
 
   

   
 

 
    

     
  

 
     

  
   

 
 

     
    

   
  

    
   

     
   

 
        

    
     

 
      

     
  

    
    

    
   

 
   

  
     

   
   

 
  

       
   

    
    

    
     

  
      

 
  

      
     

        
       

        
   

      
     

      
         

   
      

   
   

     
 

      
 

  

       
       

 
    

   
      

      
 

  
   

         
      

 
   

  
     

  
   

 
   

 
   

  
      

   
      

    
   

     
        

     
    

  
 

  
    
 

 
    

   
 

  
     

   
       
   

    
     

    
   

    
    

    
 

  
      
  
       

   
     

    
      

    
 

  
 

 
  

_______________________________________________________________________________________________________________________________________  
 

HIGHLIGHTS OF PRESCRIBING INFORMAT ION 
These highlights do not include all the inf ormation needed to use 
T ROXYCA E R saf ely an d ef f ectively. See f ull prescrib in g in f ormation f or 
T ROXYCA E R. 

T ROXYCA® ER (ox ycodone h yd roch lorid e and naltrex one 
h yd roch lorid e) ex ten d ed -release capsules, f or oral use, CII 
Initial U.S. Approval: 2016 

WARNING: ADDICT ION, AB US E , AND MISUSE;
 
LIFE-T HRE AT E NING RES PIRAT ORY DE PRES S ION; 


ACCIDE NTAL INGESTION; NE ONAT AL OPIOID WIT HDRAWAL
 
S YNDROME ; and CYT OCHROME P450 3A4 INTE RACT ION
 

S ee full prescribing information for complete boxed warning. 

•	 TROXYCA E R ex poses users to risks of addiction, abuse, and 
misuse, which can lead to overdose and death. Assess patient’s risk 
b ef ore p rescrib in g, an d mon itor regu larly f or th ese b eh aviors and 
conditions. (5.1) 

•	 Serious, lif e-th reaten in g, or f atal resp iratory d ep ression may occu r. 
Mon itor closely, esp ecially u p on initiation or f ollowing a d ose 
in crease. In stru ct p atien ts to swallow T ROXYCA E R cap su les 
whole to avoid ex posure to a potentially f atal dose of ox ycodone. 
(5.2) 

•	 Accid en tal ingestion of T ROXYCA ER, esp ecially by ch ild ren , can 
resu lt in f atal overdose of ox ycodone. (5.2) 

•	 Prolonged use of T ROXYCA E R during pregnancy can result in 
neonatal opioid withdrawal syndrome, which may be 
lif e-th reaten in g if n ot recogn ized an d treated . If prolonged opioid 
use is required in a pregnant woman, advise the patient of the risk 
of neonatal opioid withdrawal syndrome and ensure that 
appropriate treatment will be available. (5.3) 

•	 Con comitan t u se with CYP3A4 inhibitors (or discontinuation of 
CYP3A4 inducers) can result in f atal overdose of ox ycodone f rom 
TROXYCA ER. (5.4) 

-------------------------------INDICATIONS AND US AGE -----------------------------
T ROXYCA ER is a combination opioid agonist/opioid antagonist product 
indicated for the management of pain severe enough to require daily, 
around-the-clock, long-term opioid treatment and for which alternative 
treatment options are inadequate. (1) 

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 T ROXYC A ER 
for use in patients for 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. (1) 

•	 T R OXYC A ER is not indicated as an as-needed (prn) analgesic. (1) 

--------------------------DOS AGE AND ADMINIS T RAT ION ------------------------
•	 T o be prescribed only by healthcare providers knowledgeable in use of 

potent opioids for management of chronic pain. (2.1) 
•	 T R OXYCA ER 60 mg/7.2 mg and 80 mg/9.6 mg capsules, single doses of 

T R OXYCA ER greater than 40 mg/4.8 mg, or a total daily dose greater 
than 80 mg/9. 6 mg are only for use in patients in whom tolerance to an 
opioid of comparable potency has been established. (2.1) 

•	 Patients considered opioid-tolerant are those taking, for one week or 
longer, at least 60 mg oral morphine per day, 25 mcg transdermal fentanyl 
per hour, 30 mg oral oxycodone per day, 8 mg oral hydromorphone per 
day, 25 mg oral oxymorphone per day, 60 mg oral hydrocodone per day, or 
an equianalgesic dose of another opioid. (2. 1) 

•	 Use the lowest effective dose for the shortest duration consistent with 
individual patient treatment goals. (2.1) 

•	 Individualize dosing based on the severity of pain, patient response, prior 
analgesic experience, and risk factors for addiction, abuse, and misuse. 
(2. 1) 

•	 Instruct patients to swallow T ROXYCA ER capsules intact, or to sprinkle 
the capsule contents on applesauce and immediately swallow without 
chewing. (2. 1, 2. 5) 

•	 Instruct patients not to crush, chew, or dissolve the pellets in the capsule to 
avoid the risk of release and absorption of a potentially fatal dose of 
oxycodone and to avoid release of sequestered naltrexone that could 
precipitate opioid withdrawal. (2. 1, 2. 5, 5.1) 

•	 For opioid-naïve and opioid non-tolerant patients, initiate with the 
10 mg/1.2 mg capsule every 12 hours. (2.1, 2.2) 

•	 Do not abruptly discontinue T R OXYCA ER . (2. 4, 5. 12) 

------------------------ DOS AGE FORMS AND S T RENGTHS-----------------------
Extended-release capsules (oxycodone hydrochloride/naltrexone 
hydrochloride): 10 mg/1.2 mg, 20 mg/2.4 mg, 30 mg/3. 6 mg, 40 mg/4.8 mg, 
60 mg/7. 2 mg and 80 mg/9. 6 mg. (3) 

----------------------------------CONT RAINDICAT IONS --------------------------------
•	 Significant respiratory depression (4) 
•	 Acute or severe bronchial asthma in an unmonitored setting or in the 

absence of resuscitative equipment (4) 
•	 Known or suspected gastrointestinal obstruction, including paralytic ileus 

(4) 
•	 Hypersensitivity to oxycodone or naltrexone (4) 

-------------------------- WARNINGS AND PRE CAUT IONS -------------------------
•	 Life-T hreatening Respiratory Depression in Patients with Chronic 

Pulmonary Disease or in Elderly, Cachectic, or Debilitated Patients: 
Monitor closely, particularly during initiation and titration. (5.6) 

•	 Adrenal Insufficiency: If diagnosed, treat with physiologic replacement of 
corticosteroids, and wean patient off of the opioid. (5.7) 

•	 Severe Hypotension: Monitor during dosage initiation and titration. Avoid 
use of T ROXYCA ER in patients with circulatory shock. (5. 8) 

•	 Risks of Use in Patients with Increased Intracranial Pressure, Brain 
T umors, Head Injury, or Impaired Consciousness: Monitor for sedation 
and respiratory depression. Avoid use of T ROXYCA ER in patients with 
impaired consciousness or coma. (5. 9) 

----------------------------------ADVERS E RE ACT IONS---------------------------------
Most common adverse reactions: nausea, constipation, vomiting, headache, 
and somnolence. (6.1) 

T o rep ort S US PE CT E D ADVERS E REACTIONS , con tact Pf izer In c. at 
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.f da.gov/medwatch. 

---------------------------------- DRUG INT ERACT IONS---------------------------------
•	 CNS Depressants: Concomitant use may cause hypotension, profound 

sedation, respiratory depression, coma, and death. If coadministration is 
required, consider dose reduction of one or both drugs because of additive 
pharmacological effects and monitor closely. (5. 5, 7) 

•	 Serotonergic Drugs: Concomitant use may result in serotonin syndrome. 
Discontinue T ROXYCA ER if serotonin syndrome is suspected. (7) 

•	 Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics: Avoid 
use with T R OXYC A ER because they may reduce analgesic effect of 
T R OXYC A ER or precipitate withdrawal symptoms. (7) 

•	 Monoamine Oxidase Inhibitors (MAOIs): Avoid T ROXYC A ER in 
patients taking MAOIs or within 14 days of stopping such treatment. (7) 

-------------------------- US E IN S PE CIFIC POPULATIONS-------------------------
•	 P regnancy: May cause fetal harm. (5. 3, 8. 1) 
•	 Lactation: Not recommended. (8.2) 
•	 Geriatric patients: Start at the low end of the dosing range and monitor 

closely for respiratory depression. (5. 6, 8. 5) 
•	 Hepatic Impairment: Monitor patients closely for CNS or respiratory 

depression and for signs of withdrawal. (8. 6, 12.3) 
•	 Renal Impairment: Monitor patients closely for CNS or respiratory 

depression and for signs of withdrawal. (8. 7, 12.3) 

S ee 17 f or PATIE NT COUNS EL ING INFORMAT ION and Medication 
Guide. 

Revised : 08/2016 

Reference ID: 3974879 

http://www.fda.gov/Safety/MedWatch/default.htm


 
  

 
   

 
 

    
  
  

   
  
    
   
   

  
  
  

    
  
    
     

   
      

  
  

   
   
  
       

   
      
       
  
   
  

  
   
  

 
  
  

  
  
   
  
  
  
  
   

   
  
  
  

  
  
  

   
  
   

  
    

  
  
  

 
   

 
 
 

______________________________________________________________________________________________________________________________________ 

FULL PRE S CRIBING INFORMAT ION: CONT E NT S *	 7 DRUG INT ERACT IONS 

WARNING: ADDICTION, ABUS E , AND MISUSE; 
LIFE-THRE ATE NING RE S PIRAT ORY DE PRES S ION; 
ACCIDE NTAL INGE S T ION; NE ONATAL OPIOID WIT HDRAWAL 
S YNDROME ; AND CYT OCHROME P450 3A4 INTE RACT ION 
1 INDICAT IONS AND US AGE 
2 DOS AGE AND ADMINIS TRATION 

2.1	 Important Dosage and Administration Instructions 
2.2	 Initial Dosing 
2.3	 T itration and Maintenance of T herapy 
2.4	 Discontinuation of T ROXYCA ER 
2.5	 Administration of T ROXYCA ER 

3 DOS AGE FORMS AND S T RENGT HS 
4 CONT RAINDICAT IONS 
5 WARNINGS AND PRE CAUT IONS 

5.1	 Addiction, Abuse, and Misuse 
5.2	 Life-T hreatening Respiratory Depression 
5.3	 Neonatal Opioid W ithdrawal Syndrome 
5.4	 Risks of Concomitant Use or Discontinuation of Cytochrome P450 

3A4 Inhibitors and Inducers 
5.5	 Risks Due to Interactions with Central Nervous System
 

Depressants
 
5.6	 Life-T hreatening Respiratory Depression in Patients with Chronic 

Pulmonary Disease or in Elderly, Cachetic, or Debilitated Patients 
5.7	 Adrenal Insufficiency 
5.8	 Severe Hypotension 
5.9	 Risks of Use in P atients with Increased Intracranial P ressure, Brain 

T umors, Head Injury, or Impaired Consciousness 
5.10	 Risks of Use in Patients with Gastrointestinal Conditions 
5.11	 Increased Risk of S eizures in P atients with S eizure Disorders 
5.12	 W ithdrawal 
5.13	 Risks of Driving and Operating Machinery 
5.14	 Laboratory T ests and Monitoring 

6 ADVE RS E RE ACT IONS 
6.1	 Clinical T rials Experience 
6.2	 Postmarketing Experience 

8 US E IN S PE CIFIC POPUL AT IONS 
8.1	 P regnancy 
8.2	 Lactation 
8.3	 F emales and Males of Reproductive Potential 
8.4	 P ediatric Use 
8.5	 Geriatric Use 
8.6	 Hepatic Impairment 
8.7	 Renal Impairment 
8.8	 S ex Differences 

9 DRUG AB US E AND DE PE NDE NCE 
9.1	 Controlled Substance 
9.2	 Abuse 
9.3	 Dependence 

10 OVE RDOS AGE 
11 DES CRIPT ION 
12 CLINICAL PHARMACOLOGY 

12.1	 Mechanism of Action 
12.2	 P harmacodynamics 
12.3	 P harmacokinetics 

13 NONCL INICAL T OXICOL OGY 
13.1	 Carcinogenesis, Mutagenesis, Impairment of Fertility 

14 CLINICAL S T UDIE S 
16 HOW S UPPL IED/S T ORAGE AND HANDL ING 
17 PATIE NT COUNS EL ING INFORMAT ION 

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

Reference ID: 3974879 



 

 
 

      
       

 
 

   
           

          
       

 
 

      
       

        
          

  
 

  
           

 
 

  
          

      
           
        

 
 

       
         

       
        

    
 

   
 

      
 

 
 

    
    

   
   

    
 

   
 

     
 

     
 

 
            

      
      

          
   

 

FULL PRES CRIBING INFORMATION
 

WARNING: ADDICTION, ABUS E, AND MIS US E; LIFE-THR EATENIN G RES PIRATORY DEPRES S ION; 
ACCIDENTAL INGES TION; NEONATAL OPIOID WITHDRAWAL S YNDROME; and CYTOCHROME P450 3A4 
INTERACTION. 

Addi cti on, Abus e, and Mis us e 
TROXYCA ER expos es patients and other us ers to the ri s ks of opi oid addi cti on, abus e, and mis us e, which can lead to 
overdos e and death. As s ess each patient’s ris k prior to pres cribing TROXYCA ER, and moni tor all pati ents reg ul arl y for the
development of thes e behaviors and condi tions [see Warnings and Precautions (5.1)]. 

Life-threateni ng Res piratory Depres sion 
S erious , life-threatening, or fatal res piratory depres s ion may occur with us e of TROXYCA ER. Moni tor for res pi ratory 
depres s ion, es pecially during initiation of TROXYCA ER or fol l owi ng a dos e i ncreas e. Ins truct pati ents to s wall ow
TROXYCA ER caps ules whole or to s prink le the contents of the caps ul e on appl es auce and s wal l ow immediately wi thout 
chewing . Crus hing , chewing , or dis s olving TROXYCA ER can caus e rapi d rel eas e and abs orption of a potenti al ly fatal dos e of
oxycodone [see Warnings and Precautions (5.2)]. 

Accidental Ing es tion
Accidental ing es tion of even one dos e of TROXYCA ER, es pecially by children, can res ult in a fatal overdos e of oxycodone [see 
Warnings and Precautions (5.2)]. 

Neonatal Opi oi d Wi thdrawal S yndrome 
Prol ong ed us e of TROXYCA ER duri ng preg nancy can res ul t i n neonatal opi oi d wi thdrawal s yndrome, whi ch may be
life-threatening if not recog nized and treated, and requi res manag ement accordi ng to protocol s developed by neonatol og y 
experts . If opioid us e is required for a prol ong ed peri od i n a preg nant woman, advi s e the pati ent of the ri s k of neonatal opi oi d
wi thdrawal s yndrome and ens ure that appropri ate treatment wi l l be avai labl e [see Warnings and Precautions (5.3)]. 

Cytochrome P4 50 3 A4 Interaction
The concomitant us e of TROXYCA ER wi th al l cytochrome P4 5 0 3 A4 i nhi bi tors may res ul t i n an i ncreas e in oxycodone
plas ma concentrations , which could increas e or prolong advers e drug effects and may caus e potentially fatal res piratory 
depres s i on. In addi tion, di s conti nuation of a concomi tantl y us ed cytochrome P4 5 0 3 A4 inducer may res ult in an i ncreas e in
oxycodone pl as ma concentrati ons . Moni tor pati ents receiving TROXYCA ER and any CYP3 A4 inhibitor or inducer [see 
Warnings and Precautions (5.4), Drug Interactions (7), Clinical Pharmacolo gy (12.3)]. 

1 INDICATIONS AND US AGE 

TROXYCA ER is in d icat ed fo r t h e man agemen t o f p ain s evere en ou gh t o req uire d aily , aro u nd -the -clock, lo n g -term o p io id t reatmen t 
an d fo r wh ich altern ativ e treatment option s are in ad equ ate. 

Limit at io n s o f Us e: 
•	 Becau s e o f t h e ris ks o f ad d iction, abu se, an d mis u se with o p io id s, ev en at recommen d ed d oses, an d b ecause of th e g reater 

ris ks o f o v erd o se and d eath with exten d ed-release o p io id fo rmu latio ns [see Wa rn ings a n d Precaut ion s ( 5.1)], res erve 
TROXYCA ER fo r u s e in p atien ts for wh o m altern ative treatmen t o p tions (e.g ., n o n-o pio id a na lg esics o r imme d iat e -releas e 
o p io id s ) are in effective, n o t to lerated, o r wo u ld b e o therwise in adequate to p ro vid e s ufficien t man agemen t o f p ain . 

•	 TROXYCA ER is n o t in d icat ed as an as-needed (p rn ) an alg esic. 

2 DOS AGE AND ADMINIS TRATION 

2.1 Important Dos ag e and Admi ni s trati on Ins tructi ons 

TROXYCA ER s h o uld be prescrib ed o n ly b y h ealth care p rofession als wh o are kno wled geable in th e u s e o f p o tent opio ids fo r th e 
man ag emen t o f ch ro nic p ain . 

TROXYCA ER 60 mg / 7.2 mg an d 80 mg / 9.6 mg cap s ules, s in gle d o ses o f TROXYCA ER g reat er th an 40 mg / 4.8 mg , o r a to tal d aily 
d o s e g reater t h an 80 mg / 9.6 mg are o n ly fo r u s e in p atien ts in wh o m to leran ce to an o p io id o f co mparable p o tency h as b een 
es t ab lish ed . Patients wh o are o p io id-t olerant are t h ose receivin g, fo r o n e week o r lo n g er, at leas t 60 mg o ral mo rp h in e p er d ay, 25 mc g 
tran s d ermal fen tany l p er h o ur, 30 mg o ral o xy co do ne p er d ay, 8 mg o ral h y d ro mo rp hone p er d ay, 25 mg o ral o xy mo rp h o n e p er d ay, 
60 mg o ral h y d ro c odo ne per day , o r an eq u ianalg esic d ose o f an other o pio id . 

Reference ID: 3974879 



 

    
 

 
     

   
  

    
   

 
    

    
  

 
     

    
 

    
 

  
 

  
     

 
     

       
 

    
 

 
  

     
   

 
 

     
 

   
     

 
    

 
    
    

 
   

 
     
      
        

 
 

   
 

  
  

   
  

 

•	 Us e th e lo wes t effectiv e d osag e fo r t h e s h ortest d uratio n co nsis tent wit h in d iv id ual p atient t reatment g oals [see Wa rn i ngs a nd 
Precautions ( 5)]. 

•	 Initiate the do sin g reg imen fo r each p a tie n t in d iv id ually ; t akin g in t o accoun t t h e p at ient 's s ev erit y o f p ain , p a tie nt re s ponse , 
p rio r an alg es ic t reatmen t exp erien ce, an d ris k fact o rs fo r ad d ictio n, ab use, an d mis u se [see Warnings and Precautions ( 5.1)]. 

•	 Mo n ito r p atien ts closely fo r res pira t ory d ep ressio n, es pecia lly wit h in t h e firs t 24-72 h o u rs o f in itiat in g th erapy an d fo llowin g 
d o s age in creases with TROXYCA ER an d adju st th e d o sage accordin gly [see Warnings and Precautions ( 5.2)]. 

In s t ru c t p a t ients t o s wa llo w TROXYCA ER cap s ules wh o le [see Pa tient C ou nsel in g In fo rmat ion ( 17)]. Cru sh ing , ch ewin g, o r 
d is s o lvin g t he p e lle t s in TROXYCA ER cap s u les will res u lt in u nco nt rolled d eliv ery o f o xy co d one an d can lead to o v erd ose o r death 
[see Warnings and Precautions ( 5.1)]. 

In s t ru c t p a t ients wh o are un ab le to s wallo w TROXYCA ER cap s u les to s p rinkle t h e capsu le co ntents o n ap plesauce an d immed iat ely 
s wallo w with o u t ch ewin g [see Do sage a nd Ad mini strat ion ( 2.5)]. 

A d min is t er TROXYCA ER o rally ev ery 12 ho u rs . 

2.2 Initial Dos ing 

Us e o f TROXYCA ER as th e Firs t Op io id A n alg esic (o pio id -naïve p atien ts)
 
In itiate treatmen t with TROXYCA ER with 10 mg / 1.2 mg cap s u le o rally ev ery 12 h o u rs.
 

Us e o f TROXYCA ER in Patien ts wh o are n o t Op io id -Tole ra nt (o pio id -no n-to le ran t p at ients)
 
Th e s tartin g d o se fo r p atients wh o are n ot o p ioid -t olerant is TROXYCA ER 10 mg / 1.2 mg cap s u le o rally , ev ery 12 h o u rs .
 

Us e o f h ig h er s t arting d oses in p atients wh o are n o t o pio id -tolerant may cau se fat al res p irato ry d epression [see Warnings a nd 
Preca u t ion s ( 5.2)]. 

Co n v ers ion fro m Oth er Oral Oxy co d o n e HCl Formu latio n s to TROXYCA ER 
Patien t s receivin g o ther o ral o xy co do ne HCl fo rmu lation s may b e co nverted to TROXYCA ER b y ad min is terin g one h alf o f th e 
p atien t ’s to tal d aily o ral o xy co d one HCl d o s e as TROXYCA ER ev ery 12 h o u rs . 

Co n v ers ion fro m Oth er Op io ids to TROXYCA ER
 
Dis co n tinue all o th er around -th e-clo ck o p io id d rugs wh en TROXYCA ER t h era p y is in it iat e d.
 

Th ere is in t er-p at ient v ariabilit y in th e relativ e p o tency o f op io id d rugs an d fo rmu lat ion s. Th erefore, a co nservat iv e appro ach is 
ad v is ed wh en d etermin in g th e to tal d aily d o sage o f TROXYCA ER. It is s afer t o u n d erest imat e a p at ient's 24-h o ur TROXYCA ER 
d os age an d p ro vid e res cu e med icat io n (e.g ., immed iat e-releas e o xy co don e) t h an t o o verest imat e t h e 24-h o u r oxycod one d osage an d 
ma n a g e an ad v erse reactio n d ue t o o verdose. 

In a TROXYCA ER c lin ic a l t ria l wit h a n o p e n -lab el titration p eriod, p atien ts were co n vert ed fro m th eir p rio r o p io id to TROXYCA 
ER u s in g Tab le 1. 

Co n si der t he fo l lowi ng when u sing t h e i n formatio n i n Table 1 : 

•	 Th is is not a tab le o f eq u ian alg esic d oses. 
•	 Th e co n versio n factors in t h is table are o n ly fo r th e co nversio n from o n e o f th e lis ted o ral o p ioid analgesics to TROXYCA ER. 
•	 Th e t ab le cannot b e u sed t o c onvert from TROXYCA ER to an o th er o pio id. Do in g s o will res ult in an o verestimation of th e 

d o s e o f th e n ew o pio id an d may result in fat al o verdose. 

To ca l cul ate t he estimat ed TROXYCA ER d ose u sing Ta bl e 1 : 

•	 Calcu lat e t h e ap proximat e t o tal d aily o ral o xy codone d ose 
o	 Fo r p at ien ts o n a s in gle o pioid , multip ly th e cu rrent t otal d aily d ose o f t h e o pio id b y t h e ap propria t e con version fa ct or 

lis t e d in Ta b le 1. 
o	 Fo r p at ien ts o n a reg imen o f mo re t han o ne o pioid , u se Table 1 t o calculate t he t ot al d aily o ral o xy co done d ose fo r each 

op io id and s um th e to tals . 

Reference ID: 3974879 



 

   
 

     
    
             

      
    
    

 
     
      

     
  

  
  

  
  

    
  

         
 

 
 

         
 

    
     

      
       

 
    

 
 

 
   

         
         

     
 

  
       

        
 

 
        

            
 

  
 

   
 

 
   

 
       

  
    

   
  

 
 

o	 For patients on a reg imen of fixed-ratio o pio id/non-opio id an alg esic p roducts, u se only the o pioid comp onent of th ese 
products for calculating the approximate total daily oral oxycodone dose. 

•	 Reduce the estimated total d aily o xy codone d ose b y 50% to obtain the daily dose of TROXYCA ER. 
•	 Divide the daily dose in half to obtain the every 12-hour dose of TROXYCA ER. 
•	 After conversion, if the total daily opioid requirement is ≤20 mg per day of oral oxycodone, initiate therapy with TROXYCA 

ER 10 mg /1.2 mg every 12 hours (i.e., TROXYCA ER 20 mg per day). 
•	 A lways round the dose down, if necessary, to the appropriate TROXYCA ER s trength(s) available. 
•	 Provide res cue medication as needed (e.g., immediate-release oxycodone). 

Tabl e 1. Convers i on Factors to TROXYCA ER1 

Prior Oral Opioid Approxi mate Oral Convers ion Factor 
Codeine (including combination drugs) 0.1 
Hydrocodone (including combination drugs) 0.67 
Hydromorphone 2.67 
Methadon e See note on conversion below 
Morphine 0.67 
Oxycodone (including combination drugs) 1 
Tramadol See note on conversion below 
Trans dermal fentanyl See note on conversion below 
1 Use t h is fo rmula t o calculat e total daily dose of T ROXYCA ER: m g/day p rio r o p io id × conversion f actor = m g/day T ROXYCA ER 

Example conversion from a single opioid to TROXYCA ER: 

•	 S tep 1 : Sum the total daily dose of the prior opioid. For example, extended-release h ydrocodon e 30 mg twice daily = 60 mg 
total daily dose of hydrocodone. 

•	 S tep 2 : Calculate the equivalent dose of oral oxycodone based on the total daily dose of the curren t o pio id using Table 1. In 
this example, 60 mg to tal daily d ose o f hy droco done × 0.67 (co nv ersion factor) = 40.2 mg of oral oxycodone daily. 

•	 S tep 3 : Reduce the dose by 50% and divide in half to obtain the every 12-hour dose of TROXYCA ER. In this example, the 
total daily dose would be 20 mg , and the final dosing regimen would be TROXYCA ER 10 mg /1.2 mg every 12 hours. 

Clos e obs ervation and frequent titration are warranted until pain management is s table on the new opioid. M onitor patients for s igns 
and s y mptoms o f opio id with drawal an d for s igns of ov ersedation/toxicity after convertin g p atients to TROXYCA ER. 

Convers ion from Trans dermal Fentanyl to TROXYCA ER 
Treatment with TROXYCA ER can be initiated after the transdermal fentanyl patch has been removed for at leas t 18 hours. A lthoug h 
there has been no s ystematic assessment o f s uch co nversion, s tart with a conservative co nversion: s ubstitute 10 mg/1.2 mg of 
TROXYCA ER every 12 hours for each 25 mcg/hr fentanyl transdermal patch. Follow the patient closely during conversion from 
trans dermal fentanyl to TROXYCA ER, as there is limited documented experience with this conversion. 

Convers ion from Trans dermal Buprenorphine to TROXYCA ER 
There has been no s ystematic as sessment of this con version. Th e recommended s tarting dose of TROXYCA ER in patients receiving 
trans dermal buprenorphine is 10 mg /1.2 mg every 12 hours . 

Convers ion from Tramadol to TROXYCA ER
 
Tramadol has both s erotonergic and o pioid activity, and there has been no s ystematic assessment of th is conversion. The
 
recommended s tarting dose of TROXYCA ER in patients receiving tramadol is 10 mg /1.2 mg every 12 hours.
 

Convers ion from Methadone to TROXYCA ER 
Clos e monitoring is of particular importance when converting from methadone to other opioid agonists. The ratio between methadone 
and other opioid agonis ts may vary widely as a function of previous dose exposure. Methadone has a long half-life and can 
accumulate in the plasma. 

2.3 Ti tration and Maintenance of Therapy 

Individually titrate TROXYCA ER to a dos age that provides adequate analgesia and minimizes advers e reactions. Continually 
reevaluate patients receiving TROXYCA ER to as s ess the maintenance of pain control and the relative incidence of adverse reactions, 
as well as monitoring for the development of addiction, abuse, or mis us e [see Wa rni ngs a n d Precaut ion s ( 5.1)]. 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, includ ing initial titration . During chronic therapy, periodically reas sess the continued 
need for opioid analgesics. 
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Patients who experience breakthrough pain may require a dosage increase of TROXYCA ER, or may need res cue medication with an 
appropriate dose of an immediate-releas e analgesic. If the level of pain increas es after dose s tabilization, attempt to identify the s ource 
of increas ed pain before increasing the TROXYCA ER dos age. Because s teady -state plasma concentrations are achieved within 
48 hours, the total daily dose o f TROXYCA ER may be adjus ted by 20 mg /2.4 mg every 2 to 3 days as needed based on efficacy, 
s afety, and tolerability. 

If unacceptable o pioid -related adverse reactions are observed, consider reducing the dosage. A djust the dosage to obtain an 
appropriate balance between management of pain and opioid-related adverse reactions. 

There are no well-controlled clinical s tudies evaluating the s afety and efficacy with dosing more frequ ently than ev ery 12 hours . 

2.4 Dis continuation of TROXYCA ER 

W hen a patient no longer requires therapy with TROXYCA ER, taper the dose gradually, by 25% to 50% every 2 to 4 days , while 
monitoring carefully for s igns and s ymptoms of withdrawal. If the patient develops these s igns or s ymptoms , rais e the dose to the 
previous level and taper more s lowly, either by increasing the interval between decreases, decreasing the amount of change in dose, or 
both. Do not abruptly discontinue TROXYCA ER [see Warnings and Precautions ( 5.12), Drug Abuse and Dependence ( 9.3)]. 

2.5 Adminis tration of TROXYCA ER 

In s tru ct p atients to s wallow TROXYCA ER caps ules in tact. The capsules contain pellets that consist of oxycodone HCl and 
s equestered naltrexone HCl. The pellets in the capsules are not to be manipulated, i.e., crus hed, dis solved, or chewed due to the ris k of 
rapid releas e and absorption of a potentially fatal dose of oxycodone [see Wa rn i ngs a n d Precaut ions ( 5.1)]. Consuming TROXYCA 
ER caps ules that have been altered by crushing, dissolving, or chewing the pellets can release s ufficient naltrexone to precipitate 
withdrawal in opioid-dependent in d ividuals [see Wa rn i ngs a n d Precaution s ( 5.12)]. 

Alternatively, the contents of the TROXYCA ER caps ules (pellets) may be s prinkled over applesauce and then s wallowed. This 
method is appropriate only for patients able to reliably s wallow the applesauce without chewing. Other foods have not been tested and 
s hould not be s ubstituted for applesauce. Ins truct the patient to: 

• Open the capsule. 
• Sprinkle the pellets onto a s mall amount of applesauce an d s wallo w immediately without chewing. 
• Rins e the mouth to ensure all pellets have been s wallowed. 
• Dis card the empty capsule s hell after the contents have been s prinkled on applesauce. 

Do not adminis ter TROXYCA ER pellets through a nasogastric or gastric tube. 

DOS AGE FORMS AND S TRENGTHS 

TROXYCA ER is availab le in 6 s trengths as an extended-release hard gelatin capsule filled with common pellets as noted below: 

S treng th (oxycodone hydrochl ori de/
naltrexone hydrochloride) 

Des cription 

10 mg/1.2 mg Hard gelatin capsule, s ilver opaque body with “NTO 10” printed in black ink, yellow 
opaque cap with “Pfizer” printed in black ink 

20 mg/2.4 mg Hard gelatin capsule, s ilver opaque bo dy with “NTO 20” printed in black ink, vio let 
opaque cap with “Pfizer” printed in white in k 

30 mg/3.6 mg Hard gelatin capsule, s ilver opaque body with “NTO 30” printed in black ink, fuchs ia 
opaque cap with “Pfizer” printed in black ink 

40 mg/4.8 mg Hard gelatin capsule, s ilver opaque body with “NTO 40” printed in black ink, oliv e 
green opaque cap with “Pfizer” printed in b lack in k 

60 mg/7.2 mg Hard gelatin capsule, s ilver opaque body with “NTO 60” printed in black ink, green 
opaque cap with “Pfizer” printed in black ink 

80 mg/9.6 mg Hard gelatin capsule, s ilv er opaque bo dy with “NTO 80” printed in black ink, brick red 
opaque cap with “Pfizer” printed in black ink 

Reference ID: 3974879 



 

  
 

   
 

     
    

 
     
          

 
 

  
 

    
 

        
      

   
 

 
   

    
 

   
    

    
  

     
     

 
         

     
    

   
 

   
    

  
   

  
 

   
 

   
    

   
   

 
 

   
     

    
 

      
       

   
 

         
  

 

4 CONTRAINDICATIONS 

TROXYCA ER is c o n t rain dic a te d in p a t ie n ts wit h : 

•	 Sig n ific a n t re s p irato ry d e pression [see Warning s and Precautio ns ( 5.2)] 
•	 Acu t e o r s evere b ronchial as thma in an u n mo n itored s ett ing o r in the ab sence o f res uscitative eq uipmen t [see Warnings and 

Precautions (5.6)] 
•	 Kn o wn o r s u sp ected g a stro int est in al o b st ruct io n, in c lu din g p ara ly tic ile u s [see Wa rn ings a nd Precautions ( 5 .10)] 
•	 Hy pers ensit ivit y (e.g ., an aphylaxis ) to o xy co d one o r n alt rexo n e o r an y o ther co mp onents o f t h e TROXYCA ER fo rmu latio n

[see Adverse Reactions ( 6.1 )] 

5 WARNINGS AND PRECAUTIONS 

5 .1 Addicti on, Abus e, and Mis us e 

TROXYCA ER co n t ains o xy co don e, a Sch ed ule II co n t ro lle d s u bsta nce. A s an o p ioid , TROXYCA ER exp o s es u sers to th e ris ks o f 
ad d ictio n , ab use, an d mis u se [see Drug Ab use and Dependence ( 9)]. A s ext en ded-release p ro ducts s uch as TROXYCA ER d eliv er t h e 
o p io id o v er an ext en d ed p erio d o f time, th ere is a g reater ris k fo r ov erd o se and d eath d ue to th e larg er amo u n t o f o xy co d one present 
[see Drug Abuse and Dependence (9)]. 

A ltho u gh t h e ris k o f ad diction in an y in d iv idual is u nkn own , it can o ccur in p atien ts ap pro priately p rescrib ed TROXYCA ER an d in 
th o s e wh o o b tain t he d ru g illicitly . A dd iction can o ccu r at recommen d ed d osages and if th e d ru g is mis u s ed o r ab u sed . 

A s s ess each p atien t’s ris k fo r op io id ad d ict ion , ab use, o r mis u s e p rio r to p rescrib in g TROXYCA ER, and mo n ito r all p atien t s 
receiv in g TROXYCA ER for th e d ev elo pment o f th ese b ehavio rs o r co n ditio ns. Ris ks are in creased in p at ients with a p ers o nal or 
family h is tory o f s ubstan ce ab use (in clu d in g dru g o r alcoh ol ad dictio n or ab u se) o r men tal illnes s (e.g ., majo r d ep ressio n). Th e 
p o ten tial fo r th es e ris ks s hou ld n ot , h owever, p revent t he p ro per man agement o f p ain in an y g iv en p atient . Pat ient s at in creased ris k 
may b e p res crib ed o pio id s s uch as TROXYCA ER, b u t u s e in s uch p atients n ecessit ates in t ensiv e co unselin g ab o ut th e ris ks an d 
p rop er u s e o f TROXYCA ER alo n g with inten siv e mo n ito rin g fo r s ig ns o f ad d ictio n, ab use, an d mis u se. 

A b use o r mis us e o f TROXYCA ER b y cu ttin g, b reakin g, ch ewing , cru shin g, o r d is solv in g t h e p elle t s in TROXYCA ER an d th en 
s wallo win g, s norting or in jecting will res u lt in t h e u n con tro lled d eliv ery o f th e o xy co don e and can res ult in o v erdose an d d eath [see 
Overdosage (10)]. M is use o r ab use o f TROXYCA ER b y t h es e met h o ds may als o release s ufficient n alt rexo n e t o p recip it at e 
with d rawal in o p ioid -d e pe nde nt in d iv iduals [see Warnings and Precautions ( 5.12)]. 

Op io id s are s o ug ht b y d ru g ab users and people wit h ad d ictio n dis ord ers an d are s ubject to criminal div ers io n . Co n sider th ese ris ks 
wh en p res cribin g o r d is pen sing TROXYCA ER. Strateg ies to reduce these ris ks in clu de p rescrib in g th e d rug in t h e s malles t 
ap p ro p riate qu antity an d ad vis ing th e p atien t o n t h e pro per dis posal o f un used dru g [see Patient Co unseling Info rmation ( 17)]. 
Co n t act t h e lo cal s t ate p ro fessio nal licen s in g b o ard o r s tate co n trolled s ubstances autho rit y fo r in fo rmat io n o n h ow t o p re ve nt a nd 
d etect abuse o r div ersion o f th is pro du ct. 

5 .2 Life-Threatening Res piratory Depres sion 

Se rio u s , life -t h reat enin g, o r fat al res p irato ry d epression h as b een rep orted with th e u se o f o p ioid s, ev en wh en u sed as recommen d ed. 
Res p ira t o ry d epressio n, if n o t immed iat ely reco g n ized and t reat ed , may lead t o res pirat ory arrest and d eat h. M anagemen t o f 
res p irat o ry d epression may in clu d e clo s e o b serv at ion , s uppo rtive measu res, an d u se o f o p ioid an tagon ists, d ep end ing o n t h e p atient’s 
c lin ic a l s t at us [see Overdosage ( 10)]. Carb on d ioxide (CO2) reten tio n fro m o p io id -in du ced res pirat ory d epressio n can exacerb ate t h e 
s ed ating effects o f o pio id s. 

W h ile s e rio u s, life -th reatening, o r fatal res piratory d epression can occur at an y time d u rin g th e u se o f TROXYCA ER, t h e ris k is 
g reatest d urin g the in itiatio n o f therapy o r fo llo win g a d o sag e in crease. M o nit or p a t ie nt s clo sely fo r re s p ira to ry d epre ssion , e sp ec ia lly 
wit h in t h e firs t 24-72 h o urs o f in it iatin g t herapy with an d fo llo win g d osage in creases o f TROXYCA ER. 

To redu ce th e ris k o f res p irat ory d ep ressio n, p ro pe r d osin g an d tit ratio n o f TROXYCA ER are es s ential [see Dosage and 
Administration ( 2)]. Ov erestimatin g th e TROXYCA ER d o s age wh en co nvert ing p atients fro m ano ther o p io id p rod uct can result in 
fat al o v erd o se with th e firs t d o se. 

A ccid en tal in g estio n o f ev en o n e d ose o f TROXYCA ER, es p ecially b y ch ild ren , can res ult in re s p ira t ory d e pre ssio n an d d e a th d u e t o 
an o v erd ose o f oxyco d one. 

Reference ID: 3974879 



 

   
 

   
 

   
    

  
 

       
 

     
  

  
    

    
    

  
   

 
     

  
   

    
   

 
      

 
    

   
    

 
      

 
      

       
  

 
   

 
 

  
  

 
   

  
      

  
 

    
     

   

     
    

 
 

  
 

  
  

   
   

5.3	 Neonatal Opioid Withdrawal S yndrome 

Prolonged use of TROXYCA ER during pregnancy can result in withdrawal in the neonate. Neonatal opioid withdrawal syndrome, 
unlike opioid withdrawal syndrome in adults, may be life-threatening if not recognized and treated, and requires management 
according to protocols developed by neonatology experts. Observe newborns for signs of neonatal opioid withdrawal syndrome and 
manage accordingly. Advise pregnant women using opioids for a prolonged period of the risk of neonatal opioid withdrawal syndrome 
and ensure that appropriate treatment will be available [see Use in Sp ecific Po pulations ( 8 .1), Pa tient Counseling In formation ( 17) ]. 

5.4	 Ris k s of Concomitant Us e or Dis continuation of Cytochrome P45 0 3A4 Inhibitors and Inducers 

Concomitant use of TROXYCA ER with a CYP3A4 inhibitors, such as macrolide antibiotics (e.g., erythromycin), azole-antifungal 
agents (e.g., ketoconazole), and protease inhibitors (e.g., ritonavir), may increase plasma concentrations of oxycodone and prolong 
opioid adverse reactions, which may cause potentially fatal res piratory depression [see Warnings a nd Precautio ns ( 5.2)], particularly 
when an inhibitor is added after a stable dose of TROXYCA ER is achieved. Similarly, discontinuation of a CYP3A4 inducer, such as 
rifampin, carbamazepine, and phenytoin, in TROXYCA ER-treated patients may increase oxycodone plasma concentrations and 
prolong opioid adverse reactions. When using TROXYCA ER with CYP3A4 inhibitors or discontinuing CYP3A4 inducers in 
TROXYCA ER-treated patients, monitor patients closely at frequent intervals and consider dosage reduction of TROXYCA ER until 
stable drug effects are achieved [see Drug Interactions ( 7)]. 

Concomitant use of TROXYCA ER with CYP3A4 inducers or discontinuation of an CYP3A4 inhibitor could decrease oxycodone 
plas ma concentrations, decrease opioid efficacy or, possibly, lead to a withdrawal syndrome in a patient who had developed physical 
dependence to oxycodone. When using TROXYCA ER with CYP3A4 inducers or discontinuing CYP3A4 inhibitors, monitor patients 
clos ely at frequent intervals and consider increasing the opioid dosage if needed to maintain adequate analgesia or if symptoms of 
opioid withdrawal occur [see Drug Interactions ( 7)]. 

5.5	 Ris k s Due to Interactions with Central Nervous S ys tem Depres sants 

Hypotension, profound sedation, res piratory depression, coma, and death may result if TROXYCA ER is us ed concomitantly with 
alcohol or other central nervous system (CNS) depressants (e.g., benzodiazepines and other s edatives/hypnotics, anxiolytics, 
tranquilizers , muscle relaxants, general anesthetics, antipsychotics, and other opioids). 

When considering the use of TROXYCA ER in a patient taking a CNS depressant, assess the duration of use of the CNS depressant 
and the patient’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 TROXYCA ER is made, s tart with a lower 
dosage of TROXYCA ER, monitor patients for signs of respiratory depression, s edation, and hypotension, and consider using a lower 
dose of the concomitant CNS depressant [see Drug Interactions ( 7)]. 

5.6	 Life-Threatening Res piratory Depres sion in Patients with Chronic Pulmonary Dis eas e or in Elderly, Cachectic, or
Debilitated Patients 

The use of TROXYCA ER in patients with acute or severe bronchial asthma in an unmonitored setting or in the absence of
 
res us citative equipment is contraindicated.
 

Patients with Chronic Pulmonary Disease: TROXYCA ER-treated patients with s ignificant chronic obstructive pulmonary disease or 
cor pulmonale, and those with a substantially decreased respiratory reserve, hypoxia, hypercapnia, or pre-exis ting res piratory 
depression are at increased risk of decreased res piratory drive including apnea, even at recommended dosages of TROXYCA ER [see 
Warnings and Precautions ( 5 .2)]. 

Elderly, Cachetic, or Debilitated Patients: Life-threatening respiratory depression is more likely to occur in elderly, cachectic, or 
debilitated patients because they may have altered pharmacokinetics or altered clearance compared to younger, healthier patients [see 
Warnings and Precautions (5.2)]. 

Monitor s uch patients closely, particularly when initiating and titrating TROXYCA ER and when TROXYCA ER is given 
concomitantly with other drugs that depress respiration [see Warnings and Precautio ns ( 5.2 , 5 .5)]. Alternatively, consider the use of 
non-opioid analgesics in these patients. 

5.7	 Adrenal Ins ufficiency 

Cases of adrenal insufficiency have been reported with opioid use, more often following greater than one month of use. Presentation 
of adrenal insufficiency may include non-specific symptoms and signs including nausea, vomiting, anorexia, fatigue, weakness, 
dizziness, and low blood pressure. If adrenal ins ufficiency is suspected, confirm the diagnosis with diagnostic testing as soon as 
possible. If adrenal ins ufficiency is diagnosed, treat with physiologic replacement doses of corticosteroids. Wean the patient off of the 
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o p io id t o allo w ad ren al fu n ctio n to reco ver an d co ntinu e co rt icosteroid treatmen t u n til ad ren al fu n ctio n reco vers . Oth er o p io ids may be 
t ried as s o me cas es rep orted u se o f a d ifferen t o p io id wit h out recurren ce o f ad renal in s ufficien cy. Th e in fo rmat io n av ailable d o es n ot 
id en tify an y p articular o p ioid s as b ein g mo re likely t o b e as s ociated wit h ad renal in s ufficien cy . 

5.8 S evere Hypotens ion 

TROXYCA ER may cau s e s evere h y pot ensio n in clu d ing o rthostatic hypo tensio n an d s yncop e in amb u lato ry p atien ts. Th ere is an 
in creas ed ris k in p atien ts wh ose ab ility to main t ain b lo od p ressure h as alread y b een comp ro mis ed b y a red u ced b lo od v o lume o r 
co n cu rrent admin is t ratio n o f cert ain CNS d ep ressant d ru gs (e.g ., p h en oth iazin es o r g en eral an esth etics) [see Drug Interactions ( 7)]. 
Mo n ito r t h ese p atient s fo r s ig ns o f h y p otensio n aft er in it ia t in g o r titratin g the d osage o f TROXYCA ER. In p at ien t s wit h circu lat ory 
s h ock, TROXYCA ER may cau s e v asod ilation that can further red uce cardiac o utput an d blo od p ressu re. A v oid th e u s e o f 
TROXYCA ER in p at ien t s wit h circu lat o ry s hock. 

5.9 Ris k s of Us e in Patients with Increas ed Intracranial Pres s ure, Brain Tumors , Head Injury, or Impaired
Cons cious ness 

In p at ien ts wh o may b e s u scept ible t o t h e in t racranial effect s o f CO2 ret en t io n (e.g ., t h ose wit h ev id ence o f in creased in t racranial 
p res s ure o r b rain tu mo rs), TROXYCA ER may red u ce res pirato ry d riv e, an d th e resu ltant CO2 ret en t io n can fu rt h er in crease 
in t racran ial p res sure. M on ito r s uch p atien ts fo r s ig ns o f s edat io n an d res pirat ory d epressio n, p art icularly wh en in it iat in g t h erap y wit h 
TROXYCA ER. 

Op io id s may als o o bscure t he clinical cou rse in a p atien t wit h a h ead in ju ry . A vo id t he u se o f TROXYCA ER in p at ien ts with 
imp aired co n scio usness o r co ma. 

5.10 Ris k s of Us e in Patients with Gas trointes tinal Conditions 

TROXYCA ER is co n t rain dicated in p a t ie n ts wit h g ast roin te stin al o b st ructio n, in c lu d ing p a raly t ic ile u s. 

Th e o xy co d o ne in TROXYCA ER may cau s e sp asm o f th e s p hin ct er o f Od d i. Op io id s may cau se in creases in s erum amy las e. M o nitor 
p a t ie n t s wit h b ilia ry t ra c t d is e ase, in clu din g a c ut e p an cre at it is, fo r wo rs e nin g s ymp t oms . 

5.11 Increas ed Ris k of S eizures in Patients with S eizure Disorders 

Th e o xy co do ne in TROXYCA ER may in creas e t he freq u ency o f s eizu res in p a t ie n ts wit h s eizu re d iso rders an d may in crease t he ris k 
o f s eizu res in o ther c lin ical s e t t in gs associated wit h s eizu res. M o nit or p a t ients wit h a h is t o ry o f s e izu re d is orde rs fo r wo rs e ned s eizu re 
co ntrol d u ring TROXYCA ER t h erap y. 

5.12 Withdrawal 

A v o id th e u se o f mixed ag o n is t /a nta gon ist (e.g ., p entazo cin e, n albu phin e, an d b ut orp han ol) o r p artial ag o nis t (e.g ., bu p ren orph ine) 
an alg esics in p at ien ts wh o h ave received o r are receiv in g a co urse o f t h erapy wit h a fu ll o p io id ag o nist a n alg esic , in c lu din g 
TROXYCA ER. In th es e p atien ts, mixed ag o n ists/antagon ist and p a rtia l a g o nist an alg esics may red uce t he an alg esic effect an d/ or may 
p recip it at e wit h drawal s ymp t oms . 

Co n s u min g TROXYCA ER th at h as b een alt ered b y crush ing , ch ewin g, o r d is so lvin g t h e p ellet s can release s ufficien t n alt rexo ne t o 
p re c ip it a t e wit h dra wa l in o p io id -de pendent in d ivid uals. Symp toms o f with d rawal u s ually ap pear with in fiv e min u t es o f in g estio n o f 
n alt rexo n e, can las t fo r u p to 48 h o u rs , an d can in clu d e men t a l s t at us ch an ges, res tlessn ess, lacrimatio n , rh in o rrhea, y awning , 
p ers p irat ion , ch ills , my alg ia, an d my d ria sis . Sig n ificant flu id lo s ses from v o mit in g an d d iarrh ea can req uire intrav eno us flu id 
ad min is t ra t io n. 

W h en d is con tin uin g TROXYCA ER, g rad u ally t ap er th e d osage [see Do sage and Ad ministration ( 2.4)]. Do n o t ab ru ptly d is co ntinue 
TROXYCA ER [see Drug Abuse a nd Dependence ( 9.3)]. 

5.13 Ris k s of Driving and Operating Machinery 

TROXYCA ER may imp air t h e men t al o r p h y s ical ab ilit ies n eeded t o p erform p o t ent ially h azardou s activ it ies s uch as d riv ing a car o r 
o p erat in g mach in ery. W a rn p a tie n ts n o t to d rive o r o p erat e d ang ero us mach in ery u nless th ey are t o lerant t o t h e effects o f 
TROXYCA ER and kn o w h o w th ey will react t o th e med icatio n [see Pa tient Counseling In fo rmation (17 )]. 

Reference ID: 3974879 
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5.14 Laboratory Tes ts and Moni tori ng 

Naltrexone does not interfere with thin-layer, gas-liquid, or high pressure liquid chromatographic methods which may be used for the 
separation and detection of morphine, methadone, oxycodone, or quinine in the urine. Naltrexone may or may not interfere with 
enzymatic methods for the detection of opioids depending on the s ensitivity and specificity of the test. Consult the test manufacturer 
for details . 

Not every urine drug test for “opioids” or “opiates” detects oxycodone reliably, especially those designed for in-office us e. Further, 
many laboratories will report urine drug concentrations below a specified “cut-off” value as “negative”. Therefore, if urine testing for 
oxycodone is considered in the clinical management of an individual patient, ensure that the sensitivity and specificity of the assay is 
appropriate, and consider the limitations of the testing used when interpreting results. 

ADVERS E REACTIONS 

The following serious adverse reactions are dis cussed els ewhere in the labeling: 

• Addiction, Abuse, and Misuse [see Warnings and Precautions ( 5.1 )] 
• Life-Threatening Respiratory Depression [see Wa rn i ngs a nd Preca uti ons ( 5 .2)] 
• Neonatal Opioid Withdrawal Syndrome [see Wa rn i ngs a n d Precaut io ns ( 5.3 )] 
• Interactions with CNS Depressants [see Wa rn ings a n d Precaut ion s ( 5.5)] 
• Adrenal Ins ufficiency [see Wa rn i ngs a n d Precaut ion s ( 5.7)] 
• Severe Hypotension [see Warnings and Precautions ( 5.8)] 
• Gas trointestinal Adverse Reactions [see Wa rn i ngs a n d Precaut ion s ( 5.10 )] 
• Seizures [see Wa rn in gs a n d Precaut ion s ( 5.11)] 
• Withdrawal [see Warnings and Precautions ( 5.12)] 

6 .1 Clinical Trials Experience 

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

In controlled and uncontrolled studies, the most common adverse reactions were nausea, constipation, vomiting, headache, and 
somnolence. The most common adverse reactions leading to dis continuation (≥1% in any of the treatment phases) were nausea, 
constipation, vomiting, somnolence, headache, fatigue, and dizziness. 

In a randomized, placebo-controlled, double-blind study in subjects with moderate-to-severe chronic low back pain, 410 s ubjects 
received TROXYCA ER. This study utilized an enriched enrollment with a randomized withdrawal design in which subjects were 
titrated to effect on open-label TROXYCA ER for up to 42 days. Once their pain was controlled, 280 subjects were randomized to and 
received active treatment with TROXYCA ER (146 subjects) or were tapered off TROXYCA ER using a double-dummy design and 
treated with placebo (134 subjects) for 12 weeks . 

Adverse reactions reported in ≥2% of subjects receiving TROXYCA ER in either the titration phase or maintenance phase of the 
placebo-controlled study are presented in Table 2. 

Reference ID: 3974879 



 

           

 
 

 

 
 
 

 

 
 

 
 

  
 

 
 

     
    

            
             
              
        
          
            

  
 

   

               
             
              

 
 

   

              
               
              

     
            
            
          
            

    
              

 
 

   

              
  
 

   

            
          

    
            

        
 

           
   

    
   
    
    

 
     

      
     

 
     

Table 2. Advers e Drug Reactions Reported in ≥2% of S ubjects Receiving TROXYCA ER in the Placebo-Controlled S tudy 

S ys tem Organ Clas s 

Open-Label 
Titration Phas e 
TROXYCA ER 
(N=410) 

Double-Blind 
Maintenance Phas e 
TROXYCA ER 
(N=146) 

Double-Blind 
Maintenance Phas e 
Placebo 
(N=134) 

Advers e Drug Reaction (ADR) n (% ) n (% ) n (% ) 
Gas trointes tinal dis orders 

Abdominal paina 12  ( 2.9) 2 ( 1.4) 8 ( 6.0) 
Co n s t ipatio n 61  (14.9) 5 ( 3.4) 3 ( 2.2) 
Diarrh ea 9 ( 2.2) 8 ( 5.5) 6 ( 4.5) 
Dry mouth 13  ( 3.2) 0 0 
Nau s ea 84  (20.5) 21  (14.4) 5 ( 3.7) 
Vo mitin g 37  ( 9.0) 9 ( 6.2) 4 ( 3.0) 

General dis orders and adminis tration 
s ite conditions 

Drug withdrawal s y ndro meb 4 ( 1.0) 4 ( 2.7) 2 (1.5) 
Fatigue 13  ( 3.2) 5 ( 3.4) 1 ( 0.7) 
Ed ema p erip h eral 3 ( 0.7) 3 ( 2.1) 1 ( 0.7) 

Mus culos k eletal and connective tissue 
dis orders 

A rt h ralg ia 3 ( 0.7) 3 ( 2.1) 1 ( 0.7) 
Back p ain 5 ( 1.2) 3 ( 2.1) 8 ( 6.0) 
M u s cle s p asms 1 ( 0.2) 4 ( 2.7) 1 ( 0.7) 

Nervous s ys tem dis orders 
Dizzin es s 24  ( 5.9) 6 ( 4.1) 1 ( 0.7) 
Headache 30  ( 7.3) 2 ( 1.4) 7 ( 5.2) 
Hypoesthesia 0 3 ( 2.1) 0 
Somnolencec 37  ( 9.0) 1 ( 0.7) 1 ( 0.7) 

Ps ychiatric dis orders 
Ins omnia 8 ( 2.0) 1 ( 0.7) 1 ( 0.7) 

Res piratory, thoracic and 
medias tinal dis orders 

Oropharyngeal pain 1 ( 0.2) 4 ( 2.7) 1 ( 0.7) 
S k in and s ubcutaneous tis sue 
dis orders 

Hyperhidrosisd 10  ( 2.4) 4 ( 2.7) 1 ( 0.7) 
Pru rit u s e 27  ( 6.6) 3 ( 2.1) 0 

Vas cular dis orders 
Hot flus hf 10  ( 2.4) 2 ( 1.4) 3 ( 2.2) 

a. Abdo m in al p ain also in cludes Abdo m in al disco m fo r t , Abdo m in al p ain lo wer , Abdo m in al p ain up p er, Abdo m in al t en der n ess, E p igast r ic 
discom fort , and Gast roint est inal pain. 

b.	 Dr ug wit h drawal sy n dro m e ADR in cludes Drug wit h dr awal sy n dro m e an d W it h dr awal sy n dr o m e MedDRA P r ef er r ed T er m s o r a sco re o f 
gr eat er t h an o r equal t o 1 3 o n t h e Clin ical Op iat e W it h drawal Scale. 

c.	 So m n o len ce also in cludes Sedat io n . 
d.	 Hyperhidrosis also includes Cold sweat . 
e.	 P r ur it us also in clude s P r ur it us gen er alized. 
f.	 Ho t f lush also in cludes Flush in g. 

A n additional 395 s u b jects received at leas t o n e d ose of TROXYCA ER in an op en -label, 12-month s afet y s t udy o f s u bjects wit h 
mo derate-to-severe chronic no n-cancer p ain. In t h is s t udy, 193 s u b jects received TROXYCA ER fo r at leas t 6 months and 
105 s ubjects received TROXYCA ER for approximately 12 months . 

A d verse reactio ns rep orted in ≥2% of s ubjects of the 12-month open-lab el s afety s tud y are p resented in Tab le 3. 

Reference ID: 3974879 



 

       

  
 

   
  

      
      
      
        
       
      

   
       
      

   
      
      
        

   
      
      
      
        

  
      
      
        

   
      
         

   
      
      

  
      

       
 

    
   
     
    

 
  

     
  

 

Table 3. Advers e Drug Reactions Reported in ≥2% of Subjects in the 12-Month Open-Label Safety Study 

Sys tem Organ Clas s TROXYCA ER 
(N=395) 

Advers e Drug Reaction (ADR) n (% ) 
Gas trointes tinal disorders 

Abdominal paina 33  ( 8.4) 
Co ns tipatio n 84  (21.3) 
Diarrh ea 36  ( 9.1) 
Dry mouth 9 ( 2.3) 
Naus ea 100  (25.3) 
Vo miting 55  (13.9) 

General disorders and administration s ite conditions 
Fatigue 36  ( 9.1) 
Edema peripheral 15  ( 3.8) 

Mus culos keletal and connective tis s ue disorders 
A rthralg ia 13  ( 3.3) 
Back pain 25  ( 6.3) 
Mus cle s p asms 9 ( 2.3) 

Nervous s ys tem dis orders 
Dizzines s 34  ( 8.6) 
Headache 46  (11.6) 
Somnolenceb 38  ( 9.6) 
Tremor 8 ( 2.0) 

Psychiatric dis orders 
Depres sion 13  ( 3.3) 
Ins omnia 20  ( 5.1) 
Res tlessness 9 ( 2.3) 

Res piratory, thoracic and mediastinal dis orders 
Cough 10  ( 2.5) 
Oroph ary ngeal pain 9 ( 2.3) 

Skin and s ubcutaneous tis sue dis orders 
Hyperhidrosisc 27  ( 6.8) 
Pru ritu s d 22  ( 5.6) 

Vas cular disorders 
Hot flus he 17  ( 4.3) 

a.	 Abdominal pain also includes Abdominal discomfort , Abdominal pain lower, Abdominal pain upper, Abdominal t enderness, Ep igast ric 
discomfort , and Gast roint est inal pain. 

b.	 Somn o lence also includes Sedat io n . 
c.	 Hyperhidrosis also includes Cold sweat . 
d.	 P r ur it us also in cludes P r ur it us gen eralized. 
e.	 Ho t flush also in cludes Flushing. 

Less Common Advers e Reactions 
Th e fo llowing adverse reactions occurred in patients taking TROXYCA ER in controlled and uncontrolled Phase 3 clin ical trials with 
a frequency of <2%. Adverse reactions are lis ted in descending order of frequency within System Organ Clas s . 

Reference ID: 3974879 



 

          
   

 
  

  
   

  
  

  
 

      

   
    

  
  

 
 

 

  
     

  
 

 
 

   
  

    
    
    
    
   

 
  

  
     

   
 

  
   

    
  

      
 

   

  
 

 
  

 
  

Tabl e 4. Advers e Drug Reactions Reported in <2 % of S ubjects in All Phas es of the TROXYCA ER Phas e 3 S tudies 
S ys tem Org an Cl as s Advers e Drug Reaction (ADR) 

Preferred Term 
Blo o d an d ly mp h at ic d is orders A n emia, Lymp h ad en opathy 
Card iac d is o rd ers Tach y card ia, Palp it atio ns, Brad y cardia 
Ear an d lab y rin th d iso rders Vertig o , Tin n itu s 
Ey e d is o rd ers Lacrimat io n in creas ed 
Gas t ro in t e stin a l d is ord ers Dy s p epsia 
Gen eral d is o rd ers and ad min istratio n s ite 
co n d it io ns 

Ch ills , Pain , In flu e n za like illn e s s , Irrit a b ilit y , Ch es t p a in a , Py rexia, Ed ema, M alais e 

Immu n e s y s tem d is ord ers Dru g h y p ersensitivit y b 

In v e s t iga tio ns Blo o d p res su re in creased , Blo o d test osterone d ecreased , Blo o d g lu cose in creasedc , 
Liv er fu n ctio n t est ab normald 

M et ab olis m an d n u tritio n d is orders Decreas ed ap petit e, Go u t 
Mu s c ulo skele t al an d c o nn ec tiv e t is sue 
d is o rd ers 

M y alg ia , M u scle t wit c hin g, M u sculo skeletal s t iffn ess, A rt hrit is 

Nerv o u s s ystem d is o rd ers Pares t h esia, Let h argy , Dis t urbance in at t en tio n, M ig raine, Dy sg eusia 
Ps y ch ia tric d is o rders A b n o rmal d reams , Co n fusio nal s t at e, Dis o rien ta tio n, Lib id o d ecreased, Dru g ab use 

Ren al an d urin ary d is o rders Dy s u ria, Hemat u ria 
Res p irat o ry, t h o racic an d med ias tin al 
d is o rd ers 

Rh in o rrh o ea, Bro n ch itis ch ronic, Dy s pnea, Dy s pho nia 

Skin an d s u b cutan eou s tissu e d is ord ers Ras h e, Urt ic a ria 
Su rg ical an d med ical p ro ced ures In t en tio nal d ru g mis u se 
a. Chest pain also includes Chest discom f or t  and Non -car diac ch est p ain . 
b. Dr ug hyper sensit ivit y also includes Hyper sensit ivit y. 
c. Blo o d gluco se in cr eased also in cludes Diabet es m ellit us in adequat e co n t r o l. 
d. L iv er f un ct io n t est abn o r m al in cludes Alan in e am in o t r an sf er ase in cr eased an d Asp ar t at e am in o t r ansf er ase in cr eased. 
e. Rash also in cludes Rash p r ur it ic. 

6 .2 Pos tmark eting Experience 

Th e fo llo win g ad v erse reactio ns h ave b een iden tified d u rin g p ost -appro val u s e o f o xy co don e. Because t h ese reactio ns are rep o rted 
v o lu n tarily fro m a p o p u lation o f u n certain s ize, it is n o t alway s p ossib le to reliab ly es timate th eir freq u ency o r es t ablis h a causal
relatio n s hip to d ru g exp o sure. 

Sero t o n in s yndro me: Ca s e s o f s erot onin s ynd rome , a p o t ent ially life -th reatenin g co nditio n, hav e been rep orted d urin g con comitan t u se
o f o p io id s with s ero ton erg ic d rug s. 

A d re n a l in s uffic ie n cy : Cas es o f ad renal ins u fficiency h ave b een rep orted with o pio id u se, mo re o ft en fo llo win g g reater t h an o ne 
mo n th o f u s e. 

A n ap hylaxis an d p h aryngeal ed ema : A n aph yla xis an d p haryn geal ed ema h ave b een rep ort ed with in g red ients co ntained in TROXYCA 
ER. 

A n d ro gen d eficiency: Cas es o f an d rogen d eficiency h ave o ccu rred wit h ch ro nic u se o f o p ioid s [see Cl in ical Pha rmaco log y ( 1 2.2)]. 

M y o cardia l is ch emia an d v e n tric ula r fib rilla t io n : M y o cardial is ch emia an d ventricular fib rillat io n h ave b een rep orted wit h o xy co do ne
o v erd o se. 

DRUG INTERACTIONS 

Tab le 5 in c lu d es c lin ic ally s ig nific a n t d ru g in t eract ion s wit h TROXYCA ER. 

Reference ID: 3974879 
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Table 5: Clinically Significant Drug Interactions with TROXYCA ER 
Inhibitors of CYP3A4 and CYP2D6 

Clinical Impact: The concomitant use of TROXYCA ER and CYP3A4 inhibitors can increase the plasma 
concentration of oxycodone, resulting in increased or prolonged opioid effects. These effects 
could be more pronounced with concomitant use of TROXYCA ER and CYP2D6 and CYP3A4 
inhibitors, particularly when an inhibitor is added after stable dose of TROXYCA ER is achieved
[see Warnings and Precautions (5.4)]. 
After stopping a CYP3A4 inhibitor, as the effects of the inhibitor decline, the oxycodone plasma 
concentration will decrease [see Clinical Pharmacology (12.3)], resulting in decreased opioid 
efficacy or a withdrawal syndrome in patients who had developed physical dependence to 
oxycodone. 

Intervention: If concomitant use is necessary, consider dosage reduction of TROXYCA ER until stable drug 
effects are achieved. Monitor patients for res piratory depression and s edation at frequent 
intervals . 
If a CYP3A4 inhibitor is discontinued, consider increasing the TROXYCA ER dosage until 
stable drug effects are achieved. Monitor for signs of opioid withdrawal. 

Examples: Macrolide antibiotics (e.g., erythromycin), azole-antifungal agents (e.g., ketoconazole), protease 
inhibitors (e.g., ritonavir) 

CYP3A4 Inducers 
Clinical Impact: The concomitant us e of TROXYCA ER and CYP3A4 inducers can decrease the plasma 

concentration of oxycodone [see Clinical Pharmacology (12.3)], res ulting in decreased efficacy 
or onset of a withdrawal syndrome in patients who have developed physical dependence to 
oxycodone [see Warnings and Precautions (5.4)]. 
After stopping a CYP3A4 inducer, as the effects of the inducer decline, the oxycodone plasma 
concentration will increase [see Clinical Pharmacology (12.3)], which could increase or prolong 
both the therapeutic effects and adverse reactions, and may cause s erious respiratory depression. 

Intervention: If concomitant use is necessary, consider increasing the TROXYCA ER dosage until stable drug 
effects are achieved. Monitor for signs of opioid withdrawal. If a CYP3A4 inducer is 
discontinued, consider TROXYCA ER dosage reduction and monitor for signs of respiratory 
depression. 

Examples: Rifampin, carbamazepine, phenytoin 
Central Nervous System (CNS) Depressants 

Clinical Impact: Due to additive pharmacologic effects, the concomitant us e of CNS depressants can increase the 
risk of hypotension, respiratory depression, profound sedation, coma, and death. 

Intervention: Consider dose reduction of one or both drugs. Monitor patients for signs of respiratory 
depression, sedation, and hypotension [see Warnings and Precautions (5.2)]. 

Examples Alcohol, benzodiazepines, and other sedatives/hypnotics, anxiolytics, tranquilizers, muscle 
relaxants , general anesthetics, antipsychotics, other opioids. 

Serotonergic Drugs 
Clinical Impact: The concomitant use of opioids with other drugs that affect the serotonergic neurotransmitter 

system has resulted in serotonin syndrome. 
Intervention: If concomitant use is warranted, carefully observe the patient, particularly during treatment 

initiation and dose adjustment. Discontinue TROXYCA ER if s erotonin s yndrome is s uspected. 
Examples: Selective s erotonin reuptake inhibitors (SSRIs ), s erotonin and norepinephrine reuptake inhibitors 

(SNRIs ), tricyclic antidepressants (TCAs ), triptans, 5-HT3 receptor antagonists, drugs that effect 
the serotonin neurotransmitter system (e.g., mirtazapine, trazodone, tramadol), monoamine 
oxidase (MAO) inhibitors (those intended to treat psychiatric dis orders and als o others, s uch as 
linezolid and intravenous methylene blue). 

Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics 
Clinical Impact: May reduce the analgesic effect of TROXYCA ER and/or precipitate withdrawal symptoms. 

Intervention: Avoid concomitant use. 
Examples: butorphanol, nalbuphine, pentazocine, buprenorphine 

Mus cle Relaxants 
Clinical Impact: Oxycodone may enhance the neuromuscular blocking action of s keletal mus cle relaxants and 

produce an increased degree of res piratory depression. 
Intervention: Monitor patients for signs of respiratory depression that may be greater than otherwise expected 

and decrease the dosage of TROXYCA ER and/or the mus cle relaxant, as necessary. 

Reference ID: 3974879 
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Monoami ne Oxi das e Inhi bi tors (MAOIs ) 
Clinical Impact: The concomitant us e of MAOIs can potentiate the effects of oxycodone and can increase the risk 

of anxiety, confusion, hypotension, respiratory depression, profound sedation, coma, and death. 
Intervention: Avoid concomitant use in patients receiving MAOIs or within 14 days of stopping treatment with 

an MAOI. 
Diuretics 

Clinical Impact: Opioids can reduce the efficacy of diuretics by inducing the release of antidiuretic hormone. 
Intervention: Monitor patients for signs of diminished diuresis and/or effects on blood pressure and increase the 

dos age of the diuretic as needed. 
Anticholinergic Drugs 

Clinical Impact: The concomitant use of anticholinergic drugs may increase risk of urinary retention and/or severe 
cons tipation, which may lead to paralytic ileus. 

Intervention: Monitor patients for signs of urinary retention or reduced gastric motility when TROXYCA ER is 
used concomitantly with anticholinergic drugs. 

US E IN S PECIFIC POPULATIONS 

8 .1 Preg nancy 

Ris k Summary 
Prolonged use of opioid analgesics during pregnancy may cause neonatal opioid withdrawal syndrome [see Warnings and Precautions 
(5.3)]. There are no available data with TROXYCA ER in pregnant women to inform a drug-associated risk for major birth defects 
and mis carriage. Because plas ma naltrexone levels were detectable in s ome patients administered TROXYCA ER in the clinical trials 
[see Clinical Pharmacology (12.3)], the naltrexone component of TROXYCA ER may precipitate withdrawal in a fetus due to the 
immaturity of the fetal blood-brain barrier. 

Animal reproduction studies with oral adminis trations of oxycodone HCl in rats and rabbits during the period of organogenesis at 
doses equal to or 3-times, respectively, the human dose of 160 mg/day did not reveal evidence of teratogenicity or embryo-fetal 
toxicity. In several publis hed studies, treatment of pregnant rats with oxycodone at clinically relevant doses and below, res ulted in 
neurobehavioral effects in offspring [see Data]. Bas ed on animal data, advis e pregnant women of the potential risk to a fetus. 

The es timated background risk of major birth defects and miscarriage for the indicated population is unknown. Adverse outcomes in 
pregnancy can occur regardless of the health of the mother or the use of medications. In the U.S. general population, the estimated 
background ris k of major birth defects and mis carriage in clinically recognized pregnancies is 2-4% and 15-20%, res pectively. 

Clinical Cons iderations 

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. Neonatal opioid withdrawal s yndrome presents as 
irritability, hyperactivity 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. Observe newborns for symptoms of 
neonatal opioid withdrawal syndrome and manage accordingly [see Warnings and Precautions (5.3)]. 

Labor or Delivery 
Opioids cross the placenta and may produce respiratory depression and psycho-physiologic effects in neonates. An opioid 
antagonist such as naloxone, must be available for reversal of opioid-induced res piratory depression in the neonate. TROXYCA 
ER is not recommended for use in pregnant women during and immediately prior to labor, when use of s horter acting analgesics 
or other analgesic techniques are more appropriate. Opioid analgesics, including TROXYCA ER, can prolong labor through 
actions that temporarily reduce the strength, duration, and frequency of uterine contractions. However, this effect is not consis tent 
and may be offs et by an increased rate of cervical dilatation, which tends to s horten labor. Monitor neonates exposed to opioid 
analgesics during labor for signs of excess sedation and respiratory depression. 

Data 

Animal Data 
In embryo-fetal development studies in rats and rabbits, pregnant animals received oral doses of oxycodone HCl adminis tered 
during the period of organogenesis up to 16 mg/kg/day and up 25 mg/kg/day, res pectively. These studies revealed no evidence of 
teratogenicity or embryo-fetal toxicity due to oxycodone. The highest doses tested in rats and rabbits were equivalent to 
approximately 1 and 3 times an adult human dose of 160 mg/day, respectively, on a mg/m2 basis. In published studies, offs pring 
of pregnant rats administered oxycodone during gestation have been reported to exhibit neurobehavioral effects including altered 
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stres s responses, increased anxiety-like behavior (2 mg/kg/day IV from Gestation Day 8 to 21 and Postnatal Day 1, 3, and 5; 0.1
times an adult human dose of 160 mg/day, on a mg/m2 basis) and altered learning and memory (15 mg/kg/day orally from 
breeding through parturition; equivalent to an adult human dose of 160 mg/day, on a mg/m2 basis). 

8.2 Lactation 

Ris k Summary 
Oxycodone is present in breast milk. Published lactation studies report variable concentrations of oxycodone in breast milk with 
adminis tration of immediate-release oxycodone to nursing mothers in the early postpartum period. The lactation s tudies did not assess 
breastfed infants for potential adverse reactions. Lactation studies have not been conducted with extended-release oxycodone, 
including TROXYCA ER, and no information is available on the effects of the drug on the breastfed infant or the effects of the drug 
on milk production. Because of the potential for s erious advers e reactions, including exces s sedation and respiratory depression in a 
breastfed infant, advis e patients that breastfeeding is not recommended during treatment with TROXYCA ER. 

Clinical Considerations 
Monitor infants exposed to TROXYCA ER through breast milk for excess sedation and respiratory depression. Withdrawal symptoms 
can occur in breas tfed infants when maternal adminis tration of an opioid analgesic is stopped or when breastfeeding is s topped. 
Becaus e plasma naltrexone levels were detectable in s ome patients adminis tered TROXYCA ER in the clinical trials [see Clinical 
Pharmacology (12.3)], the naltrexone component of TROXYCA ER may precipitate opioid withdrawal in a breas tfed infant. 

8.3 Females and Males of Reproductive Potential 

Infertility 
Chronic use of opioids may cause reduced fertility in females and males of reproductive potential. It is not known whether these 
effects on fertility are revers ible [see Adverse Reactions (6.2), Clinical Pharmacology (12.2)]. 

8.4 Pediatric Us e 

The safety and efficacy of TROXYCA ER in patients les s than 18 years of age have not been es tablis hed. 

8.5 Geriatric Us e 

The pharmacokinetics of TROXYCA ER have not been investig a te d in e ld e rly p a t ie nt s (≥65 years ) although s uch patients were 
included in clinical s tudies. Clinical s tudies with TROXYCA ER did not include sufficient numbers of s ubjects aged 65 and older to 
determine if they respond differently than younger subjects. Other reported clinical experience has not identified differences in 
res ponses between the elderly and younger patients. 

Elderly patients (aged 65 years or older) may have increased sensitivity to oxycodone. In general, us e caution when s electing a dosage 
for an elderly patient, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, 
or cardiac function, concomitant disease, and use of other drug therapy. 

Respiratory depression is the chief risk for elderly patients treated with opioids, and has occurred after large initial doses were 
administered to patients who were not opioid-tolerant or when opioids were co-adminis tered with other agents that depress respiration. 
Titrate the dosage of TROXYCA ER s lowly in geriatric patients [see Warnings and Precautions (5.6)]. 

This drug is known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may be greater in patients 
with impaired renal function. Because elderly patients are more likely to have decreased renal function, care s hould be taken in dose 
s election, and it may be useful to monitor renal function. 

8.6 Hepatic Impairment 

Since oxycodone is extensively metabolized in the liver, its clearance may decrease in patients with hepatic impairment. Naltrexone is 
sequestered in the TROXYCA ER capsules and is not intended to be released when TROXYCA ER is used as directed. However, 
meas urable naltrexone plasma concentrations have been observed in s ome patients in clinical trials with TROXYCA ER [see Clinical 
Pharmacology (12.3)]. An increase in naltrexone AUC in patients with compensated and decompensated liver cirrhosis, compared 
with subjects with normal liver function, has been reported [see Clinical Pharmacology (12.3)]. These data also s uggest that 
alterations in naltrexone bioavailability are related to liver dis ease s everity. 

Dose initiation of TROXYCA ER should follow a conservative approach in patients with hepatic impairment. In patients with hepatic 
impairment, there is a potential for differential increase in naltrexone exposure compared to oxycodone exposure. Hence, when 
administering TROXYCA ER to patients with hepatic impairment, monitor patients closely for signs of central nervous system or 
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re s p ira t o ry d epression d ue to elev ated lev els o f o xy co do ne an d for s ig ns of with drawal du e to elev ated lev els o f n altrexo n e a nd a dju st 
t h e d o s e b ased o n t he clin ical res p onse. 

8 .7 Renal Impairment 

Eliminatio n o f oxyco d o ne is rep ort ed t o b e imp aired in patien ts wit h ren al imp airmen t . 

A lt h o u gh n alt rexo n e is s equ estered in t h e TROXYCA ER fo rmu lation s , meas urable n alt rexo ne p lasma co n centrat ions h av e b een 
o b s e rved in s o me p a t ie nts in c lin ic a l t rials wit h TROXYCA ER [see Cl i n i cal Ph armacolo gy ( 12.3 )]. Sin ce n alt rexo n e and it s p rimary 
met ab o lit e are excret ed p rimarily in u rin e, t h eir p las ma co n cent rat ion s may b e in creased in p a t ie nts wit h re n a l imp airmen t . 

Do s e in it ia t io n o f TROXYCA ER s h o u ld fo llo w a co nservativ e appro ach in p at ien ts wit h re n al imp a irmen t . In p atien ts wit h ren a l 
imp airmen t, th ere is a p oten tial fo r d ifferen t ial in creas e in n altrexo n e exp o su re co mp ared to o xy codo ne expo sure. Hen ce, wh en 
ad min is terin g TROXYCA ER to p atien ts with ren al imp airmen t, mo n ito r p atien ts clo s ely fo r s ig ns o f cen tral n ervo us s ystem o r 
res p irato ry depression d ue to elev ated lev els o f o xy co do ne and fo r s ig ns o f wit h d rawal d u e t o elev ated lev els of n altrexo n e a nd adju st 
th e d o s e b ased o n t he clin ical res p onse. 

8 .8 S ex Differences 

Th ere are n o clin ically s ig n ifican t d ifferences in o xy co d on e p h armaco kin etics fo llo win g o ral ad min is tratio n o f TROXYCA ER to 
males o r females ; t h erefo re, n o s pecific d o s age ad justment is reco mmen d ed fo r th e in itiatio n o r main t en ance of TROXYCA ER d o s es 
b as ed o n t h e sex o f th e p at ien t [see C li nical Ph armacolo gy ( 12.3 )]. 

DRUG ABUS E AND DEPENDENCE 

9 .1 Control l ed S ubs tance 

TROXYCA ER co n tains o xy co don e, a Sch ed ule II co n t ro lled s u bstance. 

9 .2 Abus e 

TROXYCA ER co n tains o xy co done, a s u bstan ce with a h ig h p o tential fo r ab u se s imilar to o th er o p io id s in clu din g fen tany l, 
hy d ro codon e, h y dro mo rpho ne, meth adone, mo rp h ine, oxy mo rp hon e, a n d t apentadol. TROXYCA ER can b e ab u sed an d is s u bject t o 
mis us e, ad d ict ion, and crimin al d iv ers io n [see Wa rn i ngs a n d Preca uti ons ( 5 .1)]. 

Th e h igh d ru g co ntent in exten d ed-release fo rmu latio ns ad ds to the ris k o f ad v erse outco mes fro m ab u se an d mis use. 

A ll p atien ts t reated with o p io ids requ ire careful mo n it o rin g fo r s ig ns o f ab u se an d ad dictio n, s in ce u se o f o p ioid an algesic p ro duc ts 
carries t h e ris k o f ad d ict io n ev en u nder ap pro priat e med ical u s e. 

Pres crip tio n d rug abuse is th e intentio nal n on-therap eu tic u se o f a p res criptio n d ru g, ev en o nce, fo r it s reward in g p sy cho log ical o r 
p h y s iolo gical effect s. 

Dru g ad dictio n is a clus ter o f beh avio ral, co g nitiv e, an d p hysio logical p h eno mena t hat d ev elo p aft er rep eat ed s ubstance u s e an d 
in clu d es : a s tro ng d esire t o take th e d ru g, d ifficu lties in co n tro llin g it s u se, p ersis tin g in its u s e d espite h armful con sequences, a h ig h er 
p rio rity g iv en to d ru g u s e t h an to o ther activ ities an d o blig at ions, in creased t o leran ce, an d s omet imes a p h ysical wit h d rawal. 

“Dru g -s eekin g ” b ehavio r is v ery commo n t o p erso ns wit h s ub stance u se d iso rders. Dru g -seekin g t actics in clu de emerg ency calls o r 
v is its near th e end o f o ffice h o urs, refu s al to u ndergo app ropriat e examin at io n, t es tin g, o r referral, rep eat ed “lo ss” o f p rescrip tio ns, 
tamp erin g with p res criptio ns an d relu ctance to pro vid e p rio r med ical reco rd s o r co ntact in fo rmatio n fo r o ther h ealth care p rovid er(s). 
“Do ct o r s ho ppin g” (v is it ing mu lt ip le p resc rib ers to o b tain add ition al p res criptio ns) is commo n amo n g d ru g ab users and p eople 
s u fferin g fro m u n t reated ad diction. Preo ccup ation wit h achiev ing ad equ ate p ain relief can b e app ropriate b ehav ior in a p atien t with 
p o o r p ain co n tro l. 

A b u se an d ad dict io n are s eparate an d d istinct fro m p h ysical d ep endence an d to leran ce. Healt hcare p ro viders sh ould be aware th at 
ad dictio n may n o t b e accomp anied b y co ncurrent tolerance an d s ymp toms o f ph ysical dep end ence in all p ers o ns wit h s u bstance u s e 
d is o rd ers. In ad d ition , abuse o f o pio id s can occur in th e ab sence o f tru e ad dictio n. 

TROXYCA ER, like o th er o p io ids, can b e d iv ert ed fo r n o n-med ical u se in t o illicit ch a n n e ls o f d is t ribu tio n. Care fu l reco rd -keep ing o f 
p res crib in g in fo rmatio n, in clu d in g q uantity, freq u ency, an d ren ewal req uests, as req uired b y s t at e an d fed eral law, is s t ro n gly ad vis ed. 
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Pro p er as s essmen t o f th e p atien t, p roper p rescrib ing p ractices, perio dic re-ev alu atio n o f t h erapy, an d p rop er d is pensin g an d s torag e are 
ap p ro p riate meas ures t hat h elp t o limit ab u s e o f o p io id d ru gs. 

Ris ks Sp ecific to A b u se o f TROXYCA ER 
TROXYCA ER is fo r o ral u s e o n ly . A b use o f TROXYCA ER p o s es a ris k o f o v erd ose an d d eath. Th is ris k is in creas ed with 
co n cu rrent abuse of TROXYCA ER with alco h o l an d o th er cen tral n erv ous s yst em d ep ressan ts. Cu t ting , b reakin g , c h ewin g, c ru sh ing , 
o r d is s olv in g th e p ellet s in TROXYCA ER an d then swallowin g, s n orting o r in jectin g will re s u lt in u n co n tro lle d d eliv e ry o f t h e 
o xy cod o ne an d in creases t h e ris k o f o v erd ose an d d eath. Th e s equestered n alt rexo n e HCl in TROXYCA ER is in ten d ed to have no 
clin ical effect wh en TROXYCA ER is t aken as d irect ed; h o wev er, if t h e cap s ules are cru sh ed o r ch ewed, u p t o 100% o f t h e 
s eq u est ered n alt rexo n e HCl d o s e co uld b e released, eq uiv alent t o an immed iat e-release (IR) n alt rexo n e HCl o ral s o lu tio n o f th e s ame 
d os e. In o p ioid -to leran t in d ivid uals , t h e ab sorp tio n o f n altrexo n e HCl may in creas e th e ris k o f p recip itatin g with d rawal. 

Du e t o t h e p res ence o f t alc as o n e o f t h e excip ien t s in TROXYCA ER, p aren t eral ab u se can b e exp ecte d t o res ult in lo c a l t is s ue
 
n ecro s is, in fection , p ulmo n ary g ranu lomas, an d in creased ris k o f en d o cardit is an d valv ular h eart in ju ry. Paren teral d ru g ab use is
 
co mmo n ly as s ociated wit h t ran smis sion o f in fect iou s d iseases s uch as h epatit is an d HIV.
 

A b u se Det errence St u dies
 
TROXYCA ER is fo rmu lated wit h a s equ est ered o pio id ant ag onist , n altrexo ne HCl, wh ich is releas ed with man ip u lation b y cru sh ing.
 

In Vitro Testing 
In v it ro lab o rat ory t ests were p erfo rmed t o evalu at e t h e effect o f d ifferen t p hy sical an d ch emical co n ditio ns in tend ed t o d efeat th e 
ext en d ed -release fo rmu lat io n. W hen TROXYCA ER is cru s h ed an d mixed in a v ariety o f s o lv en ts, b o th oxyco don e HCl an d 
n alt rexo n e HCl are s imu lt an eo usly ext ract ed. 

Clinical Abuse Potential Studies 
Two ran d o mized , d o u ble-b lin d a c t iv e- an d p lacebo-con tro lled s t udies were co n ducted in n o n -dependent o p io id abusers t o ch aracterize 
t h e ab u se p otential o f o ral o r in t ran as al ad min is tratio n o f TROXYCA ER fo llo win g p h y sical man ip u latio n. A th ird ran d omized , 
d o u b le-blin d , s in gle -do se, p lacebo an d act iv e-con trolled s tudy was co ndu cted with IV ad min is t ratio n o f s imu lat ed cru shed 
TROXYCA ER. Fo r t h es e s tu dies, Dru g Likin g was meas u red o n a b ip olar 100-p o in t Vis u al A n alo g Scale (VA S) wh ere 0 rep res ents 
maximu m d is likin g , 50 rep res en ts a n eu tral res p onse (n either like n or d is like), an d 100 rep res ents maximu m likin g . Res p o nse t o 
wh et h er th e s ubject wo uld Take Dru g A gain was meas ured o n a bip o lar 100-p o in t VA S wh ere 0 rep res ents s t rong est n eg at ive 
res p o nse (e.g ., ‘d efin itely wo uld n ot take d ru g ag ain ’), 50 rep res en ts a n eu tral res po nse, a n d 100 re p res ents t h e s tro ngest p osit iv e 
res p o nse (e.g ., ‘d efin itely wo uld take d rug ag ain’). 

Th e p h armaco kin etic p ro files of o xy co d one HCl an d naltrexo n e HCl were als o d et ermin ed in th ese ab use p o tential s t ud ies. W hen 
TROXYCA ER was cru s hed an d ad min is tered o rally (40 mg / 4.8 mg an d 60 mg / 7.2 mg d o s es) o r in tran asally (30 mg / 3.6 mg d o s es), 
o xy co do ne HCl an d n altrexo n e HCl were b o th ab so rbed rap id ly wit h med ian time-to -p eak co n cent ratio n (Tm ax) v a lue s o f 
ap p ro ximat ely 0.6-1 h o u r an d 0.6 h o u rs , res pectiv ely , follo win g o ral ad min is tration an d 1.6 h o u rs and 0.3 ho u rs, res pectively, 
fo llo win g intran asal ad min is tration . 

Oral Abuse Potential Study 
In t h is s t ud y, 31 n on -d ep end ent , recreatio nal o p io id ab users receiv ed all s ix treat men ts b y the o ral ro u t e: cru s hed 40 mg / 4.8 mg 
TROXYCA ER in s o lu tio n, cru shed 40 mg imme d ia t e -releas e (IR) oxyco d o n e HCl in s o lu tio n, in tact 60 mg / 7.2 mg TROXYCA ER, 
c ru s h e d 60 mg / 7.2 mg TROXYCA ER in s o lu tio n, cru shed 60 mg IR o xy co d on e HCl in s o lu tio n, an d placebo. W hen 40 mg / 4.8 mg 
TROXYCA ER an d 60 mg / 7.2 mg TROXYCA ER were cru s h ed an d t aken o rally , t h e g eomet ric mean (SD) v alu es fo r n altrexo n e HCl 
Cm ax we re 1074 (1463) p g /mL an d 1810 (2450) p g/mL res pectiv ely; the A UC0-2h v alues were 1217 (1471) a n d 2010 (1839) p g ·h /mL, 
an d th e A UCinf v alu es were 2877 (2834) p g ·h /mL an d 4695 (3714) p g ·h /mL, res p ectiv ely . 

Oral admin is t ratio n o f cru shed 40 mg / 4.8 mg TROXYCA ER wa s as s ocia t ed wit h s t at istic ally s ig nific a n tly lo wer me an s an d me d ia ns 
fo r Dru g Likin g an d Take Dru g A g ain Em ax co mp ared wit h cru shed 40 mg IR o xy co d o ne HCl. Oral ad min is trat io n o f cru s hed 
60 mg / 7.2 mg TROXYCA ER wa s a s so ciat ed wit h s tatis tically s ig nific a nt ly lo we r me a n s an d med ia n s fo r Dru g Likin g Em a x co mp ared 
t o cru s h ed 60 mg IR o xy co d o ne HCl. Th e mean an d med ian Take Dru g A g ain Em ax fo r c ru s he d 60 mg / 7.2 mg TROXYCA ER 
co mp ared with cru s hed 60 mg IR o xy co d o ne HCl was n u merically lo wer; h o wever, t h is fin din g d id n o t reach statistical s ig n ificance. 
Th e res u lts fro m th is s tu dy are s u mmarized in Tab le 6. 
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Tabl e 6 . S ummary S tatis ti cs of Abus e Potenti al Meas ures of Drug Lik ing (Emax ) and Tak e Drug Ag ai n (Emax ) following Oral 
Adminis tration 

Bi pol ar VAS S cale 
(100 poi nt) 

Placebo 

N=3 1 

TROXYCA 
ER 

40 mg/4.8 mg
Crus hed 

N=3 1 

IR Oxycodone 
40 mg Crus hed 

N=3 1 

TROXYCA ER 
60 mg/7.2 mg

Intact 

N=3 1 

TROXYCA 
ER 

60 mg/7.2 mg
Crus hed 

N=3 1 

IR Oxycodone 
60 mg

Crus hed 

N=3 1 
Mean 51.6 69.5 85.6 59.3 74.3 90.0 

Drug Li k i ng (Emax)* (SE) (0.68) (3.45) (2.94) (2.75) (3.30) (2.46) 
Median 
(range) 

51.0 
(50,68) 

64.0 
(50,100) 

94.0 
(50,100) 

51.0 
(50,100) 

73.0 
(50,100) 

100.0 
(57,100) 

Mean 45.5 56.7 82.9 47.7 71.1 80.6 
Tak e Drug Ag ai n
(Emax )* 

(SE) (3.47) (6.00) (3.66) (5.12) (5.08) (4.56) 
Median 
(range) 

50.0 
(0,92) 

58.0 
(0,100) 

90.0 
(30,100) 

50.0 
(0,100) 

77.0 
(0,100) 

90.0 
(0,100) 

* P resent ed on bipolar 100-point Visual Analog Scales (VAS) (0=maximum negat ive response, 50=neut ral response, 100=maximum posit ive 
response). 
Em ax = maximal response for Drug Liking and T ake Drug Again; ER = ext ended-release; IR = immediat e-release; SE = st andard error 

Among the 31 s ubjects who received both TROXYCA ER and IR oxycodone by the oral route, 74% (23) and 77% (24) experienced 
some reduction in Drug Liking Em ax with crushed 40 mg/4.8 mg TROXYCA ER and crushed 60 mg/7.2 mg TROXYCA ER, 
respectively, compared to crushed IR oxycodone, while 26% (8) and 23% (7) of subjects had no reduction in Drug Liking Em ax for 
crus hed 40 mg/4.8 mg TROXYCA ER and crushed 60 mg/7.2 mg TROXYCA ER, res pectively, compared to crushed IR oxycodone. 
With crus hed 40 mg/4.8 mg TROXYCA ER, 65% (20) of s ubjects had at least a 30% reduction and 55% (17) of s ubjects had at leas t a 
50% reduction in Drug Liking Em ax compared to crushed 40 mg IR oxycodone. With crushed 60 mg/7.2 mg TROXYCA ER, 61% (19) 
of subjects had at least a 30% reduction and 45% (14) of subjects had at least a 50% reduction in Drug Liking Em ax compared to 
crus hed 60 mg IR oxycodone. 

Intranasal Abuse Potential Study 
In this study, 27 non-dependent, recreational opioid abusers with experience with intranasal administration of opioids received all four 
treatments by the intranasal route: crushed 30 mg/3.6 mg TROXYCA ER, crushed 30 mg IR oxycodone HCl, crushed placebo sugar 
s pheres and crushed placebo lactose tablets. Placebo s ugar s pheres and placebo lactose tablets were weight matched to TROXYCA 
ER or IR oxycodone HCl. When TROXYCA ER was crushed and taken intranasally, the geometric mean (SD) values for naltrexone 
HCl Cm ax, AUC0-2h, and AUCinf were 4372 (1409) pg/mL, 5481 (1472) pg·hr/mL, and 10710 (3213) pg·hr/mL, respectively. 

Intranasal adminis tration of crushed TROXYCA ER was ass ociated with s tatistically s ignificantly lower means and medians for Drug 
Liking and Take Drug Again Em ax compared with crushed IR oxycodone HCl (s ummary statistics for Drug Liking and Take Drug 
Again in Table 7). 

Tabl e 7. S ummary S tati s ti cs of Abus e Potenti al Meas ures for Drug Li k i ng and Tak e Drug Ag ai n wi th Intranas al 
Adminis tration of Crus hed TROXYCA ER Compared to Crus hed IR Oxycodone HCl 

VAS S cal e (100 poi nt) Pl acebo for 
TROXYCA 

ER 

N=2 7 

TROXYCA ER 
30 mg/3.6 mg

Crus hed 

N=2 7 

Pl acebo for IR 
Oxycodone 

N=2 7 

IR Oxycodone 
30 mg Crus hed 

N=2 7 

Drug Li k i ng (Emax)* 

Mean 
(SE) 

51.0 
(0.23) 

60.3 
(2.36) 

51.3 
(0.65) 

93.7 
(2.11) 

Median 
(range) 

51.0 
(50,56) 

55.0 
(50,100) 

51.0 
(50,68) 

100.0 
(50,100) 

Tak e Drug Ag ai n 
Mean 
(SE) 

47.9 
(2.92) 

58.1 
(6.27) 

46.5 
(3.67) 

88.5 
(5.18) 

(Emax )* Median 
(range) 

50.0 
(0,83) 

51.0 
(0,100) 

50.0 
(0,98) 

100.0 
(0,100) 

* P resent ed on bipolar 100-point Visual Analog Scales (VAS) (0=maximum negat ive response, 50=neut ral response, 100=maximum posit ive 
response). 
Em ax = maximal response for Drug Liking and T ake Drug Again; ER = ext ended-release; IR = immediat e-release; SE = st andard error 

Among 27 subjects who received both TROXYCA ER and IR oxycodone by the intranasal route, 93% (25) experienced s ome 
reduction in Drug Liking Em ax with crushed TROXYCA ER compared to crushed IR oxycodone, while 7% (2) of subjects had no 
reduction in Drug Liking Em ax for crushed TROXYCA ER compared to crushed IR oxycodone. With crushed TROXYCA ER 93% 
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(25) of s ubjects had at leas t a 30% reduction in Drug Liking Em a x an d 85% (23) of s ubjects had at leas t a 50% reduction in Drug Liking 
Em ax compared to crushed IR oxycodone. 

Simulated IV Abuse Potential Study 
This s tudy in non-dependent recreatio nal op ioid ab users compared 20 mg IV oxycodone HCl in combination with 2.4 mg IV 
naltrexone HCl (to s imulate parenteral us e of crus hed TROXYCA ER) to 20 mg of IV oxycodone HCl and placebo; 29 s u bjects 
received all three treatments. These doses were based on the as sumption of the complete release of both oxycodone HCl and 
naltrexone HCl upon crushing TROXYCA ER. Intravenous adminis tration of the combination of oxycodone HCl and naltrexone HCl 
was as s ociated with s tatistically s ignificantly lower mean and median Drug Liking and Take Drug Again Em a x s cores (median s cores 
51 and 50, res pectively) compared with oxycodone alone (median s cores 97 and 81, res pectively). A mo ng 29 s u b jects, 90% (26) 
experienced s ome reduction in Em ax of Drug Liking with s imulated parenteral us e of crushed TROXYCA ER compared to IV 
oxycodone HCl, while 10% (3) of s ubjects had no reduction in Drug Liking Em ax for s imulated parenteral use of crushed TROXYCA 
ER compared to IV oxycodone HCl. 

Summary 
The in vitro and pharmacokinetic data demonstrate that crushing TROXYCA ER pellets res ults in the s imultaneous releas e and 
abs orption of oxycodone HCl and naltrexone HCl. Thes e data along with res ults from the oral and intranasal human abuse potential 
s tudies indicate that TROXYCA ER has properties that are expected to reduce abuse via the oral and intranasal routes. However, 
abus e of TROXYCA ER by thes e routes is s till possible. 

Additional data, including epidemiological data, when available, may provide further information on the impact of the current 
formulation of TROXYCA ER on the abuse liability of the drug. Accordingly, this s ection may be updated in the future as 
appropriate. 

A human abuse potential s tudy of intravenous oxycod one HCl and naltrexone HCl to s imulate crus hed TROXYCA ER demons trated 
lower Drug Liking and Take Drug A gain Em ax compared with oxyco done HCl alone. However, it is unknown whether these results 
with s imulated crus hed TROXYCA ER predict a reduction in abuse by the IV route until additional postmarketing data are available. 

TROXYCA ER contains oxycodone HCl, an opioid agonist and Schedule II controlled s ubstance with an abuse liability s imilar to 
other opioid agonis ts, legal and illicit, including fentanyl, h yd rocodone, hydromorphon e, meth adone, morphine, oxymorphone, and 
tapentadol. TROXYCA ER can be abused and is s ubject to mis use, addiction, and criminal divers ion [see Wa rn i ngs a n d Precaut ion s 
(5.1) , Drug Abuse and Dependence ( 9.1)]. 

9 .3 Dependence 

Both tolerance and physical dependence can develop during chronic opioid therapy. Tolerance is the need for increas ing doses of
 
opioids to maintain a defined effect s uch as analgesia (in the absence of dis ease progression or other external factors). Tolerance may
 
occur to both the desired and undesired effects of drugs, and may develop at different rates for different effects.
 

Phys ical dependence results in withdrawal s ymptoms after abrupt dis continuation or a s ignificant dosage reduction of a drug.
 
W ithdrawal als o may be precipitated through the adminis tration of drugs with opioid antagonis t activity (e.g., naloxone, nalmefene),
 
mixed agon is t/antagonist analgesics (e.g., pentazocine, butorphanol, nalbuphine), or partial agonists (e.g., b u prenorph ine).
 

Phys ical dependence may not occur to a clinically s ignificant degree until after s everal days to weeks of continued opioid usage.
 

TROXYCA ER s hould not be abruptly discontinued [see Dosage and Administration ( 2.4)]. If TROXYCA ER is abruptly
 
dis continued in a physically-dependent p atient, a withdrawal s yndrome may occur. Some or all of the following can characterize this
 
s yndrome: res tlessness, lacrimation, rhinorrhea, yawning, perspiration, chills , myalgia, and mydriasis . Other s igns and s ymptoms als o 

may develop, including irritability, anxiety, backache, joint pain, weakness, abdominal cramps, ins omnia, nausea, anorexia, vomiting,
 
diarrhea, increas ed blood pressure, res piratory rate, or heart rate.
 

Infants born to mothers physically dependent on opioids will als o be physically dependent and may exhibit res piratory difficulties and
 
withdrawal s igns [see Use in Specific Populations ( 8.1 )].
 

10 OVERDOS AGE 

Clinical Pres en tation 
Acute overdosage with oxycodone can be manifested b y res piratory d ep ression, s omn o lence p rogressin g to s tupo r or coma, s keletal 
mus cle flaccidity, cold and clammy s kin, constricted pupils , and, in s ome cas es, noncardiogenic pulmonary edema, bradycardia, 
hypotension, partial or complete airway obstruction, aty pical s no ring, and death. Marked mydrias is rather than mios is may be s een 
with hypoxia in overdose s ituations. 
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Treat men t o f Ov erd ose 
In cas e o f o v erdose, p rio rit ies are t h e reest ab lish ment o f a p at ent and p rot ected airway an d in st it utio n o f assis ted o r co n tro lle d 
v en tilat io n, if n eed ed . Emp lo y o th er s u pportiv e measures (inclu d ing oxyg en, v aso presso rs) in th e man agemen t o f circu latory s hock 
an d p u lmon ary ed ema as in d icat ed . Card iac arrest o r arrh y thmias will req u ire ad v anced life s u p p ort techniq ues. 

Th e o p io id an t ag onis ts, n alo xone o r n almefen e, are s pe c ific a n t ido tes t o res pira t ory d ep ressio n re s ult in g fro m o p io id o v erdose. Fo r 
clin ically s ig n ifican t respiratory o r circu latory d ep ressio n s econ dary to o xy cod one o verdose, ad min is ter an o pio id an tagon ist. Op io id 
an t ag on ists s ho uld n ot b e ad min istered in th e absence o f clin ically s ig n ifican t respiratory o r circu latory d ep ressio n s econdary to 
o xy co d o ne o ve rdo se. 

Becau s e the d uratio n o f rev ersal wo u ld b e exp ect ed t o b e les s than the d uratio n o f actio n o f o xy co don e in TROXYCA ER, carefu lly 
mo n ito r th e p at ien t u n til s p o nta ne ous re s pira t ion is reliab ly re e s ta blis he d. TROXYCA ER will co n t in u e t o re le a se o xy c o done, wit h 
s y s temic exp os ures of o xy co done fo r u p to 48 h o u rs aft er ad min is tratio n, n ecessitatin g p ro lo nged mon ito ring . If th e res p onse to o pio id 
a n t ag on ists is s u bop timal o r n o t s u stain ed , ad ditio nal an t agon ist sh ould b e ad min is tered as d irected in th e p rod uct ’s p rescrib in g 
in fo rmatio n . 

In an in d iv id u al ph ysically d ep en den t o n o pio id s, ad min is tratio n o f th e u su al d o sage o f t h e a nt ag onist will p recip it at e an acu te 
wit h d rawal s y n drome . Th e s everit y o f t h e wit h d rawal s y mp toms exp erien ced will dep en d o n th e degree o f p h ysical d ep endence an d 
th e do s e of th e an tago nist ad min istered. If a d ecis io n is mad e t o treat s erio us res pirato ry d epression in th e p h ysically d ep end ent 
p atien t, ad min is tration o f th e antag onist s hou ld b eg in wit h care an d b y tit ratio n wit h s maller th an usual d oses o f th e an t ag onist . 

Th e s eq uestered n alt rexo n e HCl in TROXYCA ER h as no ro le in the t reatment o f o pio id o v erdose. 

11 DES CRIPTION 

TROXYCA ER ext en d ed -release ca psules co ntain p ellets o f o xy co don e HCl wit h n alt rexo n e HCl at a rat io o f 100:12 in e ach cap sule
 
s treng th fo r oral ad min is tration. Th e capsule s t ren gth d escrib es t h e amo un t o f oxyco d one HCl/ n alt rexo ne HCl p er cap s u le. 

Oxy co d o n e HCl is an o p io id ag onis t an d n altrexo n e HCl is a n o p io id an t agonis t at t h e mu -o p ioid re c e pt or.
 

TROXYCA ER ext en d ed -release capsules co ntain th e fo llo win g in act ive ing redients commo n to all s tren gths: talc, ammo n io
 
met h acry lat e cop oly mer, s ug ar s p heres, et h ylcellu lo se, h yd roxy p rop yl cellu lo se, p o lyeth ylene g ly co l, d ib utyl s ebacat e, s o dium lau ry l
 
s u lfat e, d iet h yl p h th alat e, mag n esium s t earat e, met h acrylic acid co p oly mer, an d ascorbic acid . Each TROXYCA ER cap s u le (as a
 
co mp o n ent of th e capsule s hell) als o co ntain s g ela tin , t it a n ium d io xid e, E172 Bla c k Iro n Oxid e , E172 Yello w Iro n Oxid e, an d b lack
 
in k.
 

Th e 10 mg / 1.2 mg cap s u le d oes n o t co nt ain ad ditio nal excip ien t o t her t h an t hose lis t e d ab ov e.
 
Th e 20 mg / 2.4 mg cap s u le als o co nt ain s FD&C Red # 3, FD&C Blu e # 1, wh it e in k.
 
The 30 mg / 3.6 mg cap s u le als o co nt ain s FD&C Blu e # 1, FD&C Red # 3.
 
The 40 mg / 4.8 mg cap s u le als o co nt ain s FD&C Blu e # 1, FD&C Yello w # 5, FD&C Yello w # 6.
 
The 60 mg / 7.2 mg cap s u le als o co nt ain s FD&C Blu e # 1, FD&C Yello w #5, FD&C Yello w # 6.
 
Th e 80 mg / 9.6 mg cap s u le als o co nt ain s FD&C Blu e # 1, FD&C Red # 3, FD&C Yello w # 6.
 

Oxycodone Hydrochl ori de 
Th e ch emical n ame o f o xy co d o ne HCl is 4,5α-ep o xy -14-h y d ro xy -3-met h oxy -17-met h y lmo rp hin an-6-o ne h y drochlo rid e. Th e 
e mp irical fo rmu la is C18H21NO4•HCl a n d it s mo lecu la r we ig h t is 351.82. 

Oxy co d o ne HCl is a wh ite to o ff-wh it e, fin e p o wd er. It h as a s o lu bility o f 0.20 g /mL at p H 6. It s s t ru ctu ral fo rmu la is : 

MeO 

O 

O 

OH 
NMe 

•HCl 
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Nal trexone Hydrochl ori de 
The chemical name of naltrexone HCl is (5α)-17-(Cyclopropylmethyl)-4,5-epoxy-3,14-dihydroxymorphinan-6-one hydrochloride. 
The empirical formula is C20H23NO4•HCl and its molecular weight is 377.86. 

Naltrexone HCl is a white to slightly off-white powder that is soluble in water. Its s tructural formula is : 

12 CLINICAL PHARMACOLOGY 

12.1 Mechanis m of Acti on 

Oxycodone Hydrochloride 
Oxycodone is a full opioid agonist and is relatively selective for the mu-opioid receptor, although it can bind to other opioid receptors 
at higher doses. The principal therapeutic action of oxycodone is analgesia. Like all full opioid agonists, there is no ceiling effect for 
analgesia with oxycodone. Clinically, dosage is titrated to provide adequate analgesia and may be limited by adverse reactions, 
including respiratory and CNS depression. 

The precis e mechanism of the analgesic action is unknown. However, specific CNS opioid receptors for endogenous compounds with 
opioid-like activity have been identified throughout the brain and spinal cord and are thought to play a role in the analgesic effects of 
this drug. 

Naltrexone Hydrochloride 
Naltrexone is an opioid antagonist that reverses the s ubjective and analgesic effects of mu-opioid receptor agonists by competitively 
binding at mu-opioid receptors. 

12.2 Pharmacodynami cs 

Effects on the Central Nervous System 
Oxycodone produces respiratory depression by direct action on brainstem respiratory centers. The respiratory depression involves a 
reduction in the res ponsiveness of the brainstem res piratory centers to both increases in carbon dioxide tension and electrical 
s timulation. 

Oxycodone 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 origins may produce similar findings). Marked mydriasis rather than miosis may be 
s een due to hypoxia in overdose s ituations [see Overdosag e ( 1 0)]. 

Effects on the Gastrointestinal Tract and Other Smooth Muscle 
Oxycodone causes a reduction in motility associated with an increase in smooth muscle tone in the antrum of the s tomach and 
duodenum. Digestion of food in the small intestine is delayed and propulsive contractions are decreased. Propulsive peristaltic waves 
in the colon are decreased, while tone is increased to the point of spasm, resulting in constipation. Other opioid-induced effects may 
include a reduction in biliary and pancreatic secretions, spasm of the sphincter of Oddi, and transient elevations in serum amylas e. 

Effects on the Cardiovascular System 
Oxycodone produces peripheral vasodilation, which may res ult in orthostatic hypotension or s yncope. Manifestations of his tamine 
releas e and/or peripheral vasodilation may include pruritus, flushing, red eyes, s weating, and/or orthostatic hypotension. 

Us e caution in hypovolemic patients, such as those suffering acute myocardial infarction, because oxycodone may cause or further 
aggravate their hypotension. Caution must also be used in patients with cor pulmonale who have received therapeutic doses of opioids. 

Effects on the Endocrine System 
Opioids inhibit the secretion of adrenocorticotropic hormone (ACTH), cortisol, and luteinizing hormone (LH) in humans [see Adverse 
Rea ctions ( 6 .2)]. They also stimulate prolactin, growth hormone (GH) secretion, and pancreatic secretion of insulin and glucagon. 
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Chronic use of opioids may influence the hypothalamic-pituitary-gonadal axis, leading to androgen deficiency that may manifest as 
low libido, impotence, erectile dysfunction, amenorrhea, or infertility. The causal role of opioids in the clinical syndrome of 
hypogonadism is unknown because the various medical, physical, lifestyle, and psychological stressors that may influence gonadal
hormone levels have not been adequately controlled for in studies conducted to date [see Adverse Reactions ( 6.2)]. 

Effects on the Immune System 
Opioids have been shown to have a variety of effects on components of the immune system in in vitro and animal models. The clinical 
s ignificance of these findings is unknown. Overall, the effects of opioids appear to be modestly immunosuppressive. 

Concentration–Efficacy Relationships 
The minimum effective analgesic concentration will vary widely among patients, especially among patients who have been previously 
treated with potent agonist opioids. The minimum effective analgesic concentration of oxycodone for any individual patient may 
increase over time due to an increase in pain, the development of a new pain syndrome and/or the development of analgesic tolerance 
[see Dosage and Administration (2.1, 2.3)]. 

Concentration–Adverse Reaction Relationships 
There is a relationship between increasing oxycodone plasma concentration and increasing frequency of dose-related opioid adverse 
reactions such as nausea, vomiting, CNS effects , and respiratory depression. In opioid-tolerant patients, the s ituation may be altered by 
the development of tolerance to opioid-related adverse reactions [see Dosage and Administration (2.1, 2.2, 2.3)]. 

The dose of TROXYCA ER must be individualized because the effective analgesic dose for some patients will be too high to be 
tolerated by other patients [see Do sa ge a nd Ad ministration ( 2.1)]. 

12.3 Pharmacok inetics 

The analgesic activity of TROXYCA ER is primarily due to the parent drug oxycodone. TROXYCA ER is designed to provide 
delivery of oxycodone over 12 hours. 

Chewing, crushing or dissolving the pellets within the TROXYCA ER capsules impairs the extended-release delivery mechanis m and 
results in the rapid release and absorption of a potentially fatal dose of oxycodone as well as a potentially complete release of 
s equestered naltrexone. 

Oxycodone Pharmacok i neti cs 
Oxycodone is a semi-synthetic narcotic with multiple actions qualitatively similar to those of morphine; the most prominent of these is 
mediated by the mu-opioid receptor and involves the central nervous system and organs composed of smooth muscle. 

Absorption 
In humans, about 60% to 87% of an oral dose of oxycodone reaches the systemic circulation in comparison to a parenteral dose. This 
high oral bioavailability (compared to other oral opioids) is due to lower pre-systemic metabolism of oxycodone. Dose proportionality 
of oxycodone has been established using IR oxycodone 5, 15 and 30 mg tablets based on extent of absorption (AUC). 

Following oral administration of TROXYCA ER capsules, oxycodone Tm ax is delayed to approximately 12 hours post dose (range, 
8-16 h), AUC is equivalent and Cm ax is reduced by approximately 67% when compared with IR oxycodone tablets. It takes 
approximately 18 to 24 hours to reach s teady-state plasma concentrations of oxycodone with IR oxycodone. With TROXYCA ER 
s teady s tate was reached within 48 h. Compared to Day 1, oxycodone Cm ax increased by 86% and AUC0-24 increased by 168% at 
s teady s tate on Day 5. The half-life after s ingle dose is approximately 7 hours and does not change after multiple doses. 

An analysis of pharmacokinetic results from Phase 1 single-dose studies with TROXYCA ER caps ules 20 mg/2.4 mg up to 
80 mg/9.6 mg showed that oxycodone AUC and Cm ax increased in a dose proportional manner. Based on the prescribed daily doses in 
patients in the Phase 3 studies, the mean steady-state concentrations of oxycodone for 10-40 mg, >40-80 mg, >80-120 mg, and 
>120 mg daily dose groups were 15 ng/mL, 35 ng/mL, 60 ng/mL, and 83 ng/mL, respectively. 

After adminis tration of crushed TROXYCA ER, the peak plasma levels of oxycodone occurred at 0.6-1.0 hours orally and 1.6 hours 
intranas ally. 

Food Effect: When a s ingle dose of TROXYCA ER caps ules are adminis tered in fas ted s tate or after a high-fat meal, or when the 
contents of TROXYCA ER caps ules are sprinkled on one tablespoon of applesauce and adminis tered in a fas ted s tate, oxycodone 
pharmacokinetics are unaffected with s imilar AUC, Cm ax, and Tm ax values [see Dosage and Administration ( 2 .5)]. 
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Dis t rib u tio n 
Following intravenous adminis tration, the volume of dis tribution (Vs s ) for oxycodone is 2.6 L/kg. Plas ma protein binding of 
oxycodone at 37°C and a pH of 7.4 is about 45%. Oxycodone has been found to be excreted in b reast milk [see Use in Specific 
Po p ulations ( 8.2]. 

Elimin at io n
 
In humans, oxycodo ne is extensively metab olized . Oxyco d on e and its metab olites are excreted p rimarily v ia the kid n ey.
 

Metabolism 
In humans, oxycodone is extensively metabolized to noroxycodone, oxymorphone, and their glucuronides. CYP3A -mediated 
N-demethylation to an in act iv e met ab olit e fro m noroxycodone is the principal metabolic pathway of oxycodone in humans. 
CYP2D6-med iated O-d emeth y lation t o an activ e metabolite oxymorphone is a minor metabolic pathway. Oxymorphone is 
pres ent in the plas ma only in low concentrations 

Excretion 
Oxyco d o n e an d its metabolites are excreted p rimarily v ia th e kid n ey. Th e amou n ts meas ured in th e u rin e h ave b een reported as 
follows : free oxycodone up to 19%; conjugated oxycodone up to 50%; free oxymorphone 0%; conjugated oxymorphone ≤14%; 
both free and conjugated noroxycodone have been found in the urine but are not quantified. Th e t ot al p las ma clearance o f 
oxycodone is 0.8 L/min and the apparent elimin at io n h alf-life fo llo win g th e ad minis tration of IR oxycodone is 3.5 to 4 hours . 
Following oral ad min is t rat io n o f TROXYCA ER cap s ules, the apparent elimination half-life of oxycodone is approximately 
7.2 hours and s tead y s tate is reached with in 48 hours upon twice-daily dosing with TROXYCA ER cap s ules appro ximately 
12 hours apart. 

Specific Populat io ns 

Elderly (≥65 years) 
Th e effects of ag e o n the p harmacokin etics of TROXYCA ER have not been investigated in a s pecific s tudy in eld erly p atient s 
(≥65 y ears ). The s afety and efficacy st udies wit h TROXYCA ER did not include s ufficient numbers of s ubjects aged 65 and older. 
Th e med ian ag e in th es e studies was 54 years and there were no s ignificant differences in oxycodone concentrations b etween p atients 
<54 y ears o f age an d p at ients ≥54 years of age. Po p ulat ion p harmacokin etic s t udies co ndu ct ed wit h IR oxycodone ind icated that th e 
plas ma concentrations of oxycodone did not appear to be increased in patients over the age of 65. 

Sex 
The effects of gender on the pharmacokinet ics o f TROXYCA ER have not been investigated in a s pecific s tudy. In analyses of 
oxycodone p harmacokin etic data from s tudies in h ealthy volunteers and in patients there was no clin ically s ig nifican t d ifferen ce 
o b s erved b etween males and females . 

Hepatic Impairment 
The effect of hepatic impairment on oxycodone pharmacokinetics following TROXYCA ER adminis tration has not been investigated. 
Ho wev er, s ince oxycod one is exten siv ely metab olized in the liver, its clearan ce is exp ected to decrease in p atien ts with h epatic 
imp airmen t [see Use in Sp ecific Populations ( 8.6)]. 

Renal Impairment 
Elimination of oxycodone is reported to be impaired in patients with ren al imp airment. The mean eliminatio n half-life was prolonged 
in uremic patients due to increased volume of dis trib utio n an d red uced clearance [see Use in Specific Populations ( 8.7)]. 

A lco hol Interaction 
Concomitant adminis tration of TROXYCA ER 20 mg/ 2.4 mg with 20% alcohol did not affect Cm ax or A UC of oxycodone. W ith 
concomitant administration of 40% alcohol and TROXYCA ER 20 mg / 2.4 mg there was an average 37% in crease in Cm ax an d 13% 
in creas e in AUC of oxycodone compared with TROXYCA ER ad min is tered with water. Out of 17 s ubjects, one s ubject had 1.7 fold 
and 5.4 fo ld in creas e in Cm ax following adminis tration of TROXYCA ER with 20% alcohol and 40% alcohol, res pectively, comp ared 
to TROXYCA ER ad min is tered with water. The correspond ing increases in A UC in th is s u bject were 1.2 fold and 3.8 fo ld with 20% 
an d 40 % alco h o l treatmen ts, res pectively , comp ared to water. There was no s uggestion of overexposure to oxycodone in this s ubject, 
as o xy codone exposures when TROXYCA ER was adminis tered with 20% or 40% ethanol were within the range of expos ures s een in 
o th er s u bjects. 

Dru g -Drug Interactions 
W hile no s pecific drug interaction s tudies have been performed with TROXYCA ER, an interaction with inhibitors and inducers of the 
CYP3A 4 enzyme is expected bas ed on the metabolis m of oxycodone predominantly by CYP3A4 [see Drug Interactions ( 7)]. 

CYP2D6 Inhibitors
 
Oxycodone is metabolized, in part, to oxymorphone via the cytochrome p450 is oenzyme CYP2D6 [see Drug Interactions (7) ].
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Naltrexone Pharmacokinetics 
Naltrexone blocks the effects of opioids by competitive binding at mu-opioid receptors. Naltrexone has few, if any intrinsic actions 
bes ides its opioid-blocking properties. However, it does produce some pupillary constriction by an unknown mechanism. Naltrexone, 
administered alone, is not associated with the development of tolerance or dependence, but it will precipitate withdrawal symptoms in 
subjects physically dependent on opioids. 

Absorption 
When TROXYCA ER capsules are adminis tered in a fas ted state or after a high-fat meal or when the contents of TROXYCA ER 
caps ules are sprinkled on applesauce and adminis tered in fas ted s tate, naltrexone plasma concentrations remain undetectable (below 
the limit of quantitation, 4 pg/mL) suggesting that administration of TROXYCA ER capsules with food or sprinkling of the pellets on 
applesauce does not affect sequestration of naltrexone. The maximum plas ma 6-β-naltrexol concentration was 30 pg/mL, observed at 
120 h post dose following TROXYCA ER after a high-fat meal. 

Following single-dose administration of intact TROXYCA ER in Phase 1 studies, naltrexone was undetected (limit of quantitation, 
4 pg/mL). 6-β-naltrexol (limit of quantitation, 4 pg/mL) was observed in 20 out of 37 subjects with a median (range) of 7.8 (4.1
45.4) pg/mL. 

Naltrexone plasma concentrations were undetected in the majority (78%) of the samples (n=2407) collected from patients in the Phase 
3 studies. In the samples with meas urable naltrexone concentrations, the median (range) was 11.2 (4.1-1090) pg/mL. At least one 
measureable naltrexone level was observed in 249 subjects (34%) out of 725 s ubjects. 6-β-naltrexol plas ma concentrations were 
undetected in 40% of the samples (n=2544) collected from patients in the Phase 3 studies. In the samples with measurable 6-β
naltrexol concentrations, the median (range) was 42.5 (4.1-7320) pg/mL. At leas t one meas ureable 6-β-naltrexol level was observed in 
536 subjects (73%) out of 735 s ubjects. 

Upon oral adminis tration of crushed TROXYCA ER, 100% of the s equestered naltrexone is released, with bioavailability equivalent 
to immediate-releas e naltrexone in solution at the same dose. Although well absorbed orally, naltrexone is subject to significant firs t-
pass metabolism, with mean absolute oral bioavailability es timates of about 9.1% and 8.4% following orally administered crushed 
TROXYCA ER 40 mg/4.8 mg and 60 mg/7.2 mg doses, res pectively. The absolute intranasal bioavailability of naltrexone was about 
41.6% following intranasally administered crushed TROXYCA ER 30 mg/3.6 mg, and was higher compared with oral bioavailability 
due to avoiding hepatic and intestinal firs t-pass metabolis m with the intranasal route. After adminis tration of crushed TROXYCA ER, 
the peak plas ma levels of naltrexone occurred at 0.55 hours orally and 0.32 hours intranasally. 

Following oral administration of naltrexone immediate-release tablets, naltrexone undergoes rapid and nearly complete absorption 
with approximately 96% of the dose absorbed from the gastrointestinal tract. The rate and extent of absorption (Cm ax and AUC, 
res pectively) of naltrexone immediate-release tablets have been s hown to increase in a dose proportional manner following oral 
administration of naltrexone 50 mg tablets as 50, 100 and 200 mg doses. The bioavailability of naltrexone given as 50 mg tablets was 
s imilar to that of the s ame dose given as a 10 mg/mL s olution. 

Dis tribution 
The volume of distribution for naltrexone following intravenous adminis tration is estimated to be 1350 liters . In vitro tes ts with human 
plasma show naltrexone to be 21% bound to plasma proteins over the therapeutic dose range. 

Elimination
 
In humans, naltrexone is highly metabolized. Naltrexone metabolites are excreted via the kidney.
 

Metabolism 
The s ystemic clearance (after intravenous administration) of naltrexone is ~3.5 L/min, which exceeds liver blood flow 
(~1.2 L/min). This suggests both that naltrexone is a highly extracted drug (>98% metabolized) and that extrahepatic sites of drug 
metabolism exis t. The major metabolite of naltrexone is 6ß-naltrexol. Two other minor metabolites are 2-hydroxy-3-methoxy-6ß
naltrexol and 2-hydroxy-3-methyl-naltrexone. Naltrexone and its metabolites are als o conjugated to form additional metabolic 
products. The 6ß-naltrexol is formed by cytosolic NADPH-requiring enzymes. The activity of naltrexone is believed to be due to 
both parent and the 6ß-naltrexol metabolite. 

Excretion 
In humans, naltrexone is excreted primarily in the urine as conjugates of naltrexone and 6ß-naltrexol. The renal clearance for 
naltrexone ranges from 30 to 127 mL/min and suggests that renal elimination is primarily by glomerular filtration. In comparison, 
the renal clearance for 6ß-naltrexol ranges from 230 to 369 mL/min, suggesting an additional renal tubular secretory mechanism. 
The urinary excretion of unchanged naltrexone accounts for less than 2% of an oral dos e; urinary excretion of unchanged and 
conjugated 6ß-naltrexol accounts for 43% of an oral dose. The pharmacokinetic profile of naltrexone suggests that naltrexone and 
its metabolites may undergo enterohepatic recycling. The mean elimination half-life values for naltrexone and 6ß-naltrexol are 
4 hours and 13 hours, respectively. 
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Special Populations 

Hepatic Impairment 
Since naltrexo ne is exten s ively metab olized , its clearance may d ecrease in h ep atic failure p atients. A n increase in naltrexone A UC of 
approximately 5-an d 10-fold in patients with compensated and decompensated liver cirrhos is, res pectively, compared with s ubjects 
with normal liver function has been reported. Th is s tudy s uggested in creased b io availability o f n altrexo n e in liv er cirrh o s is , co nsis tent 
wit h les s er met ab o lis m of naltrexone to 6ß-naltrexol, and appears to b e related to th e severity o f liv er dis ease. 

Renal Impairment 
A deq uate s tu dies of n altrexon e tab lets in patients with renal impairmen t hav e n ot b een conducted. Since naltrexo ne an d its p rimary 
metabo lite are excreted primarily in u rine, p las ma con centration s of n altrexone may increase in p atients with ren al imp airmen t [see 
Use in Specific Populations ( 8.7)]. 

Dru g -Drug Interactions 
No s pecific drug interaction s tudies have been performed with TROXYCA ER. Becaus e naltrexone is not a s ubstrate for CYP drug 
metabolizing enzymes , inducers or inhibitors of these enzymes are unlikely to change th e clearance of n altrexon e. 

13 NONCLINICAL TOXICOLOGY 

13.1 Carcinog enesis, Mutag enesis, Impairment of Fertility 

Carcinogenesis
 
Long-term s tudies in an imals to evalu ate th e carcin ogenic po tential o f TROXYCA ER or oxycodone h ave n ot b een co nd ucted .
 

Mu tag enesis 
Oxycodone HCl was genotoxic in an in v itro mo u s e ly mp h oma as say in th e p resence o f metab olic activ atio n. Th ere was n o evid ence 
of genotoxic potential in an in v itro b acterial rev ers e mutatio n assay (Salmonella typhimurium an d Escherichia coli) o r in an as say fo r 
ch ro mo s omal aberratio ns (in vivo mouse bone marrow micronucleus as say). 

Imp airmen t o f Fert ilit y
 
Fert ilit y s tudies have not been performed in animals to evaluate the potential impact on fertility of TROXYCA ER or oxycodone.
 

14 CLINICAL S TUDIES 

The an algesic efficacy o f TROXYCA ER has been evaluated in one randomized, double-blin d, p lacebo -con tro lled clin ical t rial in 
patients with moderate-to -sev ere ch ronic lo w b ack p ain . Th is s t udy u t ilized an en rich ed-enrollmen t , ran d omized-wit h drawal d esig n 
an d was co n ducted in a population co nsis tin g o f both o p ioid -exp erienced and o pio id -naïve s ubjects. Subjects were titrated to effect 
with TROXYCA ER in t h e open-label period, which was followed by a 12-week double-blin d t reat ment p erio d. Total daily doses of 
th e oxycodone in TROXYCA ER ranged from 20 mg t o 160 mg adminis tered in two equal doses ap proximately 12 hours apart. 
Su bjects with controlled pain (defined as pain intensity nu merical rating s cale [NRS] ≤4) were randomized into the 12-week double
blin d treatmen t period to either continue TROXYCA ER o r b e s witch ed to placebo. Su b jects ran domized to p lacebo were g iv en a 
blinded taper of TROXYCA ER according to a pre-s pecified s ched ule t o p revent o pio id wit h drawal. Res cu e medicatio n (u p t o 3 
grams per day of acetamin o phen) was allo wed t hro ugh out t he s tu dy to treat epis odes o f breakth roug h p ain. Immed iat e-release 
oxycodone HCl (as a s ingle ingredient product) was als o allowed during the firs t 3 weeks of the open-label period to manage the 
initial conversion from prior therapy. 

A total o f 410 s u b jects entered t h e o pen-label titrat io n perio d an d 281 were s uccessfully titrated onto TROXYCA ER and randomized 
into the d ouble-blin d treatment perio d: 134 t o p laceb o and 147 t o TROXYCA ER. Of t h es e, 42.5% of s u b jects were p revio usly treated 
with an opioid . 

In the open-lab el titratio n p eriod, 57% o f s u b jects were female an d 43% were male wit h t h e majo rit y of s ubjects being les s than 
65 y ears o f ag e (89%) and white (73%). Overall, in the double-blin d treatment perio d, 56% of s u b jects were female and 44% were 
male with a med ian ag e o f 51 years and the majority (73%) of s ubjects being white. Su bject demo graph ics were s imilar between 
placebo and TROXYCA ER groups. 

A total of 188 (67%) s ubjects completed the double-blind treatment period, including 107 (73%) TROXYCA ER s u b jects an d 81 
(60%) p lacebo s ub jects. M ore s ubjects in the placebo group dis continued due to lack of efficacy (12%) compared to TROXYCA ER 
(3%), and more s ubjects discontinued due to adverse events in the TROXYCA ER group (10%) compared to placebo (7%). Su b jects 
dis continued from the open-lab el t itrat io n p eriod for the following reasons: adverse events (n=57), protocol violations (n=7), los t to 
fo llo w-up (n=10), did not meet entrance criteria (n=41), no longer willing to participate (n=11), and other (n=3). Su b jects d iscontinued 
from the double-blin d t reatmen t period from the placebo group for the following reasons: ins ufficient clinical res ponse (n=16), 
advers e event (n=9), protocol violation (n=8), los t to follow-up (n=3), no longer willing to participate (n=11), and other (n=6) and 
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from the TROXYCA ER group for the following reasons: insufficient clinical response (n=4), adverse event (n=14), protocol violation 
(n=9), lost to follow-up (n=6), no longer willing to participate (n=6), and other (n=1). 

The mean change in the weekly average pain intensity NRS scores from randomization baseline to the average of Weeks 11 and 12 
was statistically significantly superior for those treated with TROXYCA ER compared to placebo. The percentage of patients 
(responders) in each group who demonstrated improvement in their final 2 weeks , as compared with screening is shown in Figure 1. 
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-responders. A higher percentage of s ubjects 
receiving TROXYCA ER, compared to placebo, had a ≥30% decrease in their weekly average NRS-pain intensity scores from 
Screening to Weeks 11 and 12 of the double-blind treatment period (58% versus 44% for TROXYCA ER and placebo, respectively), 
while, 40% of subjects receiving TROXYCA ER and 30% of s ubjects receiving placebo had a 50% decrease. 

Figure 1. Percent Reduction Profiles for Weekly Average Daily Pain Scores from Screening to Final 2 Weeks 
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16 HOW S UPPLIED/S TORAGE AND HANDLING
 

Oxycodone HCl / TROXYCA TROXYCA TROXYCA TROXYCA TROXYCA TROXYCA 
nal trexone HCl ER ER ER ER ER ER 

10 mg /1 .2 mg 20 mg /2 .4 mg 30 mg /3 .6 mg 40 mg /4 .8 mg 60 mg /7 .2 mg 80 mg /9 .6 mg 
Extended-Releas e Caps ul e Two-toned Two-toned Two-toned Two-toned Two-toned Two-toned 
Des cription hard gelatin 

caps ule, s ilver 
opaque body, 

hard gelatin 
caps ule, s ilver 
opaque body, 

hard gelatin 
caps ule, s ilver 
opaque body, 

hard gelatin 
caps ule, s ilver 
opaque bo dy, 

hard gelatin 
caps ule, s ilver 
opaque body, 

hard gelatin 
caps ule, s ilver 
opaque body, 

yellow opaque 
cap, black 
print 

vio let opaque 
cap, black 
print on body 

fu chs ia opaque 
cap, black 
print 

olive green 
opaque cap, 
black print 

green op aque 
cap, black 
print 

b rick red 
opaque cap, 
black print 

and white print 
on cap 

NDC # 60793-537-01 60793-531-01 60793-535-01 60793-532-01 60793-533-01 60793-536-01 

Bottle count for each o f these s trengths is 100.
 
Sto re at 25°C (77°F); excu rs io n s p ermitted b etween 15° an d 30°C (59° an d 86°F).
 
Dis p ense in tight (USP), lig ht-res istant, child-resistant containers.
 

17 PATIENT COUNS ELING INFORMATION 

A dvis e the patient to read the FDA -appro ved p atient labeling (Medicatio n Gu ide and Ins tructions for Us e). 

Addiction, A b use, an d M isuse 
Info rm p atients that the use of TROXYCA ER, even when taken as recommended, can res ult in addiction, abuse, and mis use, which 
can lead to overdose or death [see Warnings and Preca utions ( 5.1)]. In s truct patients not to s hare TROXYCA ER with others and to 
take s teps to protect TROXYCA ER from theft o r mis us e. 

Life-threatening Res piratory Depression 
Info rm patients of th e ris k o f life-threatening res piratory depression, including information that the ris k is greatest when starting 
TROXYCA ER or when the dosage is increased, and that it can occur even at recommended dosages [see Warnings and 
Precautions (5.2)]. Advise patients how to recognize res piratory depression and to s eek medical attention if breathing difficulties 
develop. 

A ccidental Ingestion 
Info rm patients that accidental ingestion, es pecially by children, may res ult in res pirato ry depression or death [see Warnings and 
Precautions (5.2)]. Ins truct patients to take s teps to s tore TROXYCA ER s ecurely and to dispose of unused TROXYCA ER by 
flus hing the capsules down the toilet. 

Interactions with Alcohol and Other CNS Depres sants
 
Inform patients that potentially s erio us additive effects may occur if TROXYCA ER is us ed with alcohol or other CNS depres sants,
 
and not to use s uch drugs unless s upervised by a healthcare provider [see Wa rn ings a nd Precautions ( 5 .5)].
 

Serotonin Syndrome 
Inform patients that TROXYCA ER could cause a rare but potentially life-threatening condition resulting from concomitant 
adminis tration of s erotonergic drugs. Warn patients of the symptoms of s erotonin s yndrome and to s eek medical attention right away 
if s ymptoms develop. Instruct patients to inform their physicians if they are taking, or plan to take s erotonergic medications [see Drug 
Interactions (7)]. 

A dren al Ins ufficiency 
Inform patients that TROXYCA ER could cause adrenal ins ufficiency, a potentially life-threatening condition. A drenal ins ufficiency 
may pres ent with non-specific s ymptoms and s igns s uch as nausea, vomiting, anorexia, fatigue, weakness, dizzines s, and low blood 
pres s ure. A dvis e patients to s eek medical attention if they experience a constellation of these s ympto ms [see Warnings and 
Precautions (5.7)]. 

Important Administration Ins tructions
 
Ins truct patients how to properly take TROXYCA ER, including the following:
 

•	 Swallow TROXYCA ER caps ules whole or s prinkle the capsule contents on applesauce and then s wallow immediately 
without chewing [see Dosage and Administration ( 2.1)]. 
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•	 Do n ot crus h, chew, or dis solve th e p ellet s co nt ain ed in th e capsu les due to a ris k of fatal oxycodone overdose or naltrexone 
precipitated withdrawal s ymptoms in opioid-dependent in d iv id uals [see Do sage a nd Ad ministration ( 2 .1)]. 

•	 Us e TROXYCA ER exactly as p res crib ed to reduce the ris k of life-threatening adverse reactio ns (e.g ., res piratory d ep ression)
[see Warnings and Precautions (5.2)]. 

•	 Do n ot dis continue TROXYCA ER witho u t firs t d is cussing the need for a tapering regimen with the prescriber [see Dosage 
and Administration ( 2.4)]. 

Hypotension 
Inform patients that TROXYCA ER may cau s e h yp otensio n an d s yn cop e. Ins truct patients how to recognize s ymptoms of low blood 
p res s ure an d h ow t o reduce the ris k of s erious consequences s hould hypotension occur (e.g., s it or lie down, carefully ris e from a 
s itting or lying position) [see Warnings an d Preca utions ( 5.8)]. 

A naphylaxis 
Inform patients that anaphylaxis has been reported with ing redients co ntain ed in TROXYCA ER. Advis e patients how to recognize 
s u ch a reactio n an d wh en to s eek med ical attentio n [see Contraind ications ( 4), Adverse Reactio ns ( 6)]. 

Preg n an cy
Neo na tal Opioid Withd rawal S yndrome 
Inform female patients of reproductive potential that prolonged use of TROXYCA ER during pregnancy can result in 
neonatal opioid withdrawal s yndrome, which may be life-th reatening if n ot reco gnized and treated [see Warnings and 
Precau tions ( 5.3), Use in Sp ecific Po pulations ( 8 .1)]. 

Embryofetal Toxicity 
In fo rm female p atien ts of reproductive potential th at TROXYCA ER can caus e fetal harm an d to in form th eir health care 
provider of a known or s uspected pregnancy [see Use in Specific Populations (8.1)]. 

Lactatio n
 
A d v is e p at ients t hat b reastfeeding is n o t reco mmen ded du ring treatmen t with TROXYCA ER [see Use in Specific Populations (8.2)].
 

In fertility 
Inform patients that chronic use of opioids may cause reduced fertility. It is not known whether these effects on fertility are rev ers ib le 
[see Adverse Reactio ns ( 6.2)]. 

Driving or Operating Heavy Machinery 
Inform patients that TROXYCA ER may impair the ability to perform potentially hazardous activities s uch as driving a car or 
operating heavy machinery. A dvise patients not to perform s uch tasks until they kn o w h ow th ey will react t o th e med icatio n [see 
Warnin gs a nd Precautions ( 5.13)]. 

Cons tipation 
A dvis e patients of the potential for s evere constipation, including management instructions and when to s eek medical attentio n [see 
Adverse Reactions ( 6)]. 

Dis pos al of Unus ed TROXYCA ER
 
A d v is e p at ients to flus h the unused capsules down the toilet wh en TROXYCA ER is no longer needed.
 

This product’s label may have been updated. For current full pres cribing information, please vis it www.p fizer.co m. 

LA B-0714-1.10
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Medication Guide 
TROXYCA® ER (TROKS’ ih-ka ee’ ahr)
(oxycodone hydrochloride and naltrexone hydrochloride) e xtended-release capsules, CII 
TROXYCA ER is: 
• A strong prescription pain medicine that contains an opioid (narcotic) that 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 TROXYCA ER: 
• Get emergency help right away if you take too much TROXYCA ER (ove rdose). When you first start taking 

TROXYCA 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 your TROXYCA ER. They could die from taking it. Store TROXYCA ER away from children and in 

a safe place to prevent stealing or abuse. Selling or giving away TROXYCA ER is against the law. 
Do not take TROXYCA ER if you have: 
• severe asthma, trouble breathing, or other lung problems. 
• a bowel blockage or have narrowing of the stomach or intestines. 
Before ta king TROXYCA ER, te ll your healthcare provider if you have a history of: 
• head injury, seizures ● liver, kidney, thyroid problems 
• problems urinating  ● pancreas or gallbladder problems 
• abuse of street or prescription drugs, alcohol addiction, or mental health problems 
Te ll your healthcare provider if you a re: 
• pregnant or planning to become pregnant. Prolonged use of TROXYCA ER during pregnancy can cause 

withdrawal symptoms in your newborn baby that could be life-threatening if not recognized and treated. 
• breastfeeding. Not recommended during treatment with TROXYCA ER. It may harm your baby. 
• taking prescription or over-the-counter medicines, vitamins, or herbal supplements. Taking TROXYCA ER with certain 

other medicines can cause serious side effects that could lead to death. 
W hen ta king TROXYCA ER: 
• Do not change your dose. Take TROXYCA ER exactly as prescribed by your healthcare provider. Use the lowest 

dose possible for the shortest time needed. 
• Take your prescribed dose every 12 hours, at the same time every day. Do not take more than your prescribed 

dose in 12 hours. If you miss a dose, take your next dose at your usual time. 
• Swallow TROXYCA ER whole. Do not cut, break, chew, crush, dissolve, snort, or inject TROXYCA ER because this

may cause you to overdose and die. 
• Do not give TROXYCA ER through a nasogastric tube or gastric tube (stomach tube). 
• If you cannot swallow TROXYCA ER capsules, see the detailed Instructions for Use. 
• Call your healthcare provider if the dose you are taking does not control your pain. 
• Do not stop taking TROXYCA ER without talking to your healthcare provider. 
• After you stop taking TROXYCA ER, flush any unused capsules down the toilet. 
W hile ta king TROXYCA ER DO NOT: 
• Drive or operate heavy machinery until you know how TROXYCA ER affects you. TROXYCA ER can make you 

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

during treatment with TROXYCA ER may cause you to overdose and die. 
The possible side effects of TROXYCA 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.
Ge t e mergency 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, feeling faint, agitation, high body temperature, trouble walking,
stiff muscles, or mental changes such as confusion.

These are not all the possible side effects of TROXYCA ER. Call your doctor for medical advice about side effects. You 
may report side effects to FDA at 1-800-FDA-1088. For more information go to dailymed.nlm.nih.gov. 
Di stri buted by: Pfi zer Inc New York, New York 10017
This Medic ation Guide has been approved by t he U. S. Food and D rug Administration Is sued: August 2016 
LAB-0715-1.0 
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Instructions For Use
 
TROXYCA® ER (TROKS’ ih-ka ee’ ahr)
 

(oxycodone hydrochloride and naltrexone hydrochloride) extended-release capsules, CII 

•	 If you c annot swallow T ROXYCA ER c apsules whole, t ell your healt hcare provider. If your healt hcare 
provider t ells you t hat you c an t ake T ROXYCA ER by sprinkling t he c apsule c ontents on applesauce, 
follow these steps: 

T ROXY CA ER c an be opened and t he c ont ents inside t he c apsule can be sprinkled on applesauc e, as 
follows: 

•	 Open t he T ROXY CA ER c apsule and sprinkle t he 
c ont ents over about one t ablespoon of applesauce 
(See Figure 1). 

Figure 1 

• Swallow all of t he applesauc e and sprinkled c apsule 
c ont ents right away. Do not save any of t he 
applesauce and c apsule c ontents for anot her dose 
(See Figure 2). 

Figure 2 

• Rinse your mout h t o make sure you have swallowed 
all of t he c apsule c ontents.  Do not c hew t he capsule 
c ont ents (See Figure 3). 

Figure 3 

Figure 4 

• Flush t he empt y c apsule down t he t oilet right away 
(See Figure 4). 

• Do not give T ROXY CA ER t hrough a nasogastric t ube or gast ric t ube (stomach t ube). 

T his Inst ruc tions for Use has been approved by t he U.S. Food and Drug Administ rat ion. 

LAB-0716-1.0 
Issued: 08/2016 
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