HYSINGLA ER 
(N::::292) (N::::296) 

{%) {%) 

5 8 
2 3 
3 6 
2 3 
2 2 

1 
<1 0 
1 2 
2 3 

2 
3 

The adverse reactions seen in controlled and open-label chronic pain 
studies are presented below in the following manner: most common 
(~5%), common(~ 1 % to <5%), and less common (<1 %). 
The most common adverse reactions (~5%) reported by patients treated 
with HYSINGLA ER in the chronic pain clinical trials were constipation, 
nausea, vomiting, fatigue, upper respiratory tract infection, dizziness, 
headache, somnolence. 
The common (:2'.1 % to <5%) adverse events reported by patients treated 
with HYSINGLA ER in the chronic pain clinical trials organized by MedDRA 
(Medical Dictionary tor Regulatory Activities) System Organ Class were: 

Ear and labyrinth disorders tinnitus 
Gastrointestinal disorders abdominal pain, abdominal pain 

upper, diarrhea, dry mouth, dys­
pepsia, gastroesophageal reflux 
disease 

General disorders and administration chest pain, chills, edema 
site conditions peripheral, pain, pyrexia 
Infections and infestations 

Injury, poisoning and procedural 
complications 
Metabolism and nutrition disorders 

bronchitis, gastroenteritis, gas­
troenteritis viral, influenza, naso­
pharyngitis, sinusitis, urinary 
tract infection 
fall, muscle strain 

decreased appetite 
Musculoskefetal and connective arthralgia, back pain, muscle 
tissue disorders spasms, musculoskeletal pain, 

myalgia, pain in extremity 
Nervous system disorders lethargy, migraine, sedation 
Psychiatric disorders anxiety, depression, insomnia 
Respiratory, thoracic and mediastina! cough, nasal congestion, 
disorders oropharyngeal pain 
Skin and subcutaneous tissue disorders hyperhidrosis, pruritus, rash 
Vascular disorders hot flush, hypertension 
Other less common adverse reactions that were seen in <1 % of the 
patients in the HYSINGLA ER chronic pain clinical trials include the fol­
lowing in alphabetical order: abdominal discomfort, abdominal disten­
tion, agitation, asthenia, choking, confusional state, depressed mood, 
drug hypersensitivity, drug withdrawal syndrome, dysphagia, dyspnea, 
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esophageal obstruction, tlushing, hypogonadism, hypotension, hypoxia, 
irritability, libido decreased, malaise, mental impairment, mood altered, 
muscle twitching, edema, orthostatic hypotension, palpitations, presyn­
cope, retching, syncope, thinking abnormal, thirst, tremor, and urinary 
retention. 
7 mum INTERACTIONS 
7.1 Drugs Affecting Cytochrome P450 lsoenzymes 
Inhibitors of CYP3A4 
Co-administration of HYSINGLA ER with ketoconazole, a strong CYP3A4 
inhibitor, significantly increased the plasma concentrations of hydrocodo­
ne. Inhibition of CYP3A4 activity by inhibitors, such as macrolide antibiot­
ics (e.g., erythromycin), azole-antifungal agents (e.g., ketoconazole), and 
protease inhibitors (e.g., ritonavir), may prolong opioid effects. Caution 
is advised when initiating therapy with, currently taking, or discontinu­
ing CYP3A4 inhibitors. Evaluate these patients at frequent intervals and 
consider dose adjustments until stable drug effects are achieved {see 
Clinical Pharmacology (12.3)}. 
Inducers of CYP3A4 
CYP3A4 inducers may induce the metabolism or hydrocodone and, 
therefore, may cause increased clearance of the drug which could lead 
to a decrease in hydrocodone plasma concentrations, lack of efficacy or, 
possibly, development of a withdrawal syndrome in a patient who had 
developed physical dependence to hydrocodone. If co-administration 
with HYSINGLA ER is necessary, monitor tor signs of opioid withdrawal 
and consider dose adjustments until stable drug effects are achieved 
{see Clinical Pharmacology (12.3)]. 
7.2 Central Nervous System Depressants 
The concomitant use of HYSINGLA ER with other CNS depressants 
including sedatives, hypnotics, tranquilizers, general anesthetics, phe­
nothiazines, other opioids, and alcohol can increase the risk of respira­
tory depression, profound sedation, coma and death. Monitor patients 
receiving CNS depressants and HYSINGLA ER for signs of respiratory 
depression, sedation and hypotension. 
When combined therapy with any of the above medications is consid­
ered, the dose of one or both agents should be reduced {see Warnings 
and Precautions {5.4)}. 
7.3 Interactions with Mixed Agonist/Antagonist and 
Partial Agonist Opioid Analgesics 
Mixed agonist/antagonist analgesics (i.e., pentazocine, nalbuphine, and 
butorphanol) and partial agonist analgesics (buprenorphine) may reduce 
the analgesic effect of HYSINGLA ER or precipitate withdrawal symptoms 
in these patients. Avoid the use of mixed agonist/antagonist and partial 
agonist analgesics in patients receiving HYSINGLA ER. 
7.4 MAO Inhibitors 
HYSINGLA ER is not recommended tor use in patients who have received 
MAO inhibitors within 14 days, because severe and unpredictable poten­
tiation by MAO inhibitors has been reported with opioid analgesics. No 
specific interaction betvveen hydrocodone and MAO inhibitors has been 
observed, but caution in the use of any opioid in patients taking this class 
of drugs is appropriate. 
7.5 Anticholinergics 
Anticholinergics or other drugs with anticholinergic activity when used 
concurrently with opioid analgesics may increase the risk of urinary 
retention or severe constipation, which may lead to paralytic ileus. Moni­
tor patients for signs of urinary retention and constipation in addition to 
respiratory and central nervous system depression when HYSINGLA ER is 
used concurrently with anticholinergic drugs. 
7 .6 Strong laxatives 
Concomitant use of HYSINGLA ER with strong laxatives (e.g., lactulose), 
that rapidly increase gastrointestinal motility, may decrease hydrocodone 
absorption and result in decreased hydrocodone plasma levels. If HYS­
INGLA ER is used in these patients, closely monitor tor the development 
of adverse events as well as changing analgesic requirements. 
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8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Pregnancy Category C 
Risk Summary 
There are no adequate and well-controlled studies of HYSINGlA ER use 
during pregnancy. Prolonged use of opioid analgesics during pregnancy 
may cause neonatal opioid withdrawal syndrome. In animal reproduction 
studies with hydrocodone in rats and rabbits no embryotoxicity or tera­
togenicity was observed. However, reduced pup survival rates, reduced 
fetalipup body weights, and delayed ossification were observed at doses 
causing maternal toxicity. In all of the studies conducted, the exposures 
in animals were less than the human exposure (see Animal Data). HYS­
INGLA ER should be used during pregnancy only it the potential benefit 
justifies the potential risk to Uie fetus. 
Clinical Considerations 
Fetal/neonatal adverse reactions 
Prolonged use of opioid analgesics during pregnancy for medical or 
nonmedical purposes can result in physical dependence in the neonate 
and neonatal opioid withdrawal syndrome shortly after birth. Observe 
newborns for symptoms of neonatal opioid withdrawal syndrome, such 
as poor feeding, diarrhea, irritability, tremor, rigidity, and seizures, and 
manage accordingly [see Warnings and Precautions (5.3)]. 
Data 
Animal Data 
No evidence of embryotoxicity or teratogenicity was observed after oral 
administration of hydrocodone throughout the period of organogenesis 
in rats and rabbits at 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 AUC exposure comparisons). However, in these studies, 
reduced fetal body weights and delayed ossification were observed in 
rat at 30 mg/kg/day and reduced fetal body weights were observed in 
in rabbit at 30 mg/kg/day (approximately 0.1 and 0.3-fold, respectively, 
the human hydrocodone dose of 120 mg/day based on AUC exposure 
comparisons). In a pre- and post-natal development study pregnant rats 
were administered oral hydrocodone throughout the period of gestation 
and lactation. At a dose of 30 mg/kg/day decreased pup viability, pup 
survival indices, litter size and pup body weight were observed. This 
dose is approximately 0.1-fold the human hydrocodone dose of 120 mg/ 
day based 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 tor use in women imme­
diately prior to and during labor, when use of shorter acting analgesics 
or other analgesic techniques are more appropriate. HYSINGlA ER may 
prolong labor through actions which temporarily reduce the strength, du­
ration and frequency of uterine contractions. However. this effect is not 
consistent and may be offset by an increased rate of cervical dilatation, 
which tends to shorten labor. 
8.3 Nursing Mothers 
Hydrocodone is present in human milk. Because of the potential for 
serious adverse reactions in nursing infants, a decision should be made 
whether to discontinue nursing or to discontinue HYSINGlA ER, taking 
into account the importance of the drug to the mother. Infants exposed 
to HYSINGlA ER through breast milk should be monitored tor excess 
sedation and respiratory depression. Withdrawal symptoms can occur in 
breast-fed infants when maternal administration of an opioid analgesic 
is stopped, or when breast-feeding is stopped. 
8.4 Pediatric Use 
The safety and effectiveness of HYSINGlA ER in pediatric patients have 
not been established. 
Accidental ingestion of a single dose of HYSINGlA ER in children can 
result in a fatal overdose ot hydrocodone {see Warnings and Precautions 
(5.2)]. 
HYSINGlA ER gradually forms a viscous hydrogel (i.e., a gelatinous 
mass) when exposed to water or other fluids. Pediatric patients may 
be at increased risk of esophageal obstruction, dysphagia, and choking 
because of a smaller gastrointestinal lumen it they ingest HYSINGlA ER 
{see Warnings and Precautions (5.9)}. 
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8.5 Geriatric Use 
In a controlled pharmacokinetic study, elderly subjects (greater than 65 
years) compared to young adults had similar plasma concentrations of 
hydrocodone {see Clinical Pharmacology (12.3)}. Of the 1827 subjects 
exposed to HYSINGLA ER in the pooled chronic pain studies, 241 (13%) 
were age 65 and older (including those age 75 and older), while 42 (2%) 
were age 75 and older. In clinical trials with appropriate initiation of 
therapy and dose titration, no untoward or unexpected adverse reactions 
were seen in the elderly patients who received HYSINGlA ER. 
Hydrocodone may cause confusion and over-sedation in the elderly. In 
addition, because ot the greater frequency of decreased hepatic, renal, 
or cardiac function, concomitant disease and concomitant use of CNS 
active medications, start elderly patients on low doses of HYSINGlA ER 
and monitor closely for adverse events such as respiratory depression, 
sedation, and confusion. 
8.6 Hepatic Impairment 
No adjustment in starting dose with HYSINGlA ER is required in patients 
with mild or moderate hepatic impairment. Patients with severe hepatic 
impairment may have higher plasma concentrations than those with 
normal hepatic function. Initiate therapy with 1/2 the initial dose of 
HYSINGlA ER in patients with severe hepatic impairment and monitor 
closely tor adverse events such as respiratory depression {see Clinical 
Pharmacology (12.3)}. 
8.7 Renal Impairment 
No dose adjustment is needed in patients with mild renal impairment. 
Patients with moderate or severe renal impairment or end stage renal 
disease have higher plasma concentrations than those with normal renal 
function. Initiate therapy with 1 /2 the initial dose of HYSINGlA ER in 
these patients and monitor closely for adverse events such as respira­
tory depression {see Clinical Pharmacology (12.3)]. 
9 mnm ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
HYSINGlA ER contains hydrocodone bitartrate, a Schedule II controlled 
substance with a high potential tor abuse similar to tentanyl, methadone, 
morphine, oxycodone, and oxymorphone. HYSINGLA ER can be abused 
and is subject to misuse, abuse, addiction and criminal diversion. The 
high drug content in the extended-release formulation adds to the risk of 
adverse outcomes from abuse and misuse. 
9.2 Abuse 
All patients treated with opioids require careful monitoring tor signs ot 
abuse and addiction, because use of opioid analgesic products carries 
the risk of addiction even under appropriate medical use. 
Drug abuse is the intentional non-therapeutic use ot an over-the-counter 
or prescription drug, even once, for its rewarding psychological or physi­
ological effects. Drug abuse includes, but is not limited to the following 
examples: the use of a prescription or over-the-counter drug to get 
"high," or the use of steroids for performance enhancement and muscle 
build up. 
Drug addiction is a cluster of behavioral, cognitive, and physiological 
phenomena that develop after repeated substance use and include: a 
strong desire to take the drug, difficulties in controlling its use, persisting 
in its use despite harmful consequences, a higher priority given to drug 
use than to other activities and obligations, increased tolerance, and 
sometimes a physical withdrawal. 
"Drug-seeking" behavior is very common to 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 or referral, repeated claims of "loss" of prescriptions, 
tampering with prescriptions and reluctance to provide prior medical 
records or contact information tor other treating physician(s). "Doctor 
shopping" (visiting multiple prescribers) to obtain additional prescrip­
tions is common among drug abusers, people with untreated addic­
tion, and criminals seeking drugs to sell. Preoccupation with achieving 
adequate pain relief can be appropriate behavior in a patient with poor 
pain control. 
Abuse and addiction are separate and distinct from physical depen­
dence and tolerance. Physicians should be aware that addiction may 
not be accompanied by concurrent tolerance and symptoms of physical 
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dependence in all addicts. In addition, abuse of opioids can occur in the 
absence of true addiction. 
HYSINGLA ER can be diverted for non-medical use into illicit channels of 
distribution. Careful record-keeping of prescribing information, including 
quantity, frequency, and renewal requests, as required by law, is strongly 
advised. 
Proper assessment of the patient, proper prescribing practices, periodic 
re-evaluation of therapy, and proper dispensing and storage are appro­
priate measures that help to limit abuse of opioid drugs. 
Abuse may occur by taking intact tablets in quantities greater than 
prescribed or without legitimate purpose, by crushing and chewing or 
snorting the crushed formulation, or by injecting a solution made from 
the crushed formulation. The risk is increased with concurrent use of 
HYSINGLA ER with alcohol or other central nervous system depressants. 
Risks Specific to Abuse of HYS!NGLA ER 
HYSINGLA ER is tor oral use only. Abuse of HYSINGLA ER poses a risk of 
overdose and death. Taking cut, broken, chewed, crushed, or dissolved 
HYSINGLA ER increases the risk of overdose and death. 
With parenteral abuse, the inactive ingredients in HYSINGLA ER can re­
sult in death, local tissue necrosis, infection, pulmonary granulomas, and 
increased risk of endocarditis and valvular heart injury. Parenteral drug 
abuse is commonly associated with transmission of infectious diseases, 
such as hepatitis and HIV 
Abuse Deterrence Studies 
HYSINGLA ER is formulated with physicochemical properties intended to 
make the tablet more difficult to manipulate tor misuse and abuse, and 
maintains some extended release characteristics even if the tablet is 
physically compromised. To evaluate the ability of these physicoctiemical 
properties to reduce the potential for abuse of HYSINGLA ER, a series of 
in vitro laboratory studies, pharmacokinetic studies and clinical abuse 
potential studies was conducted. A summary is provided at the end of 
this section. 
In Vitro Testing 
In vitro physical and chemical tablet manipulation studies were per­
formed to evaluate the success of different extraction methods in de­
feating the extended-release formulation. Results support that HYSINGLA 
ER resists crushing, breaking, and dissolution using a variety of tools 
and solvents and retains some extended-release properties despite 
manipulation. When subjected to an aqueous environment, HYSINGLA ER 
gradually forms a viscous hydrogel (i.e., a gelatinous mass) that resists 
passage through a hypodermic needle. 
Clinical Abuse Potential Studies 
Studies in Non-dependent Opioid Abusers 
Two randomized, double-blind, placebo and active-comparator studies 
in non-dependent opioid abusers were conducted to characterize the 
abuse potential of HYSINGLA ER following physical manipulation and 
administration via the intranasal and oral routes. For both studies, drug 
liking was measured on a bipolar drug liking scale of Oto 100 where 50 
represents a neutral response of neither liking nor disliking, 0 represents 
maximum disliking, and 100 represents maximum liking. Response to 
whether the subject would take the study drug again was measured on 
a unipolar scale of Oto 100 where O represents the strongest negative 
response ("definitely would not take drug again") and 100 represents 
the strongest positive response ("definitely would take drug again"). 
Intranasal Abuse Potential Study 
In the intranasal abuse potential study, 31 subjects were dosed and 
25 subjects completed the study. Treatments studied included intrana­
sally administered tampered HYSINGLA ER 60 mg tablets, powdered 
hydrocodone bitartrate 60 mg, and placebo. Incomplete dosing due to 
granules falling from the subjects' nostrils occurred in 82% (n = 23) of 
subjects receiving tampered HYSINGLA ER compared to no subjects with 
powdered hydrocodone or placebo. 
The intranasal administration of tampered HYSINGLA ER was associated 
with statistically significantly lower mean and median scores tor drug 
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liking and take drug again (P<0.001 for both), compared with powdered 
hydrocodone as summarized in Table 3. 
Table 3. Summary of Maximum Scores (EmaJ on Drng liking 
and Take Drug Again VAS Following intranasal Administration of 
HYSINGLA ER and Hydmcodone Powder in Non-dependent Opioid 
Abusers 

VAS Scale (100 point) HYSINGLA ER Hydmcodone 
Intranasal (n::::25) Manipulated Powder 
Drug Liking* 

Mean (SE) 65.4 (3.7) 
56 (50-100) 

90.4 (2.6) 
100 (51-100) Median (Range) 

Take Drug Again** 
Mean (SE) 36.4 (8.2) 85.2 (5.0) 
Median (Range) 14 (0-100) 100 (1-100) 

*Bipolar scale (O=maximum negative response, 50=neutral response, 
1 OO=maximum positive response) 
** Unipolar scale (O=maximum negative response, 1 OO=maximum posi­
tive response) 
Figure 1 demonstrates a comparison of peak drug liking scores for 
tampered HYSINGLA ER compared with powdered hydrocodone in 
subjects (n = 25) who received both treatments intranasally. The Y-axis 
represents the percent of subjects attaining a percent reduction in peak 
drug liking scores for tampered HYSINGLA ER vs. hydrocodone powder 
greater than or equal to the value on the X-axis. 
Approximately 80% (n = 20) of subjects had some reduction in drug 
liking with tampered HYSINGLA ER relative to hydrocodone powder. 
Sixty-eight percent (n = 17) ot subjects had a reduction of at least 30% 
in drug liking with tampered HYSINGLA ER compared with hydrocodone 
powder, and approximately 64% (n = 16) of subjects had a reduction of 
at least 50% in drug liking with tampered HYSINGLA ER compared with 
hydrocodone powder. Approximately 20% (n = 5) of subjects had no 
reduction in liking with tampered HYSINGLA ER relative to hydrocodone 
powder. 
Figure 1: Percent Reduction Profiles for Emax of Drug Liking VAS for 
Manipulated HYSINGLA ER vs. Hyc!mcodone Powder, N = 25 Follow­
ing Intranasal Administration 
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Ora! Abuse Potential Study 
In the oral abuse potential study, 40 subjects were dosed and 35 sub­
jects completed the study. Treatments studied included oral administra­
tions of chewed HYSINGLA ER 60 mg tablets, intact HYSINGLA ER 60 mg 
tablets, 60 mg aqueous hydrocodone bitartrate solution, and placebo. 
The oral administration of chewed and intact HYSINGlA ER was associ­
ated with statistically lower mean and median scores on scales that 
measure drug liking and desire to take drug again (P<0.001 ), compared 
to hydrocodone solution as summarized in Table 4. 
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Table 4. Summary of Maximum Scores (EmaJ on Drng liking and 
Take Drng Again VAS Following Oral Administration of HYSINGLA ER 
and Hydrocodone Solution in Non-dependent Recreational Opioid 
Users 

VAS Scale (100 point) 
Oral (n::::35) 

HYSINGLAER 
Intact Chewed 

Drug Liking* 
Mean (SE) 63.3 (2.7) 69.0 (3.0) 
Median (Range) 58 (50-100) 66 (50-100) 

Take Drug Again** 
Mean (SE) 34.3 (6.1) 44.3 (6.9) 
Median (Range) 24 (0-100) 55 (0-100) 

Hyc!rocodone 
Solution 

94.0 (1.7) 
100 (51-100) 

89.7 (3.6) 
100 (1-100) 

*Bipolar scale (0=maximum negative response, 50=neutral response, 
1 00=maximum positive response) 
** Unipolar scale (0=maximum negative response, 1 00=maximum posi­
tive response) 
Figure 2 demonstrates a comparison of peak drug liking scores for 
chewed HYSINGLA ER compared with hydrocodone solution in subjects 
who received both treatments orally. The Y-axis represents the percent 
of subjects attaining a percent reduction in peak drug liking scores for 
chewed HYSINGLA ER vs. hydrocodone solution greater than or equal to 
the value on the X-axis. 
Approximately 80% (n = 28) of subjects had some reduction in drug lik­
ing with chewed HYSINGLA ER relative to hydrocodone solution. Approxi­
mately 69% (n = 24) of subjects had a reduction of at least 30% in drug 
liking with chewed HYSINGLA ER compared with hydrocodone solution, 
and approximately 60% (n = 21) of subjects had a reduction of at least 
50% in drug liking with chewed HYSINGLA ER compared with hydroco­
done solution. Approximately 20% (n = 7) of subjects had no reduction in 
drug liking with chewed HYSINGLA ER relative to hydrocodone solution. 
Figure 2. Percent Reduction Profiles for Emax of Drug Liking VAS for 
Chewed HYSINGLA ER vs. Hydrocodone Solution, N = 35 Following 
Oral Administration 
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The results of a similar analysis of drug liking for intact HYSINGLA ER 
relative to hydrocodone solution were comparable to the results of 
chewed HYSINGLA ER relative to hydrocodone solution. Approximately 
83% (n = 29) of subjects had some reduction in drug liking with intact 
HYSINGLA ER relative to hydrocodone solution. Eighty-three percent (n 
= 29) of subjects had a reduction of at least 30% in peak drug liking 
scores with intact HYSINGLA ER compared to hydrocodone solution, and 
approximately 74% (n = 26) of subjects had a reduction of at least 50% 
in peak drug liking scores with intact HYSINGLA ER compared with hy­
drocodone solution. Approximately 17% (n = 6) had no reduction in drug 
liking with intact HYSINGLA ER relative to hydrocodone solution. 
Summary 
The in vitro data demonstrate that HYSINGLA ER has physical and 
chemical properties that are expected to deter intranasal and intrave-
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nous abuse. The data from the clinical abuse potential studies, along 
with support from the in vitro 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 
intravenous, intranasal, and oral routes is still possible. 
Additional data, including epidemiological data, when available, may 
provide further information on the impact of HYSINGLA ER on the abuse 
liability of the drug. Accordingly, this section may be updated in the 
future as appropriate. 
HYSINGLA ER contains hydrocodone, an opioid agonist and Schedule 
II controlled substance with an abuse liability similar to other opioid 
agonists, legal or illicit, including fentanyl, hydromorphone, methadone, 
morphine, oxycodone, and oxymorphone. HYSINGLA ER can be abused 
and is subject to misuse, addiction, and criminal diversion [See Warnings 
and Precautions (5. 1) and Drug Abuse and Dependence (9)]. 
9.3 Dependence 
Both tolerance and physical dependence can develop during chronic 
opioid therapy. Tolerance is the need tor increasing doses of opioids to 
maintain a defined effect such as analgesia (in the absence of disease 
progression or other external factors). Tolerance may occur to both the 
desired and undesired effects of drugs, and may develop at different 
rates tor different effects. 
Physical dependence results in withdrawal symptoms after abrupt 
discontinuation or a significant dose reduction of a drug. Withdrawal also 
may be precipitated through the administration of drugs with opioid an­
tagonist activity, e.g., naloxone, 11almefene, or mixed agonist/antagonist 
analgesics (pentazocine, butorphanol, nalbuphine). Physical dependence 
may not occur to a clinically significant degree until after several days to 
weeks of continued opioid usage. 
HYSINGLA ER should be discontinued by a gradual downward titra-
tion {see Dosage and Administration (2.6)]. If HYSINGLA ER is abruptly 
discontinued in a physically dependent patient, an abstinence syndrome 
may occur. Some or all of the following can characterize this syndrome: 
restlessness, lacrimation, rhinorrhea, yawning, perspiration, chills, 
piloerection, myalgia, mydriasis, irritability, anxiety, backache, joint pain, 
weakness, abdominal cramps, insomnia, nausea, anorexia, vomiting, 
diarrhea, increased blood pressure, respiratory rate, or heart rate. 
Infants born to mothers physically dependent on opioids will also 
be physically dependent and may exhibit respiratory difficulties and 
withdrawal symptoms {see Warnings and Precautions (5.3) and Use in 
Specific Populations (8.3)}, 
10 OVER DOS.AGE 
10.1 Symptoms 
Acute overdosage with opioids is often characterized by respiratory 
depression, somnolence progressing to stupor or coma, skeletal muscle 
flaccidity, cold and clammy skin, constricted pupils, and, sometimes, 
pulmonary edema, bradycardia, hypotension, and death. Marked mydria­
sis rather than miosis may be seen due to severe hypoxia in overdose 
situations {see Clinical Pharmacology (122)]. 

10.2 Treatment 
In the treatment of HYSINGLA ER overdosage, primary attention should 
be given to the re-establishment of a patent airway and institution of 
assisted or controlled ventilation. 
Employ other supportive measures (including oxygen and vasopressors) 
in the management of circulatory shock and pulmonary edema accom­
panying overdose as indicated. Cardiac arrest or arrhythmias will require 
advanced life support techniques. 
The opioid antagonist naloxone hydrochloride is a specific antidote 
against respiratory depression that may result from opioid overdosage. 
Nalmefene is an alternative opioid antagonist, which may be adminis­
tered as a specific antidote to respiratory depression resulting from opi­
oid overdose. Since the duration of action of HYSINGLA ER may exceed 
that of the antagonist, keep the patient under continued surveillance and 
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administer repeated doses of the antagonist according to the antagonist 
labeling, as needed, to maintain adequate respiration. 
Opioid antagonists should not be administered in the absence of clini­
cally significant respiratory or circulatory depression. Administer opioid 
antagonists cautiously to persons who are known, or suspected to be, 
physically dependent on HYSINGLA ER. In such cases, an abrupt or 
complete reversal of opioid effects may precipitate an acute abstinence 
syndrome. In an individual physically dependent on opioids, administra­
tion of the usual dose of the antagonist will precipitate an acute with­
drawal syndrome. The severity of the withdrawal syndrome produced 
will depend on the degree of physical dependence and the dose of the 
antagonist administered. If a decision is made to treat serious respira­
tory depression in the physically dependent patient, administration of 
the antagonist stiould be initiated with care and by titration with smaller 
than usual doses of the antagonist. 
11 DESCRIPTION 
HYSINGLA ER (hydrocodone bitartrate) extended-release tablets are 
supplied in 20 mg, 30 mg, 40 mg, 60 mg, 80 mg, 100 mg and 120 mg 
film-coated tablets for oral administration. The tablet strengths describe 
the amount of hydrocodone per tablet as ttie bitartrate salt 
Hydrocodone bitartrate is an opioid agonist. Its chemical name is 4,5cx­
epoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1 :1) hydrate 
(2:5). Its structural formula is: 

H 

~"·. 
H

3
CO 0,,,· O 

lHY ~OH 
HO' __ }S. If 

HO 'H o 

Empirical formula: C18H21 NO3 • C4H6O6 • 2½H2O; 
Molecular weight 494.49. 
Hydrocodone bitartrate exists as fine white crystals or a crystall ine pow­
der. It is affected by light It is soluble in water, slightly soluble in alcohol, 
and insoluble in ether and chloroform. 
The 20 mg, 30 mg, 40 mg, 60 mg, 80 mg, 100 mg and 120 mg tablets 
contain the following inactive ingredients: Butylated Hydroxytoluene 
(BHT, an additive in Polyethylene Oxide), Hydroxypropyl Cellulose, Macro­
gol/PEG 3350, Magnesium Stearate, Microcrystalline Cellulose, Polyeth­
ylene Oxide, Polysorbate 80, Polyvinyl Alcohol, Talc, Titanium Dioxide, 
and Black Ink. 
The 20 mg tablets also contain Iron Oxide Yellow and FD&C Blue #2 
Aluminum lake/Indigo Carmine Aluminum lake. 
The 30 mg tablets also contain Iron Oxide Yellow. 
The 40 mg tablets also contain Iron Oxide Yellow, Iron Oxide Red, and 
Iron Oxide Black. 
The 60 mg tablets also contain Iron Oxide Yellow and Iron Oxide Red. 
The 80 mg tablets also contain Iron Oxide Red. 
The 100 mg tablets also contain FD&C Blue #2 Aluminum lake. 
Black Ink Contains: Shellac Glaze (in Ethanol), lsopropyl Alcohol, Iron Ox­
ide Black, N-Butyl Alcohol, Propylene Glycol and Ammonium Hydroxide. 
12 CLINICAL PHARMACOLOGY 
12.1 Mechanism of Action 
Hydrocodone is a semi-synthetic opioid agonist with relative selectiv-
ity for the mu-opioid receptor, although it can interact with other opioid 
receptors at higher doses. Hydrocodone acts as an agonist binding to 
and activating opioid receptors in the brain and spinal cord, which are 
coupled to G-protein complexes and modulate synaptic transmission 
through adenylate cyclase. The pharmacological effects of hydrocodone 
including analgesia, euphoria, respiratory depression and physiological 
dependence are believed to be primarily mediated viaµ opioid receptors. 
12.2 Pharmacodynamics 
Cardiac Electrophysiology 
QTc interval prolongation was studied in a double-blind, placebo- and 
positive-controlled 3-treatment parallel-group, dose-escalating study 
of HYSINGLA ER in 196 healthy subjects. QTc interval prolongation was 

CONFIDENTIAL 

observed following HYSINGLA ER 160 mg per day. The maximum mean 
(90% upper confidence bound) difference in the QTc interval between 
HYSINGLA ER and placebo (aft'er baseline-correction) at steady state 
was 6 (9) milliseconds, 7 (10) milliseconds, and 1 0 (13) milliseconds 
at HYSINGLA ER doses of 80 mg, 120 mg and 160mg respectively. For 
clinical implications of the prolonged QTc interval, see Warnings and 
Precautions (5.14). 
Central Nervous System 
The principal therapeutic action of hydrocodone is analgesia. In common 
with other opioids, hydrocodone causes respiratory depression, in part 
by a direct effect on the brainstem respiratory centers. The respiratory 
depression involves a reduction in the responsiveness of the brain stem 
respiratory centers to both increases in carbon dioxide tension and 
electrical stimulation. Opioids depress the cough reflex by direct effect 
on the cough center in the medulla. 
Hydrocodone causes miosis, even in total darkness. Pinpoint pupils are a 
sign of opioid overdose but are not pathognomonic (e.g., pontine lesions 
of hemorrhagic or ischemic origin may produce similar findings). Marked 
mydriasis rather than miosis may be seen with hypoxia in overdose 
situations {see Overdosage (10.1 )]. In addition to analgesia, the widely 
diverse effects of hydrocodone include drowsiness, changes in mood, 
decreased gastrointestinal motility, nausea, vomiting, and alterations of 
the endocrine and autonomic nervous system {see Clinical Pharmacol­
ogy (12.2)}. 
Gastrointestinal Tract and Other Smooth Muscle 
Hydrocodone causes a reduction in motility associated with an increase 
in smooth muscle tone in the antrum of the stomach and duodenum. 
Digestion ot food in the small intestine is delayed and propulsive con­
tractions are decreased. Propulsive peristaltic waves in the colon are 
decreased, while tone may be increased to the point of spasm resulting 
in constipation. Other opioid-induced effects may include a reduction in 
gastric, biliary and pancreatic secretions, spasm of sphincter of Oddi, 
and transient elevations in serum amylase. 
Cardiovascular System 
Hydrocodone may produce release of histamine with or without associ­
ated peripheral vasodilation. Manifestations ot histamine release and/or 
peripheral vasodilation may include pruritus, flushing, red eyes, sweat­
ing, and/or orthostatic hypotension. 
Endocrine System 
Opioids may influence the hypothalamic-pituitary-adrenal or -gonadal 
axes. Some changes that can be seen include an increase in serum pro­
lactin, and decreases in plasma cortisol and testosterone. Clinical signs 
and symptoms may be manifest from these hormonal changes. 
Immune System 
In vitro and animal studies indicate that opioids have a variety of effects 
on immune functions, depending on the context in which they are used. 
The clinical significance of these findings is unknown. 
Concentration/Exposure-Efficacv Relationshipfi 
The minimum effective plasma concentration of hydrocodone for 
analgesia varies widely among patients, especially among patients who 
have been previously treated with agonist opioids. As a result, titrate the 
doses of individual patients to achieve a balance between therapeutic 
and adverse effects. The minimum effective analgesic concentration of 
hydrocodone for any individual patient may increase over time due to 
an increase in pain, progression of disease, development of a new pain 
syndrome and/or potential development of analgesic tolerance. 
Concentration/Exposure-Adverse Experience Relationships 
There is a general relationship between increasing opioid plasma 
concentration and increasing frequency of adverse experiences such as 
nausea, vomiting, CNS effects, and respiratory depression. As with all 
opioids, the dose of HYSINGLA ER must be individualized {see Dosage 
and Administration (2.1, 2.2)}. The effective analgesic dose tor some 
patients will be too high to be tolerated by other patients. 
12.3 Pharmacokinetics 
Absorption 
HYSINGLA ER is a single-entity extended-release formulation of hydro­
codone that yields a gradual increase in plasma hydrocodone concen­
trations with a median T max of 14 - 16 hours noted tor different dose 
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strengths. Peak plasma levels may occur in the range ot 6 -30 hours 
after single dose HYSINGLA ER administration. 
Systemic exposure (AUC and Cmaxl increased linearly with doses from 
20 to 120 mg. Both Cmax and AUC increased slightly more than dose 
proportionally (Table 5). The mean terminal half-life (t112) was similar for 
all HYSINGLA ER dose strengths ranging from 7 to 9 hours. 
Table 5 Mean (SD) Single-Dose Pharmacokinetic Parameters of 
HYSINGLAER 
Dose Strength AUCinf Cmax Tma/ 

(mg) (ng•h/ml) (ng/ml) (h) 

20 284 (128) 14.6 (5.5) 16 (6, 24) 
40 622 (252) 33.9 (11.8) 16 (6, 24) 
60 1009 (294) 53.6 (15.4) 14 (10, 30) 
80 1304 (375) 69.1 (17.2) 16 (10, 24) 
120 1787 (679) 110(44.1) 14(6,30) 

* median (minimum, maximum) 
As compared to an immediate-release hydrocodone combination prod­
uct, HYSINGLA ER at the same daily dose results in similar bioavailability 
but with lower maximum concentrations at steady state. (Figure 3). 
Figure 3. Mean Steady-State Plasma Hydrocodone Concentration 
Profile 
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Steady-state plasma hydrocodone concentrations were confirmed on 
day 3 of once-daily dosing ot HYSINGLA ER. The extent ot accumulation 
ot systemic exposure was 1.3 and 1.1 fold with respect to AUC and Cmax 
at steady-state. The mean terminal halt-lite (t1d at steady state was 7 
hours. Median Trnax values were 14 hours (range: 12 to 24 hours) on both 
Day 1 and Day 5 following once daily administration of HYSINGLA ER for 
five days. Daily fluctuation in peak to trough plasma levels of hydrocodo­
ne were higher at 80 mg and 120 mg doses of HYSINGLA ER compared 
to 30 mg dose (Table 6). 
Table 6 Mean (SD) Steady-State Hydrncodone Pharmacokinetic 
Parameters 

Regimen 

HYSINGLA ER 

AUC24,ss 
(ng•h/ml) 

Cmax,SS 
(ng/ml) 

Cmin,SS 
(ng/ml) %Fluctuation• 

30 mg q24h 443 (128) 26.4 (7.4) 16.7 (5.2) 61 (6.4,113) 
80 mg q24h 1252 (352) 82.6 (25.7) 28.2 (12) 105 (36,214) 
120 mg q24h 1938 (729) 135 (50) 63.6 (29) 97.9 (32, 250) 
* Mean (minimum, maximum); Percentage fluctuation in plasma concen­
tration is derived as (Cmax,SS - Cmin, ss)*100/Cavg,ss. 
Food Effects 
Cmax and AUC of HYSINGLA ER 120 mg tablets were similar under low fat 
conditions relative to fasting conditions (17% and 9% higher, respective­
ly). Cmax was higher (54%) under high tat conditions relative to tasting 
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conditions; however, AUC of HYSINGLA ER 120 mg tablets was only 20% 
higher when co-administered with a high fat meal. HYSINGLA ER may be 
administered without regard to meals. 
Distribution 
Following administration of HYSINGLA ER, the typical (70 kg adult) value 
of apparent volume ot distribution (V/F) is 402 L, suggesting extensive 
tissue distribution. The extent of in vivo binding ot hydrocodone to hu­
man plasma proteins was minimal with a mean % bound at 36%. 
Elimination 
Metabolism 
Hydrocodone exhibits a complex pattern of metabolism, including N-de­
methylation, 0-demethylation, and 6-keto reduction to the corresponding 
6-0:-and 6-B-hydroxy metabolites. CYP3A4 mediated N-demethylation to 
inactive norhydrocodone is the primary metabolic pathway of hydroco­
done with a lower contribution from CYP2B6 and CYP2C19. The minor 
metabolite hydromorphone (<3% of the circulating parent hydrocodone) 
was mainly formed by CYP2D6 mediated O-demethylation with a smaller 
contribution by CYP2B6 and CYP2C19. Hydromorphone may contribute 
to the total analgesic effect ot hydrocodone. 
Excretion 
Hydrocodone and its metabolites are cleared primarily by renal excretion. 
The percent of administered dose excreted unchanged 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
pairment, respectively. Renal clearance (Clr) of hydrocodone in healthy 
subjects was small (5.3 Uh) compared to apparent oral clearance (CUF, 
83 Uh); suggesting that non-renal clearance is the main elimination 
route. Ninety-nine percent of the administered dose is eliminated within 
72 hours. The mean terminal half-life (t110 was similar for all HYSINGLA 
ER dose strengths ranging from approximately 7 to 9 hours across the 
range of doses. 
Specific Populations 
Elderly ~65 years) 
Following administration of 40 mg HYSINGLA ER, the pharmacokinetics 
ot hydrocodone in healthy elderly subjects (65 to 77 years) are similar to 
the pharmacokinetics in healthy younger subjects (20 to 45 years). There 
were no clinically meaningful increase in Gmax (16%) and AUG (15%) of 
hydrocodone in elderly as compared with younger adult subjects {see 
Use in Specific Populations {8.5)}. 
Gender 
Systemic exposure of hydrocodone (Cmax and AUC) was similar between 
males and females. 
Hepatic Impairment 
After a single dose of 20 mg HYSINGLA ER in subjects (8 each) with 
normal hepatic function, mild, moderate or severe hepatic impairment 
based on Child-Pugh classifications, mean hydrocodone Cmax values 
were 16, 15, 17, and 18 ng/ml, respectively. Mean hydrocodone AUG 
values were 342,310, 390, and 415 ng.hr/ml tor subjects with normal 
hepatic function, mild, moderate or severe hepatic impairment, respec­
tively. Geometric mean hydrocodone Gmax values were -6%, 5%, and 
5% and AUC values were -14%, 13%, and 4% in patients with mild, 
moderate or severe hepatic impairment, 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% {see Use in Specific 
Populations (8.6)]. 
Renal Impairment 
After a single dose of 60 mg HYSINGLA ER in subjects (8 each) with 
normal renal function, mild, moderate, or severe renal impairment based 
on Cockcroft-Gault criteria and end stage renal disease (with dialysis) 
patients, mean hydrocodone Cmax values were 40, 50, 51, 46, and 38 ngi 
ml, respectively. Mean hydrocodone AUC values were 754, 942, 1222, 
1220, and 932 ng.hr/ml for subjects with normal renal function, mild, 
moderate or severe renal impairment and ESRD with dialysis, respec­
tively. Hydrocodone Cmax values were 14%, 23%, 11 % and -13% and 
AUC values were 13%, 61 %, 57% and 4% higher in patients with mild, 
moderate or severe renal impairment or end stage renal disease with 
dialysis, respectively {see Use in Specific Populations (8.7)]. 
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Drug Interaction Studies 
CYP3A4 
~o~a~ministration of HYSINGLA ER (20 mg single dose) and CYP3A4 
inhIbItor ketoconazole (200 mg BID tor 6 days) increased mean hydro­
codone AUG and Cmax by 135% and 78%, respectively {see Warnings 
and Precautions (5. 11) and Drug Interactions (7. 1)}. 
CYP2D6 
The 90% confidence interval (Cl) of the geometric means tor hydroco­
done AUC;01 (9~ t? 115%), AIJC1 (98 to 115%), and Cmax (93 to 121 %) 
values were within the range of 80 to 125% when a single dose of 
HYSINGLA ER 20 mg was co-administered with CYP206 inhibitor 
paroxetin~ (20 mg treatment each morning for 12 days). No differences 
m systemic exposure of hydrocodone were observed in the presence of 
paroxetine. 
13 NON-CLINIC.Al TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
Carcinoqenesis 
Hydrocodone was evaluated for carcinogenic potential in rats and mice. 
In a two-year bioassay in rats, doses up to 25 mg/kg in males and 
females were administered orally and 110 treatment-related neoplasms 
were observed (exposure is equivalent to 0.2-fold the human hydroco­
done dose of 120 mgiday based on AUG exposure comparisons). In a 
two-year bioassay in mice, doses up to 200 mg/kg in males and 100 
mg/kg in females were administered orally and no treatment-related 
neoplasms were observed (exposure is equivalent to 3.5-fold and 3.0-
fold, respectively, the human hydrocodone dose of 120 mg/day based 
on AIJC exposure comparisons). 
Mutagenesis 
Hydrocodone was genotoxic in the mouse lymphoma assay in the 
presence of rat S9 metabol ic activation but not in the absence of rat 
metabolic activation. However, hydrocodone was not genotoxic in the 
mouse lymphoma assay with or without human S9 metabolic activa­
tion. There was no evidence of genotoxic potential with hydrocodone in 
an in vitro bacterial reverse mutation assay with Salmonella typhimuri­
um and Escherichia coli with or without metabolic activation or in an in 
vivo mouse bone marrow micronucleus test with or without metabolic 
activation. 
l mpairment of Fertifitv 
No effect on fertility or general reproductive performance was seen 
with oral administration of hydrocodone to male and female rats at 
doses up to 25 mg/kg/day (approximately 0.06-fold and 0.08-told, 
respectively, the human hydrocodone dose ot 120 mg/day based on 
AIJC exposure comparisons). 
14 CUNIC.Al STUDIES 
The efficacy and safety of HYSINGLA ER was evaluated in a randomized 
double-blind, placebo-controlled, multi-center, 12-week clinical trial 
in both opioid-experienced and opioid-naive patients with moderate to 
severe chronic low back pain. 
14.1 Moderate to Severe Chronic lower Back Pain Study 
A tota_l of 905 chronic low back pain patients (opioid naive and opioid­
expenenced) who were not responsive to their prior analgesic therapy 
entered an open-label conversion and dose- titration period for up to 
45 days with HYSINGLA ER. Patients were dosed once daily with HYS­
INGLA ER (20 to 120 mg). Patients stopped their prior opioid analgesics 
and/or nonopioid analgesics prior to starting HYSINGLA ER treatment 
Optional use of rescue medication (immediate-release oxycodone 5 
mg) up to 2 doses (2 tablets) was permitted during the dose titra-
tion period. For inadequately controlled pain, HYSINGLA ER dose was 
allowed to be increased once every 3-5 days until a stabilized and 
tolerable dose was identified. During the dose-titration period, 65% 
of the patients achieved a stable HYSINGLA ER dose and entered the 
double-blind treatment period. The remaining subjects discontinued 
from the dose-titration period for the following reasons: adverse events 
(10%); lack of therapeutic effect (5%); confirmed or suspected diver-
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sion (3%); subject's choice (5%); lost to follow-up (2%); administrative 
reasons (2%); and failure to achieve protocol-defined reduction in pain 
score (7%). 
~allowing th_e dose ti~ration period, 588 patients (65%) were random­
ized at a ratio of 1 :1 into a 12-week double-blind treatment period with 
the\r fixed stabilized dose ot HYSINGLA ER (or matching placebo). These 
patients met the study randomization criteria ot adequate analgesia 
(pain reduction of at least 2 points to a score of 4 or less 011 a 0-1 O 
numerical rating scale) and acceptable tolerability of HYSINGLA ER. Pa­
tients randomized to placebo were given a blinded taper of HYSINGLA 
ER according to a pre-specified tapering schedule, 3 days on each 
step-down dose (reduced by 25-50% from the previous dose). Patients 
were allowed to use rescue medication (immediate-release oxycodone 
~ mg) up to 6 doses (6 tablets) per day depending 011 their random­
ized HYSINGLA ER dose. During the double-blind period, 229 treated 
patients (77%) completed the 12-week treatment with HYSINGLA ER 
and 210 patients (72%) completed on placebo. Overall, 10% of pa­
tients discontinued due to lack ot therapeutic effect (5% in HYSINGLA 
patients and 15% in placebo patients); 5% ot patients discontinued 
due to adverse events (6% in HYSINGLA ER treated patients and 3% in 
placebo patients). 
HYSINGLA ER provided greater analgesia compared with placebo. There 
was a statistically significant difference in the weekly average pain 
scores at Week 12 betvvee11 the two groups. 
The percentage of patients (responders) in each group who demon­
strated improvement in their weekly average pain scores at Week 
12, as compared with screening is shown in Figure 4. The figure is 
cumulative, so that patients whose change from screening is, for 
example, 30%, are also included at every level of improvement below 
30%. Patients who did not complete the study were classified as non­
r_esponders. Treatment with HYSINGLA ER resulted in a higher propor­
tion of responders, defined as patients with at least a 30% and 50% 
improvement, as compared with placebo. 
Figure 4. Percent Improvement in Pain Intensity 
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16 HOW SUPPLIED/STORAGE AND HANDLING 
HYSINGLA ER (hydrocodone bitartrate) extended-release tablets 20 
mg are round, green-colored, bi-convex tablets printed with "HYD 20" 
and are supplied in child-resistant closure, opaque plastic bottles of 60 
(NOC 59011-271-60). 
HYSINGLA ER (hydrocodone bitartrate) extended-release tablets 30 
mg are round, yellow-colored, bi-convex tablets printed with "HYD 30" 
and are supplied in child-resistant closure, opaque plastic bottles of 60 
(NOC 59011-272-60). 
HYSINGLA ER (t1ydrocodone bitartrate)extended-release tablets 40 mg 
are round, grey-colored, bi-convex tablets printed with "HYD 40" and 
are supplied in child-resistant closure, opaque plastic bottles of 60 
(NOC 59011-273-601. 
HYSINGLA ER (hydrocodone bitartrate) extended-release tablets 60 
mg are round, beige-colored, bi-convex tablets printed with "HYO 60" 
and are supplied in child-resistant closure, opaque plastic bottles ot 60 
(NOC 59011-274-60). 
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HYSINGLA ER (hydrocodone bitartrate) extended-release tablets 80 mg 
are round, pink-colored, bi-convex tablets printed with "HYD 80" and 
are supplied in child-resistant closure, opaque plastic bottles of 60 (NDC 
59011-275-60). 
HYSINGLA ER (hydrocodone bitartrate) extended-release tablets 100 mg 
are round, blue-colored, bi-convex tablets printed with "HYD 100" and 
are supplied in child-resistant closure, opaque plastic bottles of 60 (NDC 
59011-276-60). 
HYSINGLA ER (hydrocodone bitartrate) extended-release tablets 120 mg 
are round, white-colored, bi-convex tablets printed with "HYD 120" and 
are supplied in child-resistant closure, opaque plastic bottles of 60 (NDC 
59011-277-60). 
Store at 25"C (77"F); excursions permitted between 15°-30°C 
(59°-86°F). 
Dispense in tight, light-resistant container, as defined by tile USP. 

CAUTION 
IJEA FORM REQUIRED 
17 PATIENT COUNSELING INFORMATION 
See FDA-approved patient labeling (Medication Guide) 
Addiction. Abuse. and Misuse 
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 {see Warnings and Precautions (5.1)}. Instruct 
patients not to share HYSINGLA ER with others and to take steps to 
protect HYSINGLA ER from theft or misuse. 
Life-Threatening Respiratorv Depression 
Inform patients of the risk ot 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 even at recom­
mended doses [see Warnings and Precautions (5.2)]. Advi?e patient? . 
how to recognize respiratory depression and to seek medical attention 1f 
they are experiencing breathing difficulties. 
Accidental Consumotion 
Inform patients that accidental exposure, especially_ in children, may_ 
result in respiratory depression or death [see Wammgs and Precautwns 
(5.2)}. Instruct patients to take steps to ~tore HYSINGLA ~R securely 
and to dispose of unused HYSINGLA ER in accordance with local state 
guidelines and/or regulations. 
Neonatal Opioid Withdrawal Svndrome 
Inform female patients of reproductive potential that chronic use of 
HYSINGLA ER during pregnancy can result in neonatal opioid withdrawal 
syndrome, which may be life-threatening if not recognized and treated 
[see Warnings and Precautions (5.3)}. 
Interaction with Alcohol and other CNS Depressants 
Inform patients that the concomitant use of alcohol with HYSINGLA ER 
can increase tile risk of life-threatening respiratory depression {see 
Warnings and Precautions (5.4)}. Instruct patients not to consume alco­
holic beverages, as well as prescription and over-the counter produ~ts 
that contain alcohol, during treatment with HYSINGLA ER. Inform patients 
that potentially serious additive eHects may occur it HYSINGLA ER is 
used with alcohol or other CNS depressants, and not to use such drugs 
unless supervised by a health care provider. 
Important Administration Instructions 
Instruct patients how to properly take HYSINGLA ER, including the fol­
lowing: 
• The tablets must be swallowed whole and must not be chewed, 

crushed, or dissolved. Taking chewed, crushed or dissolved HYSINGLA 
ER tablets or contents can lead to rapid release and absorption of a 
potentially fatal dose of llydrocodone. 

• Use HYSINGLA ER exactly as prescribed to reduce the risk of lite­
threatening adverse reactions (e.g., respiratory depression). 

• Contact prescriber if pain control is not adequate or if there are ad-
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verse reactions occurring during therapy. 
• Do not discontinue HYSINGLA ER without first discussing the need tor 

a tapering regimen with the prescriber. 
• HYSINGLA ER tablets should be taken one tablet at a time. 
• Do not pre-soak, lick or otherwise wet tile tablet prior to placing in tile 

mouth which may result in difficulty swallowing HYSINGLA ER tablets. 
• Take each tablet with enough water to ensure complete swallowing 

immediately after placing in the mouth. 
Hvootension 
Inform patients that HYSINGLA ER may cause orthostatic hypotension 
and syncope. Instruct patients how to recognize symptoms of low blood 
pressure and how to reduce the risk of serious co~sequences_s~ould 
hypotension occur (e.g., sit or lie down, carefully nse from a sitting or 
lying position). 
Driving or Operating Heaw Machinery 
Inform patients that HYSINGLA ER may impair the ability to pe~onn 
potentially hazardous activities such as driving a car or operating heavy 
machinery. Blood levels of hydrocodone, in some patients, may be 
high at the end ot 24 hours after repeated dose administration: Advise 
patients not to perform such tasks until they know how they will react to 
tile medication. 
Constipation 
Advise patients of the potential for severe constipation, including 
management instructions and when to seek medic~! attention. Instruct 
patients to monitor their analgesic response following the use ot strong 
laxatives and to contact tile prescriber it changes are noted. 
QT interval prolongation 
Inform patients that QT prolongation has been observed with HYSl~GLA 
ER [see Clinical Pharmacology {12.2)}. HYSINGLA ER shou~d be a~rnded 
in patients with congenital long QT syndrome. lnstr~ct patients yvIth a 
history of congestive heart failure or bradyarrhy_U1mias, and p~tIe~ts at 
risk for electrolyte abnormalities or who are taking other medIcatIons 
known to prolong the QT interval that periodic monitoring of electro­
cardiograms and electrolytes may be necessary during therapy with 
HYSINGLA ER. 
Anaphylaxis 
Inform patients that anaphylaxis t1as been reported wi!tl ingredients C?n­
tained in HYSINGLA ER. Advise patients how to recognize such a reaction 
and when to seek medical attention. 
Preqnancv 
Advise female patients that HYSINGLA ER may cause fetal harm and to 
inform the prescriber if they are pregnant or plan to become pregnant. 
Nursing Mothers 
Advise female patients that HYSINGLA ER passes into human milk. Be­
cause ot the potential tor serious adverse reactions in nursing infants, a 
decision should be made whether to discontinue nursing or to discon­
tinue drug [see Use in Specific Populations (8.3)}. 
Disposal of unused HYSINGLA ER 
Advise patients to dispose of any unused tablets fro'.1] a prescription _as 
soon as they are no longer needed in accordance with local state guide­
lines andior regulations. 
Healthcare professionals can telephone Purdue Ptiarma's Medical Ser­
vices Department (1-888-726-7535) for information on this product 
Purdue Pharma LP. 
Stamford, CT 06901-3431 
©2014, Purdue Pharma LP. 
U.S. Patent Numbers: 6,488,963; 6,733,783; 8,309,060; 8,361,499; 
8,529,948; 8,551,520; 8,647,667 and 8,808,740. 
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Medication Guide 
HYSINGLA TM ER {hye-SING-luh) 
{hydrocodone bitartrate) extended-release tablets, Cl! 

HYSINGLA ER is: 
• A strong prescription pain medicine that contains an opioid (narcotic). It is used to manage pain severe enough to 

require daily, around-the-clock, long-term treatment with an opioid, when other pain treatments such as non-opioid 
pain medicines or immediate-release opioid medicines do not treat your pain well enough or you cannot tolerate them. 

• A long--acting (extended-release) opioid pain medicine that can put you at risk for overdose and death. Even if you 
take your dose correctly as prescribed you are at risk for opioid addiction, abuse, and misuse that can lead to death. 

• Not for use to treat pain that is not 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), serious or life-threatening breathing 
problems that can lead to death may occur. 

• Never give anyone else your HYSINGLA ER. They could die from taking it. Store HYSINGLA ER away from cr1ildren 
and in a safe place to prevent stealing or abuse. Selling or giving away HYSINGLA ER is against the law. 

Do not take HYSINGLA ER if you have: 
• severe asthma, trouble breathing, or other lung problems. 
• a bowel blockage or have narrowing of the stomach or intestines. 

Before taking HYSINGLA ER, tell your healthcare provider if you have a history of: 
• head injury, seizures • heart rhythm problems (long QT syndrome) 
• liver, kidney, thyroid problems • abuse of street or prescription drugs, alcohol 
• problems urinating addiction, or mental health problems 
• pancreas or gallbladder problems 
Tell your healthcare provider if you are: 
• pregnant or planning to become pregnant. Prolonged use of HYSINGLA ER during pregnancy can cause 

withdrawal symptoms in your newborn baby that could be life-threatening if not recognized and treated. 
• breastfeeding. HYSINGLA ER passes into breast milk and may harm your baby. 
• taking prescription or over-the-counter medicines, vitamins, or herbal supplements. Taking HYSINGLA ER with 

certain other medicines can cause serious side effects and could lead to death. 

When taking HYSINGLA ER: 
• Do not change your dose. Take HYSINGLA ER exactly as prescribed by your healthcare provider. 
• Take your prescribed dose every 24 hours, at the same time every day. Do not take more than your prescribed dose 

in 24 hours. If you miss a dose, take your next dose at your usual time the next day. 
• Swallow HYSINGLA ER whole. Do not cut, break, chew, crush, dissolve, snort, or inject HYSINGLA ER because this 

may cause you to overdose and die. 
• HYSINGLA ER should be taken i tablet at a time. Do not pre-soak, lick, or wet the tablet before placing it in your 

mouth to avoid choking on the tablet. 
Call your healthcare provider if the dose you are taking does not control your pain. 
• Do not stop taking HYSINGLA ER without talking to your healthcare provider. 
• After you stop taking HYSINGLA ER, flush any unused tablets down the toilet 

While taking HYSINGLA ER, DO NOT: 
• Drive or operate r1eavy machinery until you know how HYSINGLA ER affects you. HYSINGLA ER can make you 

sleepy, dizzy, or lightheaded. 
• Drink alcohol or use prescription or over-the-counter medicines that contain alcohol. Using products containing 

alcohol during treatment with HYSINGLA ER may cause you to overdose and die. 
The possible side effects of HYSINGLA ER are: 
• constipation, nausea, sleepiness, vomiting, tiredness, headache, dizziness, abdominal pain. Call your healthcare 

provider if you have any of these symptoms and they are severe. 
Get emergency medical help if you have: 
• trouble breathing, shortness of breath, fast heartbeat, chest pain, swelling of your face, tongue or throat, extreme 

drowsiness, light-headedness when changing positions, or you are feeling faint. 
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 i -800-FDA- i 088. For more information go to dailymed.nlm.nih.gov 

Manufactured by: Purdue Pharma L.P., Stamford, CT06901-3431, www.purduepharma.com or call 1-888-726-7535 

This Medication Guide has been approved by the U.S. Food and Drug Administration. 
Issue: 11 /2014 
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