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CR controlled release  
EFD study for effects on embryo-fetal development
ER extended release  
FEED study of fertility and early embryonic development to implantation

 
IR immediate release   
NA noradrenaline  
NRS numerical rating scale 
PPND study for effects on pre- and postnatal development, including maternal function

 
PR prolonged release  
PR1 prolonged release type 1 1  
PR2 prolonged release type 2 2  
QOL quality of life  
SR sustained release  
TRF tamper resistant formulation  
WHO World Health Organization  

  
 
 

 

Janssen Research & Development JRD

Grünenthal GRT 2 JRD

R331333-PAI-xxxx GRT HP5503/xx KF5503/xx 1

2 PAI-xxxx/HPxx PAI-xxxx/KFxx 1

PAI-xxxx HPxx  
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1.5  

1.5.1  
GRT

 1.5.1-1

NA

O-

 

 

 
 

 1.5.1-1  

 

GRT JRD

IR ER

IR 37 2013 11

ER 37 2013 11

ER TRF

TRF 2 PR2

ER

ER

TRF  

 

1.5.2  
1981 1

1 2011 28.5% 3.5

1 1

 
2

2 3 1
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3 2 2 50%

30% QOL
2 2007 4 3

6
4 2012 6

5  

6 WHO WHO

 1.5.2-1
7 3

1 2

 

 

 

 1.5.2-1 WHO 7  

 

8 , 9 , 10

6 , 7

11 , 12 , 13
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ER

CR CR

ER 15  

 

ER
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1.5.2.1  

1.5.2.1.1  

1.5.2.1.1.1  

 

 

1.5.2.1.1.2  

TRF 1 25 mg 50 mg 100 mg 

7000K

6000NF

4000 2 100 mg  

 

1.5.2.1.2  

in vitro NA

in vitro in vivo

 

in vitro in vivo

 

 

 

1.5.2.1.3  

P-

P450 -

 

 

1.5.2.1.4  

4 26 4 13 52 4

13 in vitro in vivo
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1.5.2.2  

1.5.2.2.1  

1.5.2.2.1.1 I  

IR ER

 

IR I 20 19

1

I

IR

QT/QTc

 

ER I 28

QT/QTc

IR

 

 

1.5.2.2.1.2 III  

ER

EU 37

2013 11  

ER

ER
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III PAI-3013/KF15 PAI-3014/KF16 2

 

PAI-3013/KF15

ER PR2

ER

160 mg/

2

ER SR 4

ER SR 6

1 2 ER 200 mg/

SR 80 mg/ ER 500 mg/ SR

200 mg/ PAI-3013/KF15 622 PAI-

3013/KF15

ER

ER

SR ER ER

SR

 

PAI-3014/KF16 PAI-3013/KF15

PAI-3014/KF16

PAI-3014/KF16

IR FDA  

 

1.5.2.2.2  

1.5.2.2.2.1 I  

I 6 4

2  

II 1 PR1 III

TRF TRF

PR1 TRF

 

 

1.5.2.2.2.2 II  

ER
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ER

ER

II JNS024PR-JPN-C01 JPN-C01

 

JPN-C01 JPN-C01

ER PR1

3 14 5

ER 1 2 ER

50 mg/

50 400 mg/

500 mg/  

93.3% 28/30

80.6% 29/36

89.7% 26/29 92.9% 26/28 

25 250 mg/  

ER

 

 

1.5.2.2.2.3 III  

II JPN-C01 III

JNS024ER-KAJ-C02 KAJ-C02

JNS024ER-JPN-C03 JPN-C03 2

 

 

(1) III KAJ-C02  

KAJ-C02

ER TRF
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CR  

4

ER CR 1 1

ER CR

1 2 ER 50 mg/

CR 10 mg/ ER

400 mg/ CR 80 mg/  

11 Numerical Rating Scale NRS

3

CR ER ER

CR

ER ER

 

 

(2) III JPN-C03  

JPN-C03

SR JPN-C03

1

ER

ER TRF 8

ER SR 1 1

ER SR 1 2

ER 100 400 mg/ SR 30 120 mg/

ER 500 mg/ SR 140 mg/  

1

ER 84.0%

ER

NRS ER

8 SR

98.0%

ER

SR ER ER
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1.5.3  
1.5.2

 

ER KAJ-C02

ER CR

CR ER

ER

CR

ER  

 

ER
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. Available from: http://law.e-gov.go.jp/announce/H18HO098.html 

4  . . 19 6  

5  . . 24 6  

6    [homepage on the Internet].  
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1.6  
ER 37 2013 11

2 prolonged release type2 PR2

tamper resistant formulation TRF

TRF

EU

IR

EU ER 37

2013 11  

35 Scheduled drug 2013 11

 

 1.6-1 Scheduled drug   1.6-2

 

5 ER IR CCDS 2012 12

ER USPI 2013 9 EU  EU SmPC 2013 9

 

 
 1.6-1  

2013 11  
 ER  

[ (mg)] 
ER  

 
IR  

[ (mg)] 
IR  

 

 PR2 [50, 100, 
150, 200, 250] 2012 2 16  IR [50, 75, 100] 2012 2 16  

 PR2 [50, 100, 
150, 200, 250] 2011 12 24  IR [50, 75, 100] 2010 11 17

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 1 4  
25 mg: 
2012 8 3  

IR [50, 75, 100] 2011 1 4  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 3 14  
25 mg: 
2012 6 12  

IR [50, 75, 100] 2011 3 14  

 

PR2 [50, 100, 
150, 200, 250] 
TRF [50, 100, 
150, 200, 250] 

PR2:2010 12 2  
 
TRF:2013 10 31

 

IR [50, 75, 100] 2012 1 16  

 PR2 [25, 50, 100, 
150, 200, 250] 

100, 150, 200, 250 mg: 
2010 11 25  
50 mg:  
2012 7 20  
25 mg: 
2013 7 8  

IR [50, 75, 100] 2009 12 23

 PR2 [150, 200, 
250] 

150 mg 
2013 8 8  
200, 250 mg 
2013 8 26  

IR [50, 75, 100] 2013 8 27  
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 ER  
[ (mg)] 

ER  
 

IR  
[ (mg)] 

IR  
 

 PR2 [50, 100, 
150, 200, 250] 2012 3 15  IR [50, 75, 100] 2012 3 15  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 1 12  
25 mg:  
2012 5 2  

IR [50, 75, 100] 2011 1 12  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 8 30  
25 mg:  
2012 5 15  

IR [50, 75, 100] 2010 8 30  

 PR2 [50, 100, 
150, 200, 250] 2013 4 16  IR [50, 75] 2013 4 16  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 10 22
25 mg:  
2012 5 4  

IR [50, 75, 100] 2010 10 22

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 9 22  
25 mg:  
2012 6 5  

IR [50, 75, 100] 2011 9 22  

 PR2 [50, 100, 
150, 200, 250] 2011 10 3  IR [50, 75, 100] 2011 10 3  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 8 19  
25 mg:  
2012 5 7  

IR [50, 75, 100] 2010 8 19  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 3 15  
25 mg: 
2013 4 25  

IR [50, 75, 100] 2011 3 15  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 2 18  
25 mg:  
2012 7 11  

IR [50, 75, 100] 2011 2 18  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 9 24  
25 mg:  
2012 6 4  

IR [50, 75, 100] 2010 9 24  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 12 21
25 mg:  
2012 5 25  

IR [50, 75, 100] 2010 12 21

 PR2 [50, 100, 
150, 200, 250] 2011 7 8  IR [50, 75, 100] 2011 7 8  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 11 26
25 mg:  
2012 5 24  

IR [50, 75, 100] 2010 11 26

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 2 19  
25 mg:  
2012 8 2  

IR [50, 75, 100] 2011 2 19  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 11 15
25 mg:  
2012 8 22  

IR [50, 75, 100] 2010 11 15
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 ER  
[ (mg)] 

ER  
 

IR  
[ (mg)] 

IR  
 

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 1 18  
25 mg:  
2012 8 1  

IR [50, 75, 100] 2011 1 18  

 PR2 [50, 100, 
150, 200, 250] 2010 7 30  IR [50, 75, 100] 2010 10 6  

 PR2 [50, 100, 
150, 200, 250] 2012 3 21  IR [50, 75, 100] 2012 3 21  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 1 7  
25 mg:  
2012 5 8  

IR [50, 75, 100] 2011 1 7  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 5 24  
25 mg:  
2012 7 20  

IR [50, 75, 100] 2011 5 26  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 10 21
25 mg:  
2012 5 18  

IR [50, 75, 100] 2010 10 21

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 2 28  
25 mg:  
2012 8 31  

IR [50, 75, 100] 2011 2 28  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 11 7  
25 mg:  
2012 4 24  

IR [50, 75, 100] 2010 11 7  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 12 10
25 mg:  
2012 7 11  

IR [50, 75, 100] 2010 12 10

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 12 30
25 mg:  
2012 5 14  

IR [50, 75, 100] 2010 12 30

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2010 9 10  
25 mg:  
2012 6 12  

IR [50, 75, 100] 2010 9 10  

 PR2[50, 100, 150, 
200, 250]  2013 11 20  IR [50, 75, 100] 2011 2 22  

 PR2 [25, 50, 100, 
150, 200, 250] 

50, 100, 150, 200, 250 
mg: 2011 2 4  
25 mg:  
2012 4 27  

IR [50, 75, 100] 2011 2 4  

 TRF [50, 100, 
150, 200, 250] 2011 8 25  IR [50, 75, 100] 2008 11 20
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 1.6-2 Scheduled drug  

2013 11  

    

 2012 10 30  Schedule I.2  2011 6 1  Schedule II 

 2011 1 1  Schedule 8  2009 11 22  Schedule II 

 2011 10 23  Toxic 
Substances  2011 4 13  Toxic 

Substances 
 2011 11 10  Schedule II  2009 11 6  Schedule I 

 2010 3 19  Schedule I  2010 7 30  Schedule I 
 2011 10 27  Scheduled  2012 5 9  List I 

 2011 4 22  Schedule I 
 2012 5 1  

Schedule 
2/Part 3 
(Class B3) 

 2010 9 2  Schedule B  2011 8 1  Narcotics 
 2011 2 12  Schedule II  2012 3 27  Table I-A 

 2011 11 1  Schedule IV  2013 3 26  List 1 

 2010 5 26  Narcotics  2011 3 1  Annex I, 
group 2 

 2010 6 1  Schedule III  2010 12 14  Schedule II 
 2010 9 2  Schedule C  2011 8 24  Narcotics 

 2012 4 3  Schedule P2 
 2010 9 1  Schedule II 

 2010 10 4  Scheduled  2010 12 1  Scheduled 

 2010 5 11  Narcotic 
Schedule II  2011 3 28  Class A, 

Schedule II 
 2010 6 9  Schedule IIA  2009 6 22  Schedule II 

 2011 2 1  Scheduled    
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use 
NUCYNTA® ER safely and effectively. See full prescribing information 
for NUCYNTA® ER.
NUCYNTA® ER (tapentadol) extended-release oral tablets C-II
Initial U.S. Approval: 2008

WARNING: ABUSE POTENTIAL, LIFE-THREATENING 
RESPIRATORY DEPRESSION, ACCIDENTAL EXPOSURE, and 
INTERACTION WITH ALCOHOL
See full prescribing information for complete boxed warning.
! NUCYNTA® ER contains tapentadol, a Schedule II controlled 

substance. Monitor for signs of misuse, abuse, and addiction during 
NUCYNTA® ER therapy. (5.1)

! Fatal respiratory depression may occur, with highest risk at 
initiation and with dose increases. Instruct patients on proper 
administration of NUCYNTA® ER tablets to reduce the risk. (5.2)

! Accidental ingestion of NUCYNTA® ER can result in fatal overdose 
of tapentadol, especially in children. (5.3)

! Instruct patients not to consume alcoholic beverages or use 
prescription or non-prescription products containing alcohol while 
taking NUCYNTA® ER because of the risk of increased and 
potentially fatal plasma tapentadol levels. (5.4)

—————————INDICATIONS AND USAGE————————
NUCYNTA® ER is an opioid agonist indicated for the management of:

! moderate to severe chronic pain in adults (1)
! neuropathic pain associated with diabetic peripheral neuropathy 

(DPN) in adults (1)
when a continuous, around-the-clock opioid analgesic is needed for an 
extended period of time.
Limitations of Use
! NUCYNTA® ER is not for use:

∀ As an as-needed (prn) analgesic (1)
∀ For pain that is mild or not expected to persist for an 

extended period of time (1)
∀ For acute pain (1)
∀ For postoperative pain, unless the patient is already 

receiving chronic opioid therapy prior to surgery, or if the 
postoperative pain is expected to be moderate to severe 
and persist for an extended period of time. (1)

——————— DOSAGE AND ADMINISTRATION———————
! Individualize dosing based on patient’s prior analgesic treatment 

experience, and titrate as needed to provide adequate analgesia and 
minimize adverse reactions. (2.1, 2.2)

! The initial dose in patients not currently taking opioid analgesics is 50 
mg twice a day. (2.1).

! Instruct patients to swallow NUCYNTA® ER tablets whole. (2.7)
! Use a gradual downward titration when NUCYNTA® ER is 

discontinued in a physically dependent patient. (2.3, 5.13)
! Reduce the dose of NUCYNTA® ER in patients with moderate hepatic 

impairment. (2.4)
! NUCYNTA® ER use in patients with severe renal impairment is not 

recommended. (2.5)
! Conservative initial dosing of NUCYNTA® ER in elderly patients is 

recommended due to possible decreased renal and hepatic function.
(2.6)

——————— DOSAGE FORMS AND STRENGTHS——————
! Extended-Release Tablets: 50 mg, 100 mg, 150 mg, 200 mg, 250 mg 

(3)
—————————— CONTRAINDICATIONS—————————
! Significant respiratory depression (4)
! Acute or severe bronchial asthma (4)
! Known or suspected paralytic ileus (4)
! Hypersensitivity to tapentadol or to any other ingredients of the product

(4)
! Concurrent use of monoamine oxidase inhibitors (MAOI) or use within 

the last 14 days. (4)
——————— WARNINGS AND PRECAUTIONS———————
See Boxed WARNINGS
! Elderly, cachectic, and debilitated patients and patients with chronic 

pulmonary disease: Monitor closely because of increased risk of 
respiratory depression. (5.5, 5.6)

! Interaction with CNS depressants: Consider dose reduction of one or 
both drugs because of additive effects. (5.7, 7.3)

! Hypotensive effect: Monitor during dose initiation and titration. (5.8)
! Patients with head injury or increased intracranial pressure: Monitor for 

sedation and respiratory depression. Avoid use of NUCYNTA® ER in 
patients with impaired consciousness or coma susceptible to intracranial 
effects of CO2 retention. (5.9)

! Seizures: Use with caution in patients with a history of seizures. (5.10)
! Serotonin Syndrome: Potentially life-threatening condition could result 

from concomitant administration of drugs with serotonergic activity. 
(5.11)

—————————— ADVERSE REACTIONS—————————
The most common (≥10%) adverse reactions were nausea, constipation, 
dizziness, headache, and somnolence. (6)
To report SUSPECTED ADVERSE REACTIONS, contact Janssen 
Pharmaceuticals, Inc. at 1–800–526–7736 (1-800-JANSSEN) or FDA at 1–
800–FDA–1088 or www.fda.gov/medwatch.
—————————— DRUG INTERACTIONS—————————
! CNS depressants: Increased risk of respiratory depression, hypotension, 

profound sedation, coma or death. When combined therapy with CNS 
depressant is contemplated, the dose of one or both agents should be 
reduced. (7.3)

! Mixed agonist/antagonist opioids (i.e., pentazocine, nalbuphine, and 
butorphanol): May reduce analgesic effect and/or precipitate withdrawal 
symptoms. (7.5)

! Monitor for signs of serotonin syndrome when NUCYNTA® ER is used 
concurrently with SSRIs, SNRIs, tricyclic antidepressants, or triptans.
(7.4)

——————— USE IN SPECIFIC POPULATIONS———————
! Pregnancy: Based on animal data, may cause fetal harm. (8.1)
! Nursing mothers: Closely monitor infants of nursing women 

receiving. NUCYNTA® ER. (8.3)
! Renal or hepatic impairment: not recommended in patients with severe 

renal or hepatic impairment. Reduce dose in patients with moderate 
hepatic impairment. (8.7, 8.8)

See 17 for PATIENT COUNSELING INFORMATION AND 
MEDICATION GUIDE.

Revised: 9/2013
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FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: ABUSE POTENTIAL, LIFE-THREATENING 
RESPIRATORY DEPRESSION, ACCIDENTAL 
EXPOSURE, AND INTERACTION WITH ALCOHOL

1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION

2.1 Initial Dosing
2.2 Titration and Maintenance of Therapy
2.3 Discontinuation of NUCYNTA® ER
2.4 Patients with Hepatic Impairment
2.5 Patients with Renal Impairment
2.6 Elderly Patients
2.7 Administration of NUCYNTA® ER

3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS

5.1 Abuse Potential
5.2 Life Threatening Respiratory Depression
5.3 Accidental Exposure
5.4 Interaction with Alcohol
5.5 Elderly, Cachectic, and Debilitated Patients
5.6 Use in Patients with Chronic Pulmonary Disease
5.7 Interactions with CNS Depressants and Illicit 

Drugs
5.8 Hypotensive Effect
5.9 Use in Patients with Head Injury or Increased 

Intracranial Pressure
5.10 Seizures
5.11 Serotonin Syndrome Risk
5.12 Use in Patients with Gastrointestinal Conditions
5.13 Avoidance of Withdrawal
5.14 Driving and Operating Heavy Machinery
5.15 Hepatic Impairment
5.16 Renal Impairment

6 ADVERSE REACTIONS
6.1 Clinical Studies Experience
6.2 Postmarketing Experience

7 DRUG INTERACTIONS

7.1 Alcohol
7.2 Monoamine Oxidase Inhibitors
7.3 CNS Depressants
7.4 Serotonergic Drugs
7.5 Mixed Agonist/Antagonist Opioid Analgesics
7.6 Anticholinergics

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Neonatal Withdrawal Syndrome
8.7 Renal Impairment
8.8 Hepatic Impairment

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10 OVERDOSAGE
10.1 Clinical Presentation

11 DESCRIPTION
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of 

Fertility
13.2 Animal Toxicology and/or Pharmacology

14 CLINICAL STUDIES
14.1 Moderate to Severe Chronic Low Back Pain
14.2 Neuropathic Pain Associated with Diabetic 

Peripheral Neuropathy
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

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



3

FULL PRESCRIBING INFORMATION

WARNING: ABUSE POTENTIAL, LIFE-THREATENING RESPIRATORY 
DEPRESSION, ACCIDENTAL EXPOSURE, and INTERACTION WITH ALCOHOL

Abuse Potential

NUCYNTA® ER contains tapentadol, an opioid agonist and Schedule II controlled 
substance with an abuse liability similar to other opioid agonists, legal or illicit [see 
Warnings and Precautions (5.1)]. Assess each patient’s risk for opioid abuse or addiction 
prior to prescribing NUCYNTA® ER. The risk for opioid abuse is increased in patients 
with a personal or family history of substance abuse (including drug or alcohol abuse or
addiction) or mental illness (e.g., major depressive disorder). Routinely monitor all patients 
receiving NUCYNTA® ER for signs of misuse, abuse, and addiction during treatment [see 
Drug Abuse and Dependence (9)].

Life-threatening Respiratory Depression

Respiratory depression, including fatal cases, may occur with use of NUCYNTA® ER, even 
when the drug has been used as recommended and not misused or abused [see Warnings 
and Precautions (5.2)]. Proper dosing and titration are essential and NUCYNTA® ER 
should only be prescribed by healthcare professionals who are knowledgeable in the use of 
potent opioids for the management of chronic pain. Monitor for respiratory depression, 
especially during initiation of NUCYNTA® ER or following a dose increase. Instruct 
patients to swallow NUCYNTA® ER tablets whole. Crushing, dissolving, or chewing 
NUCYNTA® ER can cause rapid release and absorption of a potentially fatal dose of 
tapentadol.

Accidental Exposure

Accidental ingestion of NUCYNTA® ER, especially in children, can result in a fatal 
overdose of tapentadol [see Warnings and Precautions (5.3)].

Interaction with Alcohol

The co-ingestion of alcohol with NUCYNTA® ER may result in an increase of plasma levels 
and potentially fatal overdose of tapentadol [see Warnings and Precautions (5.4)]. Instruct 
patients not to consume alcoholic beverages or use prescription or non-prescription 
products that contain alcohol while on NUCYNTA® ER.
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1 INDICATIONS AND USAGE
NUCYNTA® ER (tapentadol) is indicated for the management of:

moderate to severe chronic pain in adults

neuropathic pain associated with diabetic peripheral neuropathy (DPN) in adults

when a continuous, around-the-clock opioid analgesic is needed for an extended period of time
[see Clinical Studies (14.1, 14.2)].

Limitations of Usage

NUCYNTA® ER is not intended for use:

! As an as-needed (prn) analgesic

! For pain that is mild or not expected to persist for an extended period of time

! For acute pain

! For postoperative pain unless the patient is already receiving chronic opioid therapy prior 
to surgery or if the postoperative pain is expected to be moderate to severe and persist for 
an extended period of time.

2 DOSAGE AND ADMINISTRATION
2.1 Initial Dosing
Initiate the dosing regimen for each patient individually, taking into account the patient's prior 
analgesic treatment experience. Monitor patients closely for respiratory depression, especially 
within the first 72 hours of initiating therapy with NUCYNTA® ER [see Warnings and 
Precautions (5.2)].

Consider the following factors when selecting an initial dose of NUCYNTA® ER:

! Total daily dose, potency, and kind of any prior analgesic the patient has been taking 
previously;

! Reliability of the relative potency estimate used to calculate the equivalent dose of 
tapentadol needed (Note: potency estimates may vary with the route of administration);

! Patient's degree of opioid experience and opioid tolerance;

! General condition and medical status of the patient;

! Concurrent medication;

! Type and severity of the patient's pain.
NUCYNTA® ER tablets must be taken whole, one tablet at a time, with enough water to ensure 
complete swallowing immediately after placing in the mouth [see Patient Counseling 
Information (17)].
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NUCYNTA® ER is administered at a frequency of twice daily (every 12 hours).

Discontinue all other tapentadol and tramadol products when beginning and while taking 
NUCYNTA® ER [see Serotonin Syndrome Risk (5.11)]. Although the maximum approved total 
daily dose of NUCYNTA® immediate-release formulation is 600 mg per day, the maximum total 
daily dose of NUCYNTA® ER is 500 mg. Do not exceed a total daily dose of NUCYNTA® ER 
of 500 mg.

Use of NUCYNTA® ER as the First Opioid Analgesic
Initiate NUCYNTA® ER therapy with the 50 mg tablet twice daily (at 12 hour intervals).

Conversion from NUCYNTA® to NUCYNTA® ER
Patients can be converted from NUCYNTA® to NUCYNTA® ER using the equivalent total daily 
dose of NUCYNTA® and dividing it into two equal doses of NUCYNTA® ER separated by 
approximately 12-hour intervals. As an example, a patient receiving 50 mg of NUCYNTA® four 
times per day (200 mg/day) may be converted to 100 mg NUCYNTA® ER twice a day.

Conversion from other Opioids to NUCYNTA® ER
While there are useful tables of oral and parenteral equivalents, there is substantial inter-patient 
variation in the relative potency of different opioid drugs and formulations. Specific 
recommendations are not available because of a lack of systematic evidence for these types of 
analgesic substitutions. As such, it is safer to underestimate a patient's 24-hour NUCYNTA® ER 
requirement and provide rescue medication (e.g., immediate-release opioid or non-opioid) than 
to overestimate and manage an adverse reaction. In general, begin with half of the estimated 
daily tapentadol requirement as the initial dose, managing inadequate analgesia by 
supplementation with immediate-release rescue medication.

Published relative potency/equianalgesia data are available and may be referred to in clinical 
practice guidelines such as those published by authorities in the field of pain medicine, but such 
ratios are approximations. Consider contacting your specific state medical or pharmacy 
professional societies for further information on how to safely convert patients from one opioid 
to another.

2.2 Titration and Maintenance of Therapy
Individually titrate NUCYNTA® ER to a dose that provides adequate analgesia and minimizes 
adverse reactions. Continually reevaluate patients receiving NUCYNTA® ER to assess the 
maintenance of pain control and the relative incidence of adverse reactions. During chronic 
therapy, especially for non-cancer-related pain (or pain associated with other terminal illnesses), 
periodically reassess the continued need for the use of opioid analgesics.
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Titrate patients to adequate analgesia with dose increases of 50 mg no more than twice daily 
every three days. In clinical studies, efficacy with NUCYNTA® ER was demonstrated relative to 
placebo in the dosage range of 100 mg to 250 mg twice daily [see Clinical Studies (14)].

If the level of pain increases, attempt to identify the source of increased pain, while adjusting the 
NUCYNTA® ER dose to decrease the level of pain.

Patients who experience breakthrough pain may require dosage adjustment or rescue medication
with an appropriate dose of an immediate-release opioid or non-opioid medication.

If signs of excessive opioid-related adverse reactions are observed, the next dose may be 
reduced. Adjust the dose to obtain an appropriate balance between management of pain and 
opioid-related adverse reactions.

During chronic, around-the-clock opioid therapy, especially for non-cancer pain syndromes, 
reassess the continued need for around-the-clock opioid therapy regularly (e.g., every 6 to 12
months) as appropriate.

2.3 Discontinuation of NUCYNTA® ER
When the patient no longer requires therapy with NUCYNTA® ER tablets, use a gradual 
downward titration of the dose to prevent signs and symptoms of withdrawal in the 
physically-dependent patient.

2.4 Patients with Hepatic Impairment
The use of NUCYNTA® ER in patients with severe hepatic impairment (Child-Pugh Score 
10-15) is not recommended.

In patients with moderate hepatic impairment (Child-Pugh Score 7 to 9), initiate treatment using
50 mg NUCYNTA® ER and administer no more frequently than once every 24 hours. The 
maximum recommended dose for patients with moderate hepatic impairment is 100 mg of 
NUCYNTA® ER once daily [see Clinical Pharmacology (12.3)].

No dosage adjustment is recommended in patients with mild hepatic impairment (Child-Pugh 
Score 5 to 6) [see Warnings and Precautions (5.15) and Clinical Pharmacology (12.3)].

2.5 Patients with Renal Impairment
No dosage adjustment is recommended in patients with mild or moderate renal impairment.
NUCYNTA® ER use in patients with severe renal impairment is not recommended [see 
Warnings and Precautions (5.16) and Clinical Pharmacology (12.3)].
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2.6 Elderly Patients
In general, recommended dosing for elderly patients with normal renal and hepatic function is 
the same as for younger adult patients with normal renal and hepatic function. Because elderly 
patients are more likely to have decreased renal and hepatic function, consideration should be 
given to starting elderly patients with the lower range of recommended doses [see Clinical 
Pharmacology (12.3)].

2.7 Administration of NUCYNTA® ER
Instruct patients to swallow NUCYNTA® ER tablets whole. The tablets are not to be cut, 
crushed, dissolved, or chewed due to the risk of rapid release and absorption of a potentially fatal 
dose of tapentadol [see Warnings and Precautions (5.1, 5.2)].

Instruct patients to take NUCYNTA® ER one tablet at a time and with enough water to ensure 
complete swallowing immediately after placing in the mouth [see Warnings and Precautions 
(5.2), and Patient Counseling Information (17)].

3 DOSAGE FORMS AND STRENGTHS
NUCYNTA® ER 50 mg, 100 mg, 150 mg, 200 mg and 250 mg extended-release tablets are 
available in the following colors and prints:

! 50 mg extended-release tablets are white oblong-shaped with a black print “OMJ 50” on 
one side

! 100 mg extended-release tablets are light-blue oblong-shaped with a black print “OMJ 
100” on one side

! 150 mg extended-release tablets are blue-green oblong-shaped with a black print “OMJ 
150” on one side

! 200 mg extended-release tablets are blue oblong-shaped with a depression in the middle 
running lengthwise on each side and a black print “OMJ 200” on one side

! 250 mg extended-release tablets are dark blue oblong-shaped with a depression in the 
middle running lengthwise on each side and a white print “OMJ 250” on one side.

4 CONTRAINDICATIONS
NUCYNTA® ER is contraindicated in:

! Patients with significant respiratory depression

! Patients with acute or severe bronchial asthma or hypercarbia in an unmonitored setting 
or in the absence of resuscitative equipment

! Patients with known or suspected paralytic ileus
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! Patients with hypersensitivity (e.g. anaphylaxis, angioedema) to tapentadol or to any 
other ingredients of the product [see Adverse Reactions (6.2)].

! Patients who are receiving monoamine oxidase inhibitors (MAOI) or who have taken 
them within the last 14 days due to potential additive effects on norepinephrine levels 
which may result in adverse cardiovascular events [see Drug Interactions(7.2)].

5 WARNINGS AND PRECAUTIONS
5.1 Abuse Potential
NUCYNTA® ER contains tapentadol, an opioid agonist and a Schedule II controlled substance. 
Tapentadol can be abused in a manner similar to other opioid agonists legal or illicit. Opioid 
agonists are sought by drug abusers and people with addiction disorders and are subject to 
criminal diversion. Consider these risks when prescribing or dispensing NUCYNTA® ER in 
situations where there is concern about increased risks of misuse, abuse, or diversion. Concerns 
about abuse, addiction, and diversion should not, however, prevent the proper management of 
pain.

Assess each patient’s risk for opioid abuse or addiction prior to prescribing NUCYNTA® ER. 
The risk for opioid abuse is increased in patients with a personal or family history of substance 
abuse (including drug or alcohol abuse or addiction) or mental illness (e.g., major depression). 
Patients at increased risk may still be appropriately treated with modified-release opioid 
formulations; however these patients will require intensive monitoring for signs of misuse, 
abuse, or addiction. Routinely monitor all patients receiving opioids for signs of misuse, abuse,
and addiction because these drugs carry a risk for addiction even under appropriate medical use.

Misuse or abuse of NUCYNTA® ER by crushing, chewing, snorting, or injecting the dissolved 
product will result in the uncontrolled delivery of the opioid and pose a significant risk that could 
result in overdose and death [see Overdosage (10)].

Contact local state professional licensing board or state controlled substances authority for 
information on how to prevent and detect abuse or diversion of this product.

5.2 Life Threatening Respiratory Depression
Respiratory depression is the chief hazard of opioid agonists, including NUCYNTA® ER. 
Respiratory depression, if not immediately recognized and treated, may lead to respiratory arrest 
and death. Respiratory depression from opioids is manifested by a reduced urge to breathe and a 
decreased rate of respiration, often associated with a “sighing” pattern of breathing (deep breaths 
separated by abnormally long pauses). Carbon dioxide (CO2) retention from opioid-induced 
respiratory depression can exacerbate the sedating effects of opioids. Management of respiratory 
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depression may include close observation, supportive measures, and use of opioid antagonists, 
depending on the patient’s clinical status [see Overdosage (10)].

While serious, life-threatening, or fatal respiratory depression can occur at any time during the 
use of NUCYNTA® ER, the risk is greatest during the initiation of therapy or following a dose 
increase. Closely monitor patients for respiratory depression when initiating therapy with 
NUCYNTA® ER and following dose increases. Instruct patients against use by individuals other 
than the patient for whom NUCYNTA® ER was prescribed and to keep NUCYNTA® ER out of 
the reach of children, as such inappropriate use may result in fatal respiratory depression.

To reduce the risk of respiratory depression, proper dosing and titration of NUCYNTA® ER are 
essential [see Dosage and Administration (2)]. Overestimating the NUCYNTA® ER dose when 
converting patients from another opioid product can result in fatal overdose with the first dose. 
Respiratory depression has also been reported with use of modified-release opioids when used as 
recommended and not misused or abused.

To further reduce the risk of respiratory depression, consider the following:

! Proper dosing and titration are essential and NUCYNTA® ER should only be prescribed 
by healthcare professionals who are knowledgeable in the use of potent opioids for the 
management of chronic pain.

! Instruct patients to swallow NUCYNTA® ER tablets whole. The tablets are not to be cut, 
crushed, dissolved, or chewed. The resulting tapentadol dose may be fatal, particularly in 
opioid-naïve individuals.

! NUCYNTA® ER is contraindicated in patients with respiratory depression and in patients 
with conditions that increase the risk of life-threatening respiratory depression [see 
Contraindications (4)].

5.3 Accidental Exposure
Accidental ingestion of NUCYNTA® ER, especially in children, can result in a fatal overdose of 
tapentadol.

5.4 Interaction with Alcohol
The co-ingestion of alcohol with NUCYNTA® ER can result in an increase of tapentadol plasma 
levels and potentially fatal overdose of tapentadol. Instruct patients not to consume alcoholic 
beverages or use prescription or non-prescription products containing alcohol while on 
NUCYNTA® ER therapy [see Clinical Pharmacology (12.3)].

5.5 Elderly, Cachectic, and Debilitated Patients
Respiratory depression is more likely to occur in elderly, cachectic, or debilitated patients as they 
may have altered pharmacokinetics or altered clearance compared to younger, healthier patients. 
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Therefore, monitor such patients closely, particularly when initiating and titrating NUCYNTA®

ER and when NUCYNTA® ER is given concomitantly with other drugs that depress respiration 
[see Warnings and Precautions (5.2)].

5.6 Use in Patients with Chronic Pulmonary Disease
Monitor for respiratory depression those patients with significant chronic obstructive pulmonary 
disease or cor pulmonale, and patients having a substantially decreased respiratory reserve, 
hypoxia, hypercarbia, or pre-existing respiratory depression, particularly when initiating therapy 
and titrating with NUCYNTA® ER, as in these patients, even usual therapeutic doses of 
NUCYNTA® ER may decrease respiratory drive to the point of apnea [see Warnings and 
Precautions (5.2)]. Consider the use of alternative non-opioid analgesics in these patients if 
possible.

5.7 Interactions with CNS Depressants and Illicit Drugs
Hypotension, and profound sedation, coma or respiratory depression may result if NUCYNTA®

ER is used concomitantly with other CNS depressants (e.g., sedatives, anxiolytics, hypnotics, 
neuroleptics, muscle relaxants, other opioids and illicit drugs). When considering the use of 
NUCYNTA® 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, consider the patient’s use, if any, of alcohol and/or illicit drugs 
that can cause CNS depression. If NUCYNTA® ER therapy is to be initiated in a patient taking a 
CNS depressant, start with a lower NUCYNTA® ER dose than usual and monitor patients for 
signs of sedation and respiratory depression and consider using a lower dose of the concomitant 
CNS depressant [see Drug Interactions (7.3)].

5.8 Hypotensive Effect
NUCYNTA® ER may cause severe hypotension. There is an increased risk in patients whose 
ability to maintain blood pressure has already been compromised by a reduced blood volume or 
concurrent administration of certain CNS depressant drugs (e.g., phenothiazines or general 
anesthetics) [see Drug Interactions (7.3)]. Monitor these patients for signs of hypotension after 
initiating or titrating the dose of NUCYNTA® ER. In patients with circulatory shock, 
NUCYNTA® ER may cause vasodilation that can further reduce cardiac output and blood 
pressure. Avoid the use of NUCYNTA® ER in patients with circulatory shock.

5.9 Use in Patients with Head Injury or Increased Intracranial Pressure
Monitor patients taking NUCYNTA® ER who may be susceptible to the intracranial effects of 
CO2 retention (e.g., those with evidence of increased intracranial pressure or brain tumors) for 
signs of sedation and respiratory depression, particularly when initiating therapy with 
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NUCYNTA® ER. NUCYNTA® ER may reduce respiratory drive, and the resultant CO2

retention can further increase intracranial pressure. Opioids may also obscure the clinical course 
in a patient with a head injury.

Avoid the use of NUCYNTA® ER in patients with impaired consciousness or coma.

5.10 Seizures
NUCYNTA® ER has not been evaluated in patients with a predisposition to a seizure disorder, 
and such patients were excluded from clinical studies. The active ingredient tapentadol in 
NUCYNTA® ER may aggravate convulsions in patients with convulsive disorders, and may 
induce or aggravate seizures in some clinical settings. Monitor patients with a history of seizure 
disorders for worsened seizure control during NUCYNTA® ER therapy.

5.11 Serotonin Syndrome Risk
Cases of life-threatening serotonin syndrome have been reported with the concurrent use of 
tapentadol and serotonergic drugs. Serotonergic drugs comprise Selective Serotonin Reuptake 
Inhibitors (SSRIs), Serotonin and Norepinephrine Reuptake Inhibitors (SNRIs), tricyclic 
antidepressants (TCAs), triptans, drugs that affect the serotonergic neurotransmitter system (e.g. 
mirtazapine, trazodone, and tramadol), and drugs that impair metabolism of serotonin (including 
MAOIs). This may occur within the recommended dose. Serotonin syndrome may include 
mental-status changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., 
tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, 
incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea) and can be 
fatal [see Serotonergic Drugs (7.4)].

5.12 Use in Patients with Gastrointestinal Conditions
NUCYNTA® ER is contraindicated in patients with GI obstruction, including paralytic ileus. The 
tapentadol in NUCYNTA® ER may cause spasm of the sphincter of Oddi. Monitor patients with 
biliary tract disease, including acute pancreatitis, for worsening symptoms.

5.13 Avoidance of Withdrawal
Avoid the use of mixed agonist/antagonist analgesics (i.e., pentazocine, nalbuphine, and 
butorphanol) in patients who have received or are receiving a course of therapy with a full opioid 
agonist analgesic, including NUCYNTA® ER. In these patients, mixed agonists/antagonists 
analgesics may reduce the analgesic effect and/or may precipitate withdrawal symptoms.

When discontinuing NUCYNTA® ER, gradually taper the dose [see Dosage and Administration 
(2.3)].
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5.14 Driving and Operating Heavy Machinery
NUCYNTA® ER may impair the mental or physical abilities needed to perform potentially 
hazardous activities such as driving a car or operating machinery. Warn patients not to drive or 
operate dangerous machinery unless they are tolerant to the effects of NUCYNTA® ER and 
know how they will react to the medication.

5.15 Hepatic Impairment
A study with an immediate-release formulation of tapentadol in subjects with hepatic impairment 
showed higher serum concentrations of tapentadol than in those with normal hepatic function. 
Avoid use of NUCYNTA® ER in patients with severe hepatic impairment. Reduce the dose of 
NUCYNTA® ER in patients with moderate hepatic impairment [see Dosage and Administration 
(2.4) and Clinical Pharmacology (12.3)]. Closely monitor patients with moderate hepatic 
impairment for respiratory and central nervous system depression when initiating and titrating 
NUCYNTA® ER.

5.16 Renal Impairment
Use of NUCYNTA® ER in patients with severe renal impairment is not recommended due to 
accumulation of a metabolite formed by glucuronidation of tapentadol. The clinical relevance of 
the elevated metabolite is not known [see Clinical Pharmacology (12.3)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections of the labeling:

! Respiratory Depression [see Warnings and Precautions (5.2)]

! Interaction with Alcohol [see Warnings and Precautions (5.4)]

! Chronic Pulmonary Disease [see Warnings and Precautions (5.6)]

! Hypotensive Effects [see Warnings and Precautions (5.8)]

! Interactions with Other CNS Depressants [see Warnings and Precautions (5.7)]

! Drug abuse, addiction, and dependence [see Drug Abuse and Dependence (9.2, 9.3)]

! Gastrointestinal Effects [see Warnings and Precautions (5.12)]

! Seizures [see Warnings and Precautions (5.10)]

! Serotonin Syndrome [see Warnings and Precautions (5.11)]

6.1 Clinical Studies Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in clinical practice.
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Commonly-Observed Adverse Reactions in Clinical Studies with NUCYNTA® ER in 
Patients with Chronic Pain due to Low Back Pain or Osteoarthritis
The safety data described in Table 1 below are based on three pooled, randomized, double-blind, 
placebo-controlled, parallel group, 15-week studies of NUCYNTA® ER (dosed 100 to 250 mg 
BID after a 50 mg BID starting dose) in patients with chronic pain due to low back pain (LBP)
and osteoarthritis (OA). These trials included 980 NUCYNTA® ER-treated patients and 993 
placebo-treated patients. The mean age was 57 years old; 63% were female and 37% were male; 
83% were White, 10% were Black, and 5% were Hispanic.

The most common adverse reactions (reported by ≥10% in any NUCYNTA® ER dose group) 
were: nausea, constipation, dizziness, headache, and somnolence.

The most common reasons for discontinuation due to adverse reactions in eight Phase 2/3 pooled 
studies reported by ≥1% in any NUCYNTA® ER dose group for NUCYNTA® ER- and placebo-
treated patients were nausea (4% vs. 1%), dizziness (3% vs. <1%), vomiting (3% vs. <1%), 
somnolence (2% vs. <1%), constipation (1% vs. <1%), headache (1% vs. <1%), and fatigue (1% 
vs. <1%), respectively.
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Table 1: Adverse Drug Reactions Reported by ≥ 1% of NUCYNTA® ER-Treated Patients and Greater 
than Placebo-treated Patients in Pooled Parallel-Group Trials1

NUCYNTA® ER 50 to 250 mg BID2

(n=980)

Placebo

(n=993)

Nausea 21% 7%

Constipation 17% 7%

Dizziness 17% 6%

Headache 15% 13%

Somnolence 12% 4%

Fatigue 9% 4%

Vomiting 8% 3%

Dry mouth 7% 2%

Hyperhidrosis 5% <1%

Pruritus 5% 2%

Insomnia 4% 2%

Dyspepsia 3% 2%

Lethargy 2% <1%

Asthenia 2% <1%

Anxiety 2% 1%

Decreased appetite 2% <1%

Vertigo 2% <1%

Hot flush 2% <1%

Disturbance in attention 1% <1%

Tremor 1% <1%

Chills 1% 0%

Abnormal dreams 1% <1%

Depression 1% <1%

Vision blurred 1% <1%

Erectile dysfunction 1% <1%

1 MedDRA preferred terms. The trials included forced titration during the first week of dosing.
2 NUCYNTA® ER dosed between 100 and 250 mg BID after a starting dose of 50 mg BID
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Commonly-Observed Adverse Reactions in Clinical Studies with NUCYNTA® ER in 
Patients with Neuropathic Pain Associated with Diabetic Peripheral Neuropathy
The types of adverse reactions seen in the studies of patients with painful diabetic peripheral 
neuropathy (DPN) were similar to what was seen in the low back pain and osteoarthritis trials. 
The safety data described in Table 2 below are based on two pooled, randomized withdrawal, 
double-blind, placebo-controlled, 12-week studies of NUCYNTA® ER (dosed 100 to 250 mg 
BID) in patients with neuropathic pain associated with diabetic peripheral neuropathy. These 
trials included 1040 NUCYNTA® ER-treated patients and 343 placebo-treated patients. The 
mean age was 60 years old; 40% were female and 60% were male; 76% were White, 12% were 
Black, and 12% were “Other”. The most commonly reported ADRs (incidence # 10% in 
NUCYNTA® ER-treated subjects) were: nausea, constipation, vomiting, dizziness, somnolence, 
and headache.

Table 2 lists the common adverse reactions reported in 1% or more of NUCYNTA® ER-treated 
patients and greater than placebo-treated patients with neuropathic pain associated with diabetic 
peripheral neuropathy in the two pooled studies.
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Table 2: Adverse Drug Reactions Reported by ≥ 1% of NUCYNTA® ER-Treated Patients and Greater 
than Placebo-Treated Patients in Pooled Trials (Studies DPN-1 and DPN-2) 1

NUCYNTA® ER 50 to 250 mg BID2

(n=1040)

Placebo3

(n=343)

Nausea 27% 8%

Dizziness 18% 2%

Somnolence 14% <1%

Constipation 13% <1%

Vomiting 12% 3%

Headache 10% 5%

Fatigue 9% <1%

Pruritus 8% 0%

Dry mouth 7% <1%

Diarrhea 7% 5%

Decreased appetite 6% <1%

Anxiety 5% 4%

Insomnia 4% 3%

Hyperhidrosis 3% 2%

Hot flush 3% 2%

Tremor4 3% 3%

Abnormal dreams 2% 0%

Lethargy 2% 0%

Asthenia 2% <1%

Irritability 2% 1%

Dyspnea 1% 0%

Nervousness 1% 0%

Sedation 1% 0%

Vision blurred 1% 0%
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Pruritus generalized 1% 0%

Vertigo 1% <1%

Abdominal discomfort 1% <1%

Hypotension 1% <1%

Dyspepsia 1% <1%

Hypoesthesia 1% <1%

Depression 1% <1%

Rash 1% <1%

Chills4 1% 1%

Feeling cold4 1% 1%

Drug withdrawal syndrome 1% <1%

1 MedDRA preferred terms.
2 NUCYNTA® ER dosed between 100 and 250 mg BID after a starting dose of 50 mg BID. It includes ADR reported in the 
open-label titration period for all subjects and in the double-blind maintenance period for the subjects who were 
randomized to NUCYNTA® ER.
3 It includes ADR reported in the double-blind maintenance period for the subjects who were randomized to placebo after 
receiving NUCYNTA® ER during the open-label titration period.
4 Tremor was observed in 3.4% of NUCYNTA® ER-treated subjects vs. 3.2% in placebo group, chills- in 1.3% vs.1.2% in 
placebo, and feeling cold- in 1.3% vs.1.2% in placebo.

Other Adverse Reactions Observed During the Premarketing Evaluation of NUCYNTA®

ER
The following additional adverse drug reactions occurred in less than 1% of NUCYNTA® ER-
treated patients in ten Phase 2/3 clinical studies:

Nervous System Disorders: paresthesia, balance disorder, syncope, memory impairment, 
mental impairment, depressed level of consciousness, dysarthria, presyncope, coordination 
abnormal

Gastrointestinal disorders: impaired gastric emptying

General disorders and administration site conditions: feeling abnormal, feeling drunk

Psychiatric disorders: perception disturbances, disorientation, confusional state, agitation, 
euphoric mood, drug dependence, thinking abnormal, nightmare

Skin and subcutaneous tissue disorders: urticaria
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Metabolism and nutrition disorders: weight decreased

Cardiac disorders: heart rate increased, palpitations, heart rate decreased, left bundle branch 
block

Vascular Disorder: blood pressure decreased

Respiratory, thoracic and mediastinal disorders: respiratory depression

Renal and urinary disorders: urinary hesitation, pollakiuria

Reproductive system and breast disorders: sexual dysfunction

Eye disorders: visual disturbance

Immune system disorders: drug hypersensitivity

6.2 Postmarketing Experience
The following adverse reactions, not noted in Section 6.1 above, have been identified during post 
approval use of tapentadol. Because these reactions are reported voluntarily from a population of 
uncertain size, it is not always possible to reliably estimate their frequency or establish a causal 
relationship to drug exposure.

Psychiatric disorders: hallucination, suicidal ideation, panic attack

Anaphylaxis, angioedema, and anaphylactic shock have been reported very rarely with 
ingredients contained in NUCYNTA® ER. Advise patients how to recognize such reactions and 
when to seek medical attention.

7 DRUG INTERACTIONS
7.1 Alcohol
Concomitant use of alcohol with NUCYNTA® ER can result in an increase of tapentadol plasma 
levels and potentially fatal overdose of tapentadol. Instruct patients not to consume alcoholic 
beverages or use prescription or non-prescription products containing alcohol while on 
NUCYNTA® ER therapy [see Clinical Pharmacology (12.3)].

7.2 Monoamine Oxidase Inhibitors
NUCYNTA® ER is contraindicated in patients who are receiving monoamine oxidase inhibitors 
(MAOI) or who have taken them within the last 14 days due to potential additive effects on 
norepinephrine levels, which may result in adverse cardiovascular events [see Contraindications 
(4)].
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7.3 CNS Depressants
Concurrent use of NUCYNTA® ER and other central nervous system (CNS) depressants 
including sedatives or hypnotics, general anesthetics, phenothiazines, tranquilizers, and alcohol 
can increase the risk of respiratory depression, hypotension, profound sedation or coma. Monitor 
patients receiving CNS depressants and NUCYNTA® ER for signs of respiratory depression and 
hypotension. When such combined therapy is contemplated, start NUCYNTA® ER at 1/3 to 1/2 
of the usual dosage and consider using a lower dose of the concomitant CNS depressant.

7.4 Serotonergic Drugs
There have been post-marketing reports of serotonin syndrome with the concomitant use of 
tapentadol and serotonergic drugs (e.g., SSRIs and SNRIs). Caution is advised when 
NUCYNTA® ER is co-administered with other drugs that may affect serotonergic 
neurotransmitter systems such as SSRIs, SNRIs, MAOIs, and triptans. If concomitant treatment 
of NUCYNTA® ER with a drug affecting the serotonergic neurotransmitter system is clinically 
warranted, careful observation of the patient is advised, particularly during treatment initiation 
and dose increases [see Warning and Precautions (5.11)].

7.5 Mixed Agonist/Antagonist Opioid Analgesics
The concomitant use of NUCYNTA® ER with mixed agonist/antagonists (e.g., butorphanol,
nalbuphine, and pentazocine) and partial agonists (e.g., buprenorphine) may precipitate
withdrawal symptoms. Avoid the use of agonist/antagonists and partial agonists with 
NUCYNTA® ER.

7.6 Anticholinergics
The use of NUCYNTA® ER with anticholinergic products may increase the risk of urinary 
retention and/or severe constipation, which may lead to paralytic ileus.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C: There are no adequate and well-controlled studies of NUCYNTA® ER 
in pregnant women. NUCYNTA® ER should be used during pregnancy only if the potential 
benefit justifies the potential risk to the fetus.

Tapentadol HCl was evaluated for teratogenic effects in pregnant rats and rabbits following 
intravenous and subcutaneous exposure during the period of embryofetal organogenesis. When 
tapentadol was administered twice daily by the subcutaneous route in rats at dose levels of 10, 
20, or 40 mg/kg/day [producing up to 1.36 times the plasma exposure at the maximum 
recommended human dose (MRHD) of 500 mg/day for NUCYNTA® ER based on an area under 
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the time-curve (AUC) comparison], no teratogenic effects were observed. Evidence of 
embryofetal toxicity included transient delays in skeletal maturation (i.e., reduced ossification) at 
the 40 mg/kg/day dose which was associated with significant maternal toxicity. Administration 
of tapentadol HCl in rabbits at doses of 4, 10, or 24 mg/kg/day by subcutaneous injection 
[producing 0.3, 0.8, and 2.5 times the plasma exposure at the MRHD based on an AUC 
comparison, respectively] revealed embryofetal toxicity at doses ≥10 mg/kg/day. Findings 
included reduced fetal viability, skeletal delays and other variations. In addition, there were 
multiple malformations including gastroschisis/thoracogastroschisis, amelia/phocomelia, and 
cleft palate at doses ≥10 mg/kg/day and above, and ablepharia, encephalopathy, and spina bifida 
at the high dose of 24 mg/kg/day. Embryofetal toxicity, including malformations, may be 
secondary to the significant maternal toxicity observed in the study.

In a study of pre- and postnatal development in rats, oral administration of tapentadol at doses of 
20, 50, 150, or 300 mg/kg/day to pregnant and lactating rats during the late gestation and early 
postnatal period [resulting in up to 2.28 times the plasma exposure at the MRHD on an AUC 
basis] did not influence physical or reflex development, the outcome of neurobehavioral tests or 
reproductive parameters. At maternal tapentadol doses ≥150 mg/kg/day, a dose-related increase 
in pup mortality was observed to postnatal Day 4. Treatment-related developmental delay was 
observed in the dead pups, including incomplete ossification. In addition, significant reductions 
in pup body weights and body weight gains at doses associated with maternal toxicity (150 
mg/kg/day and above) was seen throughout lactation.

8.2 Labor and Delivery
NUCYNTA® ER is not for use in women during and immediately prior to labor, where shorter 
acting analgesics or other analgesic techniques are more appropriate. Occasionally, opioid 
analgesics may prolong labor by temporarily reducing the strength, duration, and frequency of 
uterine contractions. However, these effects are not consistent and may be offset by an increased 
rate of cervical dilatation which tends to shorten labor.

Opioids cross the placenta and may produce respiratory depression and psychophysiologic 
effects in neonates. Closely observe neonates whose mothers received opioid analgesics during 
labor for signs of respiratory depression. An opioid antagonist, such as naloxone, should be 
available for reversal of opioid-induced respiratory depression in the neonate in such situations.

8.3 Nursing Mothers
There is insufficient/limited information on the excretion of tapentadol in human or animal 
breast milk. Physicochemical and available pharmacodynamic/toxicological data on tapentadol 
point to excretion in breast milk and risk to the breastfeeding child cannot be excluded.
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Because of the potential for adverse reactions in nursing infants from NUCYNTA® ER, a 
decision should be made whether to discontinue nursing or discontinue the drug, taking into 
account the importance of the drug to the mother.

Withdrawal symptoms can occur in breast-feeding infants when maternal administration of 
NUCYNTA® ER is stopped.

8.4 Pediatric Use
The safety and efficacy of NUCYNTA® ER in pediatric patients less than 18 years of age have 
not been established.

8.5 Geriatric Use
Of the total number of patients in Phase 2/3 double-blind, multiple-dose clinical studies of 
NUCYNTA® ER, 28% (1023/3613) were 65 years and over, while 7% (245/3613) were 75 years 
and over. No overall differences in effectiveness or tolerability were observed between these 
patients and younger patients.

In general, recommended dosing for elderly patients with normal renal and hepatic function is 
the same as for younger adult patients with normal renal and hepatic function. Because elderly 
patients are more likely to have decreased renal and hepatic function, consideration should be 
given to starting elderly patients with the lower range of recommended doses [see Clinical 
Pharmacology (12.3)].

8.6 Neonatal Withdrawal Syndrome
Chronic maternal use of NUCYNTA® ER during pregnancy can affect the neonate with 
subsequent withdrawal signs. Neonatal withdrawal syndrome 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 withdrawal syndrome vary based on 
the drug used, duration of use, the dose of last maternal use, and rate of elimination drug by the 
newborn. Neonatal opioid withdrawal syndrome may be life-threatening and should be treated 
according to protocols developed by neonatology experts.

8.7 Renal Impairment
The safety and effectiveness of NUCYNTA® ER has not been established in patients with severe 
renal impairment (CLCR <30 mL/min). Use of NUCYNTA® ER in patients with severe renal 
impairment is not recommended due to accumulation of a metabolite formed by glucuronidation 
of tapentadol. The clinical relevance of the elevated metabolite is not known [see Clinical 
Pharmacology (12.3)].
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8.8 Hepatic Impairment
Administration of tapentadol resulted in higher exposures and serum levels of tapentadol in 
subjects with impaired hepatic function compared to subjects with normal hepatic function [see 
Clinical Pharmacology (12.3)]. The dose of NUCYNTA® ER should be reduced in patients with 
moderate hepatic impairment (Child-Pugh Score 7 to 9) [see Dosage and Administration (2.4)].

Use of NUCYNTA® ER is not recommended in severe hepatic impairment (Child-Pugh Score 10 
to 15) [see Warnings and Precautions (5.15)].

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
NUCYNTA® ER contains tapentadol, a Schedule II controlled substance with a high potential 
for abuse similar to fentanyl, methadone, morphine, oxycodone, and oxymorphone. 
NUCYNTA® ER is subject to misuse, abuse, addiction, and criminal diversion [see Warnings 
and Precautions (5.1)]. The high drug content in the extended release formulation adds to the 
risk of adverse outcomes from abuse and misuse.

9.2 Abuse
All patients treated with opioids require careful monitoring for signs of abuse and addiction, 
because use of opioid analgesic products carries the risk of addiction even under appropriate 
medical use.

Drug abuse is the intentional non-therapeutic use of an over-the-counter or prescription drug, 
even once, for its rewarding psychological or physiological effects. Drug abuse includes, but is 
not limited to the following examples:  the use of a prescription or over-the-counter drug to get 
”high”, or the use of steroids for performance enhancement and muscle build up.

Drug addiction is a cluster of behavioral, cognitive, and physiological phenomena that develop 
after repeated substance use and include: a strong desire to take the drug, difficulties in 
controlling its use, persisting in its use despite harmful consequences, a higher priority given to 
drug use than to other activities and obligations, increased tolerance, and sometimes a physical 
withdrawal.

"Drug-seeking" behavior is very common to addicts and drug abusers. Drug-seeking tactics 
include emergency calls or visits near the end of office hours, refusal to undergo appropriate 
examination, testing or referral, repeated claims of loss of prescriptions, tampering with 
prescriptions and reluctance to provide prior medical records or contact information for other 
treating physician(s). “Doctor shopping” (visiting multiple prescribers) to obtain additional 
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prescriptions is common among drug abusers, people suffering from untreated addiction and 
criminals seeking drugs to sell.

Abuse and addiction are separate and distinct from physical dependence and tolerance. 
Physicians should be aware that addiction may not be accompanied by concurrent tolerance and 
symptoms of physical dependence in all addicts. In addition, abuse of opioids can occur in the 
absence of true addiction and is characterized by misuse for non-medical purposes, often in 
combination with other psychoactive substances.

NUCYNTA® ER can be diverted for non-medical use into illicit channels of distribution. Careful 
record-keeping of prescribing information, including quantity, frequency, and renewal requests, 
as required by law, is strongly advised.

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, 
and proper dispensing and storage are appropriate measures that help to limit abuse of opioid 
drugs.

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

Physical dependence results in withdrawal symptoms after abrupt discontinuation or a significant 
dose reduction of a drug. Withdrawal also may be precipitated through the administration of 
drugs with opioid antagonist activity, e.g., naloxone, nalmefene, or mixed agonist/antagonist 
analgesics (pentazocine, butorphanol, buprenorphine, nalbuphine). Physical dependence may not 
occur to a clinically significant degree until after several days to weeks of continued opioid 
usage.

NUCYNTA® ER should be discontinued by a gradual downward titration [see Dosage and 
Administration (2.3)]. If NUCYNTA® ER is abruptly discontinued in a physically-dependent 
patient, an abstinence syndrome may occur. Some or all of the following can characterize this 
syndrome: restlessness, lacrimation, rhinorrhea, yawning, perspiration, chills, piloerection, 
myalgia, mydriasis, irritability, anxiety, backache, joint pain, weakness, abdominal cramps, 
insomnia, nausea, anorexia, vomiting, diarrhea, increased blood pressure, respiratory rate, or 
heart rate.
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Infants born to mothers physically dependent on opioids will also be physically dependent and 
may exhibit respiratory difficulties and withdrawal symptoms [see Use in Specific Populations 
(8.1, 8.2, 8.6)].

10 OVERDOSAGE
10.1 Clinical Presentation
Acute overdosage with opioids can be manifested by respiratory depression, somnolence 
progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted 
pupils, and sometimes pulmonary edema, bradycardia, hypotension and death. Marked mydriasis 
rather than miosis may be seen due to severe hypoxia in overdose situations.

In case of overdose, priorities are the re-establishment of a patent and protected airway and 
institution of assisted or controlled ventilation if needed. Employ other supportive measures 
(including oxygen, vasopressors) in the management of circulatory shock and pulmonary edema 
as indicated. Cardiac arrest or arrhythmias will require advanced life support techniques.

The opioid antagonists, naloxone or nalmefene, are specific antidotes to respiratory depression 
resulting from opioid overdose. Opioid antagonists should not be administered in the absence of 
clinically significant respiratory or circulatory depression secondary to tapentadol overdose. 
Such agents should be administered cautiously to patients who are known, or suspected to be, 
physically dependent on NUCYNTA® ER. In such cases, an abrupt or complete reversal of 
opioid effects may precipitate an acute withdrawal syndrome.

Because the duration of reversal would be expected to be less than the duration of action of 
tapentadol in NUCYNTA® ER, carefully monitor the patient until spontaneous respiration is 
reliably re-established. NUCYNTA® ER will continue to release tapentadol adding to the 
tapentadol load for up to 24 hours after administration necessitating prolonged monitoring. If the 
response to opioid antagonists is suboptimal or not sustained, additional antagonist should be 
given as directed in the product’s prescribing information.

In an individual physically dependent on opioids, administration of an opioid receptor antagonist 
may precipitate an acute withdrawal. The severity of the withdrawal produced will depend on the 
degree of physical dependence and the dose of the antagonist administered. If a decision is made 
to treat serious respiratory depression in the physically dependent patient, administration of the 
antagonist should be begun with care and by titration with smaller than usual doses of the 
antagonist.
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11 DESCRIPTION
NUCYNTA® ER (tapentadol) is a mu-opioid receptor agonist, supplied in extended-release film-
coated tablets for oral administration, containing 58.24, 116.48, 174.72, 232.96, and 291.20 mg 
of tapentadol hydrochloride in each tablet strength, corresponding to 50, 100, 150, 200, and 250 
mg of tapentadol free-base, respectively. The chemical name is 3-[(1R,2R)-3-(dimethylamino)-1-
ethyl-2-methylpropyl]phenol monohydrochloride. The structural formula is:

The molecular weight of tapentadol HCl is 257.80, and the molecular formula is C14H23NO•HCl. 
The n-octanol: water partition coefficient log P value is 2.89. The pKa values are 9.36 and 10.45. 
In addition to the active ingredient tapentadol HCl, tablets also contain the following inactive 
ingredients: alpha-tocopherol (vitamin E), hypromellose, polyethylene glycol, and polyethylene 
oxide. The film coating is comprised of polyvinyl alcohol, polyethylene glycol, talc, titanium 
dioxide, and the colorant FD&C Blue #2 aluminum lake is used for 100, 150, 200, and 250 mg 
strengths; and additionally, yellow iron oxide is used in 150 mg tablets. Printing inks contain 
shellac glaze and propylene glycol for all strengths, and black iron oxide (50, 100, 150 and 200
mg tablets) or titanium dioxide (250 mg tablets).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
Tapentadol is a centrally-acting synthetic analgesic. The exact mechanism of action is unknown.
Although the clinical relevance is unclear, preclinical studies have shown that tapentadol is a 
mu-opioid receptor (MOR) agonist and a norepinephrine reuptake inhibitor (NRI). Analgesia in 
animal models is derived from both of these properties.

12.2 Pharmacodynamics
Tapentadol is 18 times less potent than morphine in binding to the human mu-opioid receptor 
and is 2-3 times less potent in producing analgesia in animal models. Tapentadol has been shown 
to inhibit norepinephrine reuptake in the brains of rats resulting in increased norepinephrine 
concentrations. In preclinical models, the analgesic activity due to the mu-opioid receptor agonist 
activity of tapentadol can be antagonized by selective mu-opioid antagonists (e.g., naloxone), 
whereas the norepinephrine reuptake inhibition is sensitive to norepinephrine modulators. 
Tapentadol exerts its analgesic effects without a pharmacologically active metabolite.
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Effects on the cardiovascular system: There was no effect of therapeutic and supratherapeutic 
doses of tapentadol on the QT interval. In a randomized, double-blind, placebo- and positive-
controlled crossover study, healthy subjects were administered five consecutive immediate-
release formulation doses of tapentadol 100 mg every 6 hours, tapentadol 150 mg every 6 hours, 
placebo and a single oral dose of moxifloxacin. Similarly, the immediate-release formulation 
tapentadol had no relevant effect on other ECG parameters (heart rate, PR interval, QRS 
duration, T-wave or U-wave morphology).

Concentration-Efficacy Relationships
The minimum effective plasma concentration of tapentadol for analgesia varies widely among 
patients, especially among patients who have been previously treated with agonist opioids. As a 
result, individually titrate patients to achieve a balance between therapeutic and adverse effects. 
The minimum effective analgesic concentration of tapentadol for any individual patient may 
increase over time due to an increase in pain, progression of disease, development of a new pain 
syndrome and/or potential development of analgesic tolerance.

Concentration-Adverse Experience Relationships
There is a general relationship between increasing opioid plasma concentration and increasing 
frequency of adverse experiences such as nausea, vomiting, CNS effects, and respiratory 
depression.

Effects on the Central Nervous System (CNS)
The principal therapeutic action of tapentadol is analgesia. Tapentadol causes respiratory 
depression, in part by a direct effect on the brainstem respiratory centers. The respiratory 
depression involves a reduction in the responsiveness of the brain stem respiratory centers to 
both increases in carbon dioxide tension and electrical stimulation. Tapentadol depresses the 
cough reflex by direct effect on the cough center in the medulla.

Tapentadol causes miosis, even in total darkness. Pinpoint pupils are a sign of opioid overdose 
but are not pathognomonic (e.g., pontine lesions of hemorrhagic or ischemic origin may produce 
similar findings). Marked mydriasis rather than miosis may be seen with hypoxia in overdose 
situations [see Overdosage (10)]. Other therapeutic effects of tapentadol include anxiolysis, 
euphoria, and feeling of relaxation, drowsiness and changes in mood.

Effects on the Gastrointestinal Tract and on Other Smooth Muscle
Gastric, biliary and pancreatic secretions are decreased by tapentadol. Tapentadol causes a
reduction in motility and is associated with an increase in tone in the antrum of the stomach 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 
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point of spasm. The end result is constipation. Tapentadol can cause a marked increase in biliary 
tract pressure as a result of spasm of the sphincter of Oddi, and transient elevations in serum 
amylase. Tapentadol may also cause spasm of the sphincter of the urinary bladder.

Effects on the Cardiovascular System
Tapentadol produces peripheral vasodilation which may result in orthostatic hypotension.

Effects on the Endocrine System
Opioid agonists have been shown to have a variety of effects on the secretion of hormones. 
Opioids inhibit the secretion of ACTH, cortisol, and luteinizing hormone (LH) in humans. They 
also stimulate prolactin, growth hormone (GH) secretion, and pancreatic secretion of insulin and 
glucagon.

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 significance of these findings is unknown.

CNS Depressant/Alcohol Interaction
Additive pharmacodynamic effects may be expected when NUCYNTA® ER is used in 
conjunction with alcohol, other opioids, or illicit drugs that cause central nervous system 
depression.

12.3 Pharmacokinetics
Absorption
The mean absolute bioavailability after single-dose administration (fasting) of NUCYNTA® ER
is approximately 32% due to extensive first-pass metabolism. Maximum serum concentrations of 
tapentadol are observed between 3 and 6 hours after administration of NUCYNTA® ER. Dose 
proportional increases for AUC have been observed after administration of NUCYNTA® ER 
over the therapeutic dose range.

Steady-state exposure of tapentadol is attained after the third dose (i.e., 24 hours after first twice 
daily multiple dose administration). Following dosing with 250 mg every 12 hours, minimal 
accumulation was observed.

Food Effect
The AUC and Cmax increased by 6% and 17%, respectively, when NUCYNTA® ER tablet was
administered after a high-fat, high-calorie breakfast. NUCYNTA® ER may be given with or 
without food.
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Distribution
Tapentadol is widely distributed throughout the body. Following intravenous administration, the 
volume of distribution (Vz) for tapentadol is 540 +/- 98 L. The plasma protein binding is low and 
amounts to approximately 20%.

Metabolism
In humans, about 97% of the parent compound is metabolized. Tapentadol is mainly metabolized 
via Phase 2 pathways, and only a small amount is metabolized by Phase 1 oxidative pathways. 
The major pathway of tapentadol metabolism is conjugation with glucuronic acid to produce 
glucuronides. After oral administration approximately 70% (55% O-glucuronide and 15% sulfate 
of tapentadol) of the dose is excreted in urine in the conjugated form. A total of 3% of drug was 
excreted in urine as unchanged drug. Tapentadol is additionally metabolized to N-desmethyl 
tapentadol (13%) by CYP2C9 and CYP2C19 and to hydroxy tapentadol (2%) by CYP2D6, 
which are further metabolized by conjugation. Therefore, drug metabolism mediated by 
cytochrome P450 system is of less importance than phase 2 conjugation.

None of the metabolites contribute to the analgesic activity.

Excretion
Tapentadol and its metabolites are excreted almost exclusively (99%) via the kidneys. The 
terminal half-life is on average 5 hours after oral administration. The total clearance of 
tapentadol is 1603 +/-227 mL/min.

Special Populations
Geriatric Patients
The mean exposure (AUC) to tapentadol was similar in elderly subjects compared to young 
adults, with a 16% lower mean Cmax observed in the elderly subject group compared to young 
adult subjects.

Renal Impairment
AUC and Cmax of tapentadol were comparable in subjects with varying degrees of renal function 
(from normal to severely impaired). In contrast, increasing exposure (AUC) to tapentadol-O-
glucuronide was observed with increasing degree of renal impairment. In subjects with mild
(CLCR= 50 to <80 mL/min), moderate (CLCR= 30 to <50 mL/min), and severe (CLCR= <30 
mL/min) renal impairment, the AUC of tapentadol-O-glucuronide was 1.5-, 2.5-, and 5.5-fold 
higher compared with normal renal function, respectively.

Hepatic Impairment
Administration of tapentadol resulted in higher exposures and serum levels to tapentadol in 
subjects with impaired hepatic function compared to subjects with normal hepatic function. The 
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ratio of tapentadol pharmacokinetic parameters for the mild hepatic impairment group (Child-
Pugh Score 5 to 6) and moderate hepatic impairment group (Child-Pugh Score 7 to 9) in 
comparison to the normal hepatic function group were 1.7 and 4.2, respectively, for AUC; 1.4 
and 2.5, respectively, for Cmax; and 1.2 and 1.4, respectively, for t1/2. The rate of formation of 
tapentadol-O-glucuronide was lower in subjects with increased liver impairment.

Pharmacokinetic Drug Interactions
Tapentadol is mainly metabolized by Phase 2 glucuronidation, a high capacity/low affinity 
system; therefore, clinically relevant interactions caused by Phase 2 metabolism are unlikely to 
occur. Naproxen and probenecid increased the AUC of tapentadol by 17% and 57%, 
respectively. These changes are not considered clinically relevant and no change in dose is 
required.

No changes in the pharmacokinetic parameters of tapentadol were observed when 
acetaminophen and acetylsalicylic acid were given concomitantly.

Only a minor amount of tapentadol is metabolized via the oxidative pathway. In addition, in vitro
studies did not reveal any potential of tapentadol to either inhibit or induce cytochrome P450 
enzymes. Thus, clinically relevant interactions mediated by the cytochrome P450 system are 
unlikely to occur.

The pharmacokinetics of tapentadol were not affected when gastric pH or gastrointestinal 
motility were increased by omeprazole and metoclopramide, respectively.

Plasma protein binding of tapentadol is low (approximately 20%). Therefore, the likelihood of 
pharmacokinetic drug-drug interactions by displacement from the protein binding site is low.

Drug Interaction/Alcohol Interaction
NUCYNTA® ER may be expected to have additive effects when used in conjunction with 
alcohol, other opioids, or illicit drugs that cause central nervous system depression, because
respiratory depression, hypotension, hypertension, and profound sedation, coma or death may 
result [see Warnings and Precautions (5.4)].

An in vivo study examined the effect of alcohol (240 mL of 40%) on the bioavailability of a 
single dose of 100 mg and 250 mg of NUCYNTA® ER tablet in healthy, fasted volunteers. After 
co-administration of a 100 mg NUCYNTA® ER tablet and alcohol, the mean Cmax value 
increased by 48% compared to control with a range of 0.99-fold to 4.38-fold. The mean 
tapentadol AUClast and AUCinf were increased by 17%; the Tmax and t½ were unchanged. After 
co-administration of a 250 mg NUCYNTA® ER tablet and alcohol, the mean Cmax value
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increased by 28% compared to control with a range of 0.90-fold to 2.67-fold. The mean 
tapentadol AUClast and AUCinf were increased by 16%; the Tmax and t½ were unchanged.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis
Tapentadol was administered to rats (diet) and mice (oral gavage) for two years.

In mice, tapentadol HCl was administered by oral gavage at dosages of 50, 100 and 200
mg/kg/day for 2 years (up to 0.34 times in the male mice and 0.25 times in the female mice the 
plasma exposure at the maximum recommended human dose [MRHD] for NUCYNTA® ER on 
an area under the time-curve [AUC] basis). No increase in tumor incidence was observed at any 
dose level.

In rats, tapentadol HCl was administered in diet at dosages of 10, 50, 125 and 250 mg/kg/day for 
two years (up to 0.20 times in the male rats and 0.75 times in the female rats the MRHD on an 
AUC basis). No increase in tumor incidence was observed at any dose level.

Mutagenesis
Tapentadol did not induce gene mutations in bacteria, but was clastogenic with metabolic 
activation in a chromosomal aberration test in V79 cells. The test was repeated and was negative 
in the presence and absence of metabolic activation. The one positive result for tapentadol was 
not confirmed in vivo in rats, using the two endpoints of chromosomal aberration and 
unscheduled DNA synthesis, when tested up to the maximum tolerated dose.

Impairment of Fertility
Tapentadol HCl was administered intravenously to male or female rats at dosages of 3, 6, or 12 
mg/kg/day (representing exposures of up to approximately 0.56 times in the male rats and 0.50 
times in the female rats the exposure at the MRHD on an AUC basis, based on extrapolation 
from toxicokinetic analyses in a separate 4-week intravenous study in rats). Tapentadol did not 
alter fertility at any dose level. Maternal toxicity and adverse effects on embryonic development, 
including decreased number of implantations, decreased numbers of live conceptuses, and 
increased pre- and post-implantation losses occurred at dosages ≥6 mg/kg/day.

13.2 Animal Toxicology and/or Pharmacology
In toxicological studies with tapentadol, the most common systemic effects of tapentadol were 
related to the mu-opioid receptor agonist and norepinephrine reuptake inhibition 
pharmacodynamic properties of the compound. Transient, dose-dependent and predominantly 
CNS-related findings were observed, including impaired respiratory function and convulsions, 
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the latter occurring in the dog at plasma levels (Cmax), which are in the range associated with the 
maximum recommended human dose (MRHD).

14 CLINICAL STUDIES
The efficacy of NUCYNTA® ER was studied in five studies in patients with moderate to severe 
chronic pain and DPN. Efficacy was demonstrated in one randomized, double-blind, placebo-
and active-controlled study in patients with chronic low back pain (LBP), and two randomized, 
double-blind, placebo-controlled studies in patients with pain related to diabetic peripheral 
neuropathy (DPN-1 and DPN-2).

14.1 Moderate to Severe Chronic Low Back Pain
In the LBP study, patients 18 years of age or older with chronic low back pain and a baseline 
pain score of ≥5 on an 11-point numerical rating scale (NRS), ranging from 0 to 10 were enrolled 
and randomized to 1 of 3 treatments: NUCYNTA® ER, active-control (an extended-release 
Schedule II opioid analgesic), or placebo.

Patients randomized to NUCYNTA® ER initiated therapy with a dose of 50 mg twice daily for 
three days. After three days, the dose was increased to 100 mg twice daily. Subsequent titration 
was allowed over a 3-week titration period to a dose up to 250 mg twice daily, followed by a 12-
week maintenance period. There were 981 patients randomized. The mean age of the study 
population was 50 (range 18 to 89) years; the mean baseline pain intensity score was 8 (SD 1). 
Approximately half of the patients were opioid-naïve (had not taken opioids during the three 
months prior to the screening visit).

The number of patients completing the study was 51% in the placebo group, 54% in the 
NUCYNTA® ER group and 43% in the active-control group. Lack of efficacy was the most 
common reason for discontinuation among placebo-treated patients (21%), whereas adverse 
events were the most common reason for discontinuation among the active treatment groups 
(17% and 32% for NUCYNTA® ER and active-control, respectively).

After 15 weeks of treatment, patients taking NUCYNTA® ER had a significantly greater pain 
reduction compared to placebo. The proportion of patients with various degrees of improvement 
is shown in Figure 1. The figure is cumulative, such that patients, whose change from baseline is, 
for example 50%, are also included at every level of improvement below 50%. Patients who did 
not complete the study were assigned 0% improvement.
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Figure 1: Percentage of Patients Achieving Various Levels of Improvement in Pain Intensity - Study 
LBP1

1 The last week of Study LBP was Week 15.

14.2 Neuropathic Pain Associated with Diabetic Peripheral Neuropathy
In the two DPN studies, patients 18 years of age or older with pain due to diabetic peripheral 
neuropathy and a pain score of ≥5 on an 11-point numerical rating scale (NRS) ranging from 0
(no pain) to 10 (worst possible pain) were enrolled. Following an open-label treatment period in 
which NUCYNTA® ER was administered to all patients for three weeks and titrated to an 
individually stable dose, patients who had tolerated the drug and demonstrated at least a 1-point 
improvement in pain intensity on the NRS at the end of the open-label titration period were 
randomized to either continue the NUCYNTA® ER dose (100 mg to 250 mg twice a day) 
reached during the open-label titration period, or receive placebo for 12 weeks of maintenance 
treatment. During the first 4 days of the double-blind maintenance period patients were permitted 
to take tapentadol ER 25 mg up to two times a day as additional medication. After the first 4 
days, patients were allowed to take tapentadol ER 25 mg once daily as needed for pain, in 
addition to the patient’s assigned study drug. Patients recorded their pain in a diary twice daily.

Study DPN-1: A total of 591 patients entered open-label treatment and 389 patients met the 
criteria for randomization into the double-blind treatment period. The mean age of the 
randomized population was 60 (range 29 to 87) years; approximately two-thirds of the patients 
were opioid-naïve (had not taken opioids during the three months prior to the screening visit).
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During the titration period, 34% of patients discontinued open-label NUCYNTA® ER. The most 
common reasons for discontinuation in the double-blind treatment period were lack of efficacy in 
the placebo group (14%) and adverse events in the NUCYNTA® ER group (15%).

After 12 weeks of treatment, NUCYNTA® ER provided a significantly greater reduction in pain 
intensity from baseline to the end of the 12-week double-blind period compared to placebo. 
Figure 2 displays the proportion of randomized patients achieving various degrees of 
improvement in pain intensity from the start of the open-label titration period to the last week of 
the randomized withdrawal period. The figure is cumulative, such that patients, whose change 
from baseline is, for example 50%, are also included at every level of improvement below 50%. 
Patients who did not complete the study were assigned 0% improvement.

Figure 2: Percentage of Patients Achieving Various Levels of Improvement in Pain Intensity - DPN-1

Study DPN-2: A total of 459 patients entered open-label treatment and 320 patients met the 
criteria for randomization into the double-blind treatment period. The mean age of the 
randomized population was 59 (range 28 to 83) years; approximately two-thirds of the patients 
were opioid-naïve (had not taken opioids during the three months prior to the screening visit).

During the titration period, 22% of patients discontinued open-label NUCYNTA® ER and 6% of 
patients were not subsequently randomized because they failed to have at least 1-point 
improvement in pain intensity. The most common reason for discontinuation in the double-blind 
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treatment period was adverse events in both the placebo group (9%) and the NUCYNTA® ER 
group (14%).

After 12 weeks of treatment, NUCYNTA® ER provided a significantly greater reduction in pain 
intensity from baseline to the end of the 12-week double-blind period compared to placebo. 
Figure 3 displays the proportion of randomized patients achieving various degrees of 
improvement in pain intensity from the start of the open-label titration period to the last week of 
the randomized withdrawal period. The figure is cumulative, such that patients, whose change 
from baseline is, for example 50%, are also included at every level of improvement below 50%.
Patients who did not complete the study were assigned 0% improvement.

Figure 3: Percentage of Patients Achieving Various Levels of Improvement in Pain Intensity-DPN-2

16 HOW SUPPLIED/STORAGE AND HANDLING
NUCYNTA® ER tablets are available in the following strengths and packages:

50 mg extended-release tablets are white oblong-shaped with a black print “OMJ 50” on one side 
and are available in bottles of 60 with child-resistant closure (NDC 50458-860-01) and unit dose 
blister packs of 100 (10 blister strips of 10 tablets each), for hospital use only (NDC 50458-860-
02).

100 mg extended-release tablets are light-blue oblong-shaped with a black print “OMJ 100” on 
one side and are available in bottles of 60 with child-resistant closure (NDC 50458-861-01) and 
unit dose blister packs of 100 (10 blister strips of 10 tablets each), for hospital use only (NDC 
50458-861-02).
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150 mg extended-release tablets are blue-green oblong-shaped with a black print “OMJ 150” on 
one side and are available in bottles of 60 with child-resistant closure (NDC 50458-862-01) and 
unit dose blister packs of 100 (10 blister strips of 10 tablets each), for hospital use only (NDC 
50458-862-02).

200 mg extended-release tablets are blue oblong-shaped with a depression in the middle running 
lengthwise on each side and with a black print “OMJ 200” on one side, and are available in 
bottles of 60 with child-resistant closure (NDC 50458-863-01) and unit dose blister packs of 100 
(10 blister strips of 10 tablets each), for hospital use only (NDC 50458-863-02).

250 mg extended-release tablets are dark blue oblong-shaped with a depression in the middle 
running lengthwise on each side and with a white print “OMJ 250” on one side, and are available 
in bottles of 60 with child-resistant closure (NDC 50458-864-01) and unit dose blister packs of 
100 (10 blister strips of 10 tablets each), for hospital use only (NDC 50458-864-02).

Storage and Handling
Store up to 25°C (77°F); excursions permitted to 15° - 30°C (59° - 86°F) [see USP Controlled 
Room Temperature].

Protect from moisture.

Keep NUCYNTA® ER in a secure place out of reach of children.

NUCYNTA® ER tablets that are no longer needed should be destroyed by flushing down the 
toilet.

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

Abuse Potential
Inform patients that NUCYNTA® ER contains tapentadol, a Schedule II controlled substance 
that is subject to abuse. Instruct patients not to share NUCYNTA® ER with others and to take 
steps to protect NUCYNTA® ER from theft or misuse.

Life-threatening Respiratory Depression
Discuss the risk of respiratory depression with patients, explaining that the risk is greatest when 
starting NUCYNTA® ER or when the dose is increased. Advise patients how to recognize 
respiratory depression and to seek medical attention if they are experiencing breathing 
difficulties.
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Accidental Exposure
Instruct patients to take steps to store NUCYNTA® ER securely. Accidental exposure, especially 
in children, may results in serious harm or death. Advise patients to dispose of unused 
NUCYNTA® ER by flushing the tablets down the toilet.

Risks from Concomitant Use of Alcohol and other CNS Depressants
Inform patients that the concomitant use of alcohol with NUCYNTA® ER can increase the risk 
of life-threatening respiratory depression. Instruct patients not to consume alcoholic beverages, 
as well as prescription and over-the-counter drug products that contain alcohol, during treatment 
with NUCYNTA® ER.

Inform patients that potentially serious additive effects may occur if NUCYNTA® ER is used 
with other CNS depressants, and not to use such drugs unless supervised by a health care 
provider.

Concurrent use of MAOI
Inform patients not to take NUCYNTA® ER while using any drugs that inhibit monoamine 
oxidase. Patients should not start MAOIs while taking NUCYNTA® ER.

Seizures
Inform patients that NUCYNTA® ER could cause seizures if they are at risk for seizures or have 
epilepsy. Patients should be advised to stop taking NUCYNTA® ER if they have a seizure while 
taking NUCYNTA® ER and call their healthcare provider right away.

Serotonin Syndrome
Inform patients that NUCYNTA® ER could cause a rare but potentially life-threatening condition 
resulting from concomitant administration of serotonergic drugs (including Serotonin Reuptake 
Inhibitors, Serotonin and Norepinephrine Reuptake Inhibitors and tricyclic antidepressants. Warn 
patients of the symptoms of serotonin syndrome and to seek medical attention right away if 
symptoms develop.

Instruct patients to inform their physicians if they are taking, or plan to take additional 
medications including CNS Depressants, MAO inhibitors, mixed agonists/antagonist opioid 
analgesics, anticholinergics, SSRIs, SNRIs, or tricyclic antidepressants.

Important Administration Instructions
Instruct patients how to properly take NUCYNTA® ER, including the following:

! Swallowing NUCYNTA® ER tablets whole

! Not cutting, crushing, chewing, or dissolving the tablets
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! Using NUCYNTA® ER exactly as prescribed to reduce the risk of life-threatening 
adverse reactions (e.g., respiratory depression)

! Not discontinuing NUCYNTA® ER without first discussing the need for a tapering 
regimen with the prescriber

! To take each tablet with enough water to ensure complete swallowing immediately after 
placing in mouth.

Hypotension
Inform patients that NUCYNTA® ER may cause orthostatic hypotension and syncope. Instruct 
patients how to recognize symptoms of low blood pressure and how to reduce the risk of serious 
consequences should hypotension occur (e.g., sit or lie down, carefully rise from a sitting or 
lying position).

Driving or Operating Heavy Machinery
Inform patients that NUCYNTA® ER may impair the ability to perform potentially hazardous 
activities such as driving a car or operating heavy machinery. Advise patients not to perform 
such tasks until they know how they will react to the medication.

Constipation
Advise patients of the potential for severe constipation, including management instructions and 
when to seek medical attention.

Anaphylaxis
Inform patients that anaphylaxis has been reported with ingredients contained in NUCYNTA®

ER. Advise patients how to recognize such a reaction and when to seek medical attention.

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

Manufactured by:
Janssen Ortho, LLC
Gurabo, PR 00778

Manufactured for:
Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560

© Janssen Pharmaceuticals, Inc. 2011
Revised: September 2013



Medication Guide
NUCYNTA® ER (new-SINN-tah E-R) 
(tapentadol) extended-release oral tablets, CII
NUCYNTA® ER is:
! A strong prescription pain medicine that contains an opioid (narcotic) that is used to treat moderate to severe 

around-the-clock pain and pain from damaged nerves (neuropathic pain) that happens with diabetes.

Important information about NUCYNTA® ER:
! Get emergency help right away if you take too much NUCYNTA® ER (overdose). NUCYNTA® ER overdose can cause 

life threatening breathing problems that can lead to death.
! Never give anyone else your NUCYNTA® ER. They could die from taking it. Store NUCYNTA® ER away from children 

and in a safe place to prevent stealing or abuse. Selling or giving away NUCYNTA® ER is against the law.

Do not take NUCYNTA® ER if you have:
! severe asthma, trouble breathing, or other lung problems.
! a bowel blockage or have narrowing of the stomach or intestines. 
! taken a monoamine oxidase inhibitor (MAOI) medicine or have taken a MAOI medicine within the last 14 days.

When taking NUCYNTA® ER:
! Do not change your dose. Take NUCYNTA® ER exactly as prescribed by your healthcare provider.
! Take your prescribed dose every 12 hours at the same time every day. Do not take more than your prescribed dose 

in 24 hours. If you miss a dose take the missed dose as soon as possible. If it is almost time for your next dose, 
skip the missed dose and go back to your regular dosing schedule.

! Swallow NUCYNTA® ER whole with enough water to make sure that you completely swallow the tablet right away. Do 
not cut, break, chew, crush, dissolve, or inject NUCYNTA® ER.

! Call your healthcare provider if the dose you are taking does not control your pain.
! Do not stop taking NUCYNTA® ER without talking to your healthcare provider.
! After you stop taking NUCYNTA® ER flush any unused tablets down the toilet.

While taking NUCYNTA® ER Do Not:
! Drive or operate heavy machinery, until you know how NUCYNTA® ER affects you. NUCYNTA® ER can make you 

sleepy, dizzy, or lightheaded.
! Drink alcohol or use prescription or over-the-counter medicines that contain alcohol.

The possible side effects of NUCYNTA® ER are:
! constipation, nausea, sleepiness, vomiting, tiredness, headache, dizziness, abdominal pain. Call your healthcare 

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

drowsiness, a seizure, or you are feeling faint.
! agitation, hallucinations, coma, feeling overheated, or heavy sweating.
These are not all the possible side effects of NUCYNTA® 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
Manufactured by: Janssen Ortho LLC, Gurabo, PR 00778; Manufactured for: Janssen Pharmaceuticals, Inc. Titusville, NJ 08560,
www.Nucynta.com or call 1-800-526-7736

Before taking NUCYNTA® ER, tell 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.
Tell your healthcare provider if you are:
! pregnant or planning to become pregnant.  NUCYNTA® ER may harm your unborn baby.
! breastfeeding. NUCYNTA® ER passes into breast milk and may harm your baby.
! taking prescription or over-the-counter medicines, vitamins, or herbal supplements.

This Medication Guide has been approved by the U.S. FDA                                                                         Revised: 8/2012
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NUCYNTA® ER 10%
 

II III 8
NUCYNTA® ER 1% NUCYNTA® ER

4% 1% 3% <1% 3%
<1% 2% <1% 1% <1% 1%  <1% 1%
<1%  
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1  NUCYNTA® ER 1%
1 

 NUCYNTA® ER 50 250 mg BID2 
(n=980) 

 
(n=993) 

 21% 7% 

 17% 7% 

 17% 6% 

 15% 13% 

 12% 4% 

 9% 4% 

 8% 3% 

 7% 2% 

 5% <1% 

 5% 2% 

 4% 2% 

 3% 2% 

 2% <1% 

 2% <1% 

 2% 1% 

 2% <1% 

 2% <1% 

 2% <1% 

 1% <1% 

 1% <1% 

 1% 0% 

 1% <1% 

 1% <1% 

 1% <1% 

 1% <1% 
1 MedDRA 1  
2 NUCYNTA® ER 50 mg BID 100 250 mg BID  
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NUCYNTA® 
ER  

(DPN)

2
NUCYNTA® ER 100 250 mg BID

12 2
NUCYNTA® ER 1040

343 60 40% 60% 76%
12% 12% NUCYNTA® 

ER 10%
 

2
2 NUCYNTA® ER 1%
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2  2 DPN-1 DPN-2 NUCYNTA® ER 1%
1 

 
NUCYNTA® ER 50 250 mg BID2 

(n=1040) 

3 
(n=343) 

 27% 8% 

 18% 2% 

 14% <1% 

 13% <1% 

 12% 3% 

 10% 5% 

 9% <1% 

 8% 0% 

 7% <1% 

 7% 5% 

 6% <1% 

 5% 4% 

 4% 3% 

 3% 2% 

 3% 2% 

4 3% 3% 

 2% 0% 

 2% 0% 

 2% <1% 

 2% 1% 

  1% 0% 

  1% 0% 

 1% 0% 

 1% 0% 

  1% 0% 

 1% <1% 

 1% <1% 
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 1% <1% 

 1% <1% 

 1% <1% 

 1% <1% 

 1% <1% 

4 1% 1% 

4 1% 1% 

 1% <1% 
1 MedDRA  
2 NUCYNTA® ER 50 mg BID 100 250 mg BID
NUCYNTA® ER  
3 NUCYNTA® ER

  

4 NUCYNTA® ER 3.4% 3.2% 1.3% 1.2%
1.3% 1.2%  

 

NUCYNTA® ER  
II III 10 NUCYNTA® ER

1%  
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6.2  

6.1

 

 

NUCYNTA® ER

 

7  
7.1  

NUCYNTA® ER
NUCYNTA® ER

[ (12.3) ]  

7.2  

(MAOI)
14 NUCYNTA® ER [ (4) ]  

7.3  

NUCYNTA® ER
(CNS)
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NUCYNTA® ER

NUCYNTA® ER 3 1 2 1
 

7.4  

SSRI SNRI
SSRI SNRI MAOI

NUCYNTA® ER
NUCYNTA® ER

[ (5.11) ]  

7.5  

NUCYNTA® ER butorphanol nalbuphine

NUCYNTA® ER  

7.6  

NUCYNTA® ER
 

8  
8.1  

C NUCYNTA® ER
NUCYNTA® ER

 

10 20 40 mg/kg/
- (AUC) NUCYNTA® ER (MRHD)500 

mg/ 1.36 1 2

40 mg/kg/
4 10 24 mg/kg/ AUC

MRHD 0.3 0.8 2.5
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10 mg/kg/
10 mg/kg/

24 mg/kg/

 

20 50 150 300 mg/kg/ AUC
MRHD 2.28

150 mg/kg/
4

150 mg/kg/
 

8.2  

NUCYNTA® ER

 

 

8.3  
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NUCYNTA® ER

 

NUCYNTA® ER
 

8.4  

18 NUCYNTA® ER  

8.5  

NUCYNTA® ER II III
65 28% 1023/3613 75 7% 245/3613

 

[ (12.3) ]  

8.6  

NUCYNTA® ER

 

8.7  

CLCR<30 mL/ NUCYNTA® ER
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NUCYNTA® ER
[ (12.3) ]  

8.8  

Child-Pugh 7 9 NUCYNTA® ER
[ (2.4) ]  

Child-Pugh 10 15 NUCYNTA® ER
[ (5.15) ]  

9  
9.1  

NUCYNTA® ER
oxymorphone Schedule II

NUCYNTA® ER
[ (5.1) ]

 

9.2  

 

1
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NUCYNTA® ER

 

 

9.3  

 

nalmefene
butorphanol

nalbuphine
 

NUCYNTA® ER [ (2.3) ]

NUCYNTA® ER
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[ (8.1 8.2 8.6) ]  

10  
10.1  

 

 

nalmefene

NUCYNTA® ER

 

NUCYNTA® ER

NUCYNTA® ER 24
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11  
NUCYNTA® ER

58.24 mg 116.48 mg 174.72 mg 232.96 mg 291.20 mg
50 mg 100 mg 150 mg 200 mg 250 mg

3-[(1R,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]phenol monohydrochloride
 

 

257.80 C14H23NO•HCl n-
log P 2.89 pKa 9.36 10.45

- E

FD&C #2 100 mg
150 mg 200 mg 250 mg 150 mg

50 mg 100 mg 150 mg 200 mg
250 mg  

12  
12.1  

(MOR) (NRI)
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12.2  

1/18
1/2 1/3

 

QT

100 mg 150 mg
6 5

ECG PR QRS
T U  

 

 

 

 

(CNS)  
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[

(10) ]

 

 

 

 
 

 

(ACTH) (LH)
(GH)

 

 
in vitro

 

 
NUCYNTA® ER

 

12.3  

 
NUCYNTA® ER

32% NUCYNTA® ER
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3 6 NUCYNTA® ER
AUC  

3 1 2 24
250 mg 12

 

 
NUCYNTA® ER AUC 6% Cmax

17% NUCYNTA® ER  

 

Vz 540 98 L 20%  

 
97% 2

1

70% 55% -O- 15%
3%

CYP2C9 CYP2C19
-N- 13% CYP2D6 2%

P450 2  

 

 
99%

5 1603 227 mL/
 

 

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

29
59

 \ 
2.

1 
\ 2

01
3-

12
-1

9 
17

:0
8 



 

29 
 

 
 

AUC
Cmax 16%

 

 

AUC Cmax

-O- AUC
[CLCR] 50 80 mL/ CLCR 30 50 mL/

CLCR 30 mL/ -O-
AUC 1.5 2.5

5.5  

 

Child-Pugh 5 6 Child-Pugh 7 9
AUC 1.7 4.2 Cmax

1.4 2.5 t1/2 1.2 1.4
-O-  

 
/ 2

2
AUC 17% 57%
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in vitro

P450
P450  

pH
 

20%
 

 
NUCYNTA® ER

[ (5.4) ]  

In vivo NUCYNTA® ER 100 mg 250 mg
40% 240 mL

NUCYNTA® ER 100 mg Cmax

48% 0.99 4.38 AUClast

AUCinf 17% Tmax t½ NUCYNTA® ER 250 mg
Cmax 28% 0.90

2.67 AUClast AUCinf 16% Tmax t½

 

13  
13.1  

 
2  

50 100 200 mg/kg/ 2
- AUC NUCYNTA® ER

MRHD 0.34
0.25
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10 50 125 250 mg/kg/ 2
AUC MRHD

0.20 0.75
 

 
V79

1 DNA
in vivo  

 
3 6 12 mg/kg/ 4

AUC MRHD
0.56 0.50

6 mg/kg/
 

13.2  

(MRHD) (Cmax)  

14  
DPN

5 NUCYNTA® ER (LBP)
1

DPN-1 DPN-2
2  
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14.1  

LBP 18 0 10 11
(NRS) 5

NUCYNTA® ER Schedule II 3
1  

NUCYNTA® ER 50 mg 1 2 3
3 100 mg 1 2 3

250 mg 1 2 12
981 50

18 89 8 (SD 1)
3

 

51% NUCYNTA® ER 54%
43% (21%)

NUCYNTA® ER 17% 32%
 

15 NUCYNTA® ER
1

50% 50%
0%  
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1  LBP 1 

 
1 LBP 15  

 

14.2  

DPN 2 18
0 10 11

(NRS) 5 NUCYNTA® ER 3

NRS 1
12

NUCYNTA® ER 100 mg 250 mg 1 2
4

25 mg 1 2
4

25 mg 1 1
1 2  

DPN-1 591 389
60 29 87

15  
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3 2 3
 

34% NUCYNTA® ER
(14%)

 NUCYNTA® ER (15%)  

12 12 NUCYNTA® 
ER 2

50% 50%
0%  

2  DPN-1 

 

 

DPN-2 459 320
59 28 83

3 2 3
 

12
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22% NUCYNTA® ER 6%
1

(9%) NUCYNTA® ER (14%)  

12 12 NUCYNTA® 
ER 3

50% 50%
0%  

3  DPN-2 

 

 

16  
NUCYNTA® ER  

50 mg OMJ 50 CR
60 (NDC 50458-860-01) 100

10 10 (NDC 
50458-860-02)  

 
12

 

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

29
59

 \ 
2.

1 
\ 2

01
3-

12
-1

9 
17

:0
8 



 

36 
 

100 mg OMJ 100 CR
60 (NDC 50458-861-01) 100 10

10 (NDC 50458-861-02)  

150 mg OMJ 150 CR
60 (NDC 50458-862-01) 100 10

10 (NDC 50458-862-02)  

200 mg
OMJ 200 CR 60 (NDC 50458-

863-01) 100 10 10
(NDC 50458-863-02)  

250 mg
OMJ 250 CR 60 (NDC 50458-

864-01) 100 10 10
(NDC 50458-864-02)  

 
25 (77 F) 15 30 (59 F 86 F)

[USP ]  

 

NUCYNTA® ER  

NUCYNTA® ER  

17  
FDA  

 
NUCYNTA® ER Schedule II

NUCYNTA® ER
NUCYNTA® ER  
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NUCYNTA® ER

 

 
NUCYNTA® ER

NUCYNTA® 
ER  

 
NUCYNTA® ER

NUCYNTA® ER

NUCYNTA® ER

 

MAOI  
NUCYNTA® ER

NUCYNTA® ER MAOI  

 
NUCYNTA® ER

NUCYNTA® ER
NUCYNTA® ER

 

 
NUCYNTA® ER
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MAO
SSRI SNRI

 

 
NUCYNTA® ER  

 NUCYNTA® ER  

  

 NUCYNTA® 
ER  

 NUCYNTA® ER
 

  

 
NUCYNTA® ER

 

NUCYNTA® ER

 

 

 

 
NUCYNTA® ER
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NUCYNTA® ER

 

 
Janssen Ortho, LLC 
Gurabo, PR 00778 

 
Janssen Pharmaceuticals, Inc. 
Titusville, NJ 08560 

© Janssen Pharmaceuticals, Inc. 2011 
2013 9  
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FDA                                                                          2012 8  

 
NUCYNTA® ER new-SINN-tah E-R   

,CII 

NUCYNTA® ER  
 ,24 ,

NUCYNTA® ER  
 NUCYNTA® ER , NUCYNTA® ER ,

,  
 NUCYNTA® ER NUCYNTA® ER ,

NUCYNTA® ER , , NUCYNTA® ER
 

,NUCYNTA® ER  
 , ,  

 ,  
 (MAOI) 14 MAOI  

NUCYNTA® ER  
 NUCYNTA® ER  

 ,12 24
, ,

,  

 NUCYNTA® ER , NUCYNTA® ER , , ,
, ,  

 ,  
 NUCYNTA® ER  
 NUCYNTA® ER , .

NUCYNTA® ER ,  

 NUCYNTA® ER , NUCYNTA® ER
, , ,  

 ,  

NUCYNTA® ER  
 , , , , , , , , ,  

,  
 , , , , , , , , ,  

 , , , ,  
,NUCYNTA® ER ,
FDA 1-800-FDA-1088 ,dailymed.nlm.nih.gov

 
Janssen Ortho LLC, Gurabo, PR 00778, Janssen Pharmaceuticals, Inc. Titusville, NJ 08560, www.Nucynta.com 
1-800-526-7736 

,NUCYNTA® ER  
 ,             , ,  
                     
 , ,  

 
 NUCYNTA® ER  

 NUCYNTA® ER ,  

 , , ,  
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Tapentadol 25 mg, 50 mg, 100 mg, 150 mg, 200 mg, 250 mg prolonged-release tablets       Sep 2013 
EU Master SmPC  Version 16.3  

Page 1 of 14 
   

1. NAME OF THE MEDICINAL PRODUCT 
 
<TRADEMARK> <suffix> 25 mg prolonged-release tablets 
<TRADEMARK> <suffix> 50 mg prolonged-release tablets 
<TRADEMARK> <suffix> 100 mg prolonged-release tablets 
<TRADEMARK> <suffix> 150 mg prolonged-release tablets 
<TRADEMARK> <suffix> 200 mg prolonged-release tablets 
<TRADEMARK> <suffix> 250 mg prolonged-release tablets 
 

2. QUALITATIVE AND QUANTITATIVE COMPOSITION 
Each prolonged-release tablet contains 25 mg tapentadol (as hydrochloride). 
Each prolonged-release tablet contains 50 mg tapentadol (as hydrochloride). 
Each prolonged-release tablet contains 100 mg tapentadol (as hydrochloride). 
Each prolonged-release tablet contains 150 mg tapentadol (as hydrochloride). 
Each prolonged-release tablet contains 200 mg tapentadol (as hydrochloride). 
Each prolonged-release tablet contains 250 mg tapentadol (as hydrochloride). 
 
Excipient(s) with known effect:  
<TRADEMARK> <suffix> 25 mg contains 1.330 mg lactose. 
<TRADEMARK> <suffix> 50 mg contains 3.026 mg lactose.  
<TRADEMARK> <suffix> 100 mg contains 3.026 mg lactose. 
<TRADEMARK> <suffix> 150 mg contains 3.026 mg lactose. 
<TRADEMARK> <suffix> 200 mg contains 3.026 mg lactose. 
<TRADEMARK> <suffix> 250 mg contains 3.026 mg lactose. 
 
For the full list of excipients, see section 6.1. 
 

3. PHARMACEUTICAL FORM 
Prolonged-release tablet  
 
[25 mg]: Slightly brownish-orange film-coated oblong shaped tablets (5.5 mm x 10 mm) marked with 
Grünenthal logo on one side and “H9” on the other side. 
 
[50 mg]: White film-coated oblong shaped tablets (6.5 mm x 15 mm) marked with Grünenthal logo on one 
side and “H1” on the other side. 
 
[100 mg]: Pale yellow film-coated oblong shaped tablets (6.5 mm x 15 mm) marked with Grünenthal logo on 
one side and “H2” on the other side. 
 
[150 mg]: Pale pink film-coated oblong shaped tablets (6.5 mm x 15 mm) marked with Grünenthal logo on 
one side and “H3” on the other side. 
 
[200 mg]: Pale orange film-coated oblong shaped tablets (7 mm x 17 mm) marked with Grünenthal logo on 
one side and “H4” on the other side. 
 
[250 mg]: Brownish red film-coated oblong shaped tablets (7 mm x 17 mm) marked with Grünenthal logo on 
one side and “H5” on the other side. 
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4. CLINICAL PARTICULARS 

4.1 Therapeutic indications 
<TRADEMARK> <suffix> is indicated for the management of severe chronic pain in adults, which can be 
adequately managed only with opioid analgesics.  
 

4.2 Posology and method of administration 
 
Posology 
The dosing regimen should be individualised according to the severity of pain being treated, the previous 
treatment experience and the ability to monitor the patient.  
<TRADEMARK> <suffix> should be taken twice daily, approximately every 12 hours.  
 
Initiation of therapy 
Initiation of therapy in patients currently not taking opioid analgesics 
Patients should start treatment with single doses of 50 mg tapentadol as prolonged-release tablet 
administered twice daily. 
 
Initiation of therapy in patients currently taking opioid analgesics 
When switching from opioids to <TRADEMARK> <suffix> and choosing the initial dose, the nature of the 
previous medicinal product, administration and the mean daily dose should be taken into account. This may 
require higher initial doses of <TRADEMARK> <suffix>for patients currently taking opioids compared to 
those not having taken opioids before initiating therapy with <TRADEMARK> <suffix>. 
 
Titration and maintenance 
After initiation of therapy the dose should be titrated individually to a level that provides adequate analgesia 
and minimises undesirable effects under the close supervision of the prescribing physician. 
Experience from clinical trials has shown that a titration regimen in increments of 50 mg tapentadol as 
prolonged-release tablet twice daily every 3 days was appropriate to achieve adequate pain control in most of 
the patients. <The 25 mg tapentadol prolonged-release tablet can also be used for dose adjustments to meet 
individual patient requirements.> 
 
Total daily doses of <TRADEMARK> <suffix> greater than 500 mg tapentadol have not yet been studied 
and are therefore not recommended. 
 
Discontinuation of treatment 
Withdrawal symptoms could occur after abrupt discontinuation of treatment with tapentadol (see section 4.8). 
When a patient no longer requires therapy with tapentadol, it is advisable to taper the dose gradually to 
prevent symptoms of withdrawal. 
 
Renal Impairment 
In patients with mild or moderate renal impairment a dosage adjustment is not required (see section 5.2). 
<TRADEMARK> <suffix> has not been studied in controlled efficacy trials in patients with severe renal 
impairment, therefore the use in this population is not recommended (see sections 4.4 and 5.2). 
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Hepatic Impairment 
In patients with mild hepatic impairment a dosage adjustment is not required (see section 5.2). 
<TRADEMARK> <suffix> should be used with caution in patients with moderate hepatic impairment. 
Treatment in these patients should be initiated at the lowest available dose strength, i.e. <25°mg><50°mg> 
tapentadol as prolonged-release tablet, and not be administered more frequently than once every 24 hours. At 
initiation of therapy a daily dose greater than 50 mg tapentadol as prolonged-release tablet is not 
recommended. Further treatment should reflect maintenance of analgesia with acceptable tolerability (see 
sections 4.4 and 5.2). 
<TRADEMARK> <suffix> has not been studied in patients with severe hepatic impairment and therefore, 
use in this population is not recommended (see sections 4.4 and 5.2). 
 
Older people (persons aged 65 years and over) 
In general, a dose adaptation in older people is not required. However, as older people are more likely to 
have decreased renal and hepatic function, care should be taken in dose selection as recommended (see 
sections 4.2 and 5.2). 
 
Paediatric Patients 
The safety and efficacy of <TRADEMARK> <suffix> in children and adolescents below 18 years of age has 
not yet been established. Therefore <TRADEMARK> <suffix> is not recommended for use in this 
population. 
 

Method of administration 
<TRADEMARK> <suffix> has to be taken whole, not divided or chewed, to ensure that the prolonged-
release mechanism is maintained. <TRADEMARK> <suffix> should be taken with sufficient liquid. 
<TRADEMARK> <suffix> can be taken with or without food. 
 

4.3 Contraindications 
<TRADEMARK> <suffix> is contraindicated 
 in patients with hypersensitivity to tapentadol or to any of the excipients listed in section 6.1. 

 
 in situations where active substances with mu-opioid receptor agonist activity are contraindicated, i.e. 

patients with significant respiratory depression (in unmonitored settings or the absence of resuscitative 
equipment), and patients with acute or severe bronchial asthma or hypercapnia   

 
 in any patient who has or is suspected of having paralytic ileus 

 
 in patients with acute intoxication with alcohol, hypnotics, centrally acting analgesics, or psychotropic 

active substances (see section 4.5) 
 

 

4.4 Special warnings and precautions for use 
Potential for Abuse and Addiction/ Dependence Syndrome 
<TRADEMARK> <suffix> has a potential for abuse and addiction. This should be considered when 
prescribing or dispensing <TRADEMARK> <suffix> in situations where there is concern about an increased 
risk of misuse, abuse, addiction, or diversion.  
All patients treated with active substances that have mu-opioid receptor agonist activity should be carefully 
monitored for signs of abuse and addiction. 
 
Respiratory Depression 
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At high doses or in mu-opioid receptor agonist sensitive patients, <TRADEMARK> <suffix> may produce 
dose-related respiratory depression. Therefore, <TRADEMARK> <suffix> should be administered with 
caution to patients with impaired respiratory functions. Alternative non-mu-opioid receptor agonist 
analgesics should be considered and <TRADEMARK> <suffix> should be employed only under careful 
medical supervision at the lowest effective dose in such patients. If respiratory depression occurs, it should 
be treated as any mu-opioid receptor agonist-induced respiratory depression (see section 4.9). 
 
Head Injury and Increased Intracranial Pressure 
<TRADEMARK> <suffix> should not be used in patients who may be particularly susceptible to the 
intracranial effects of carbon dioxide retention such as those with evidence of increased intracranial pressure, 
impaired consciousness, or coma. Analgesics with mu-opioid receptor agonist activity may obscure the 
clinical course of patients with head injury. <TRADEMARK> <suffix> should be used with caution in 
patients with head injury and brain tumors. 
 
Seizures 
<TRADEMARK> <suffix> has not been systematically evaluated in patients with a seizure disorder, and 
such patients were excluded from clinical trials. However, like other analgesics with mu-opioid agonist 
activity <TRADEMARK> <suffix> is not recommended in patients with a history of a seizure disorder or 
any condition that would put the patient at risk of seizures. 
 
Renal Impairment 
<TRADEMARK> <suffix> has not been studied in controlled efficacy trials in patients with severe renal 
impairment, therefore the use in this population is not recommended (see section 4.2 and 5.2). 
 
Hepatic Impairment 
Subjects with mild and moderate hepatic impairment showed a 2-fold and 4.5-fold increase in systemic 
exposure, respectively, compared with subjects with normal hepatic function. <TRADEMARK> <suffix> 
should be used with caution in patients with moderate hepatic impairment (see section 4.2 and 5.2), 
especially upon initiation of treatment.  
<TRADEMARK> <suffix> has not been studied in patients with severe hepatic impairment and therefore, 
use in this population is not recommended (see sections 4.2 and 5.2). 
 
Use in Pancreatic/Biliary Tract Disease 
Active substances with mu-opioid receptor agonist activity may cause spasm of the sphincter of Oddi. 
<TRADEMARK> <suffix> should be used with caution in patients with biliary tract disease, including acute 
pancreatitis. 
 
Mixed opioid agonists/antagonists 
Care should be taken when combining <TRADEMARK> <suffix> with mixed mu-opioid 
agonist/antagonists (like pentazocine, nalbuphine) or partial mu-opioid agonists (like buprenorphine). In 
patients maintained on buprenorphine for the treatment of opioid dependence, alternative treatment options 
(like e.g. temporary buprenorphine discontinuation) should be considered, if administration of full mu-
agonists (like tapentadol) becomes necessary in acute pain situations. On combined use with buprenorphine, 
higher dose requirements for full mu-receptor agonists have been reported and close monitoring of adverse 
events such as respiratory depression is required in such circumstances. 

<TRADEMARK> <suffix> prolonged-release tablets contain lactose. Patients with rare hereditary problems 
of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption, should not take this 
medicinal product. 
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4.5 Interaction with other medicinal products and other forms of interaction 
Medicinal products like benzodiazepines, barbiturates and opioids (analgesics, antitussives or substitution 
treatments) may enhance the risk of respiratory depression if taken in combination with <TRADEMARK> 
<suffix>. CNS depressants (e.g. benzodiazepines, antipsychotics, H1-antihistamines, opioids, alcohol) can 
enhance the sedative effect of tapentadol and impair vigilance. Therefore, when a combined therapy of 
<TRADEMARK> <suffix> with a respiratory or CNS depressant is contemplated, the reduction of dose of 
one or both agents should be considered. 
 
Mixed opioid agonists/antagonists 
Care should be taken when combining <TRADEMARK> <suffix> with mixed mu-opioid 
agonist/antagonists (like pentazocine, nalbuphine) or partial mu-opioid agonists (like buprenorphine) (see 
also section 4.4). 
 
In isolated cases there have been reports of serotonin syndrome in a temporal connection with the therapeutic 
use of tapentadol in combination with serotoninergic medicinal products such as selective serotonin re-
uptake inhibitors (SSRIs). Signs of serotonin syndrome may be for example confusion, agitation, fever, 
sweating, ataxia, hyperreflexia, myoclonus and diarrhoea. Withdrawal of the serotoninergic medicinal 
products usually brings about a rapid improvement. Treatment depends on the nature and severity of the 
symptoms. 
 
The major elimination pathway for tapentadol is conjugation with glucuronic acid mediated via uridine 
diphosphate transferase (UGT) mainly UGT1A6, UGT1A9 and UGT2B7 isoforms. Thus, concomitant 
administration with strong inhibitors of these isoenzymes (e.g. ketoconazole, fluconazole, meclofenamic 
acid) may lead to increased systemic exposure of tapentadol (see section 5.2). 

For patients on tapentadol treatment, caution should be exercised if concomitant drug administration of 
strong enzyme inducing drugs (e.g. rifampicin, phenobarbital, St John’s Wort (hypericum perforatum)) starts 
or stops, since this may lead to decreased efficacy or risk for adverse effects, respectively.  
 
Treatment with <TRADEMARK> <suffix> should be avoided in patients who are receiving monoamine 
oxidase (MAO) inhibitors or who have taken them within the last 14 days due to potential additive effects on 
synaptic noradrenaline concentrations which may result in adverse cardiovascular events, such 
as hypertensive crisis. 

4.6 Fertility, pregnancy and lactation 
 
Pregnancy 
There is very limited amount of data from the use in pregnant women. 
Studies in animals have not shown teratogenic effects. However, delayed development and embryotoxicity 
were observed at doses resulting in exaggerated pharmacology (mu-opioid-related CNS effects related to 
dosing above the therapeutic range). Effects on the postnatal development were already observed at the 
maternal NOAEL (see section 5.3).  
<TRADEMARK> <suffix> should be used during pregnancy only if the potential benefit justifies the 
potential risk to the foetus. 
 
Labour and Delivery 
The effect of tapentadol on labour and delivery in humans is unknown. <TRADEMARK> <suffix> is not 
recommended for use in women during and immediately before labour and delivery. Due to the mu-opioid 
receptor agonist activity of tapentadol, new-born infants whose mothers have been taking tapentadol should 
be monitored for respiratory depression. 
 
Lactation 
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There is no information on the excretion of tapentadol in human milk. From a study in rat pups suckled by 
dams dosed with tapentadol it was concluded that tapentadol is excreted in milk (see section 5.3). Therefore, 
a risk to the suckling child cannot be excluded. <TRADEMARK> <suffix> should not be used during breast 
feeding. 
 

4.7 Effects on ability to drive and use machines 
<TRADEMARK> <suffix> may have major influence on the ability to drive and use machines, because it 
may adversely affect central nervous system functions (see section 4.8). This has to be expected especially at 
the beginning of treatment, when any change of dosage occurs as well as in connection with use of alcohol or 
tranquilisers (see section 4.4). Patients should be cautioned as to whether driving or use of machines is 
permitted. 
 

4.8 Undesirable effects 
The adverse drug reactions that were experienced by patients in the placebo controlled trials performed with 
<TRADEMARK> <suffix> were predominantly of mild and moderate severity. The most frequent adverse 
drug reactions were in the gastrointestinal and central nervous system (nausea, dizziness, constipation, 
headache and somnolence).   
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The table below lists adverse drug reactions that were identified from clinical trials performed with 
<TRADEMARK> <suffix> and from post-marketing environment. They are listed by class and frequency. 
Frequencies are defined as very common ( 1/10); common ( 1/100 to <1/10); uncommon ( 1/1,000 to 
<1/100); rare ( 1/10,000 to <1/1,000); very rare (<1/10,000), not known (cannot be estimated from the 
available data). 
 

ADVERSE DRUG REACTIONS
 
System Organ 
Class 

Frequency 
Very common 

 
Common 

 
Uncommon 

 
Rare 

 

Immune system 
disorders 

  Drug hypersensitivity*  

Metabolism and 
nutrition disorders 

 Decreased appetite Weight decreased  

Psychiatric  
disorders 

 Anxiety, Depressed mood, 
Sleep disorder, 

Nervousness, Restlessness

Disorientation, Confusional 
state, Agitation,  Perception 

disturbances, Abnormal 
dreams, Euphoric mood 

Drug 
dependence, 

Thinking 
abnormal 

Nervous system 
disorders 

Dizziness, 
Somnolence, 

Headache 

Disturbance in attention, 
Tremor,  Muscle 

contractions involuntary 

Depressed level of 
consciousness, Memory 

impairment, Mental 
impairment, Syncope, 

Sedation, Balance disorder, 
Dysarthria, Hypoaesthesia,  

Paraesthesia 

Convulsion, 
Presyncope, 
Coordination 

abnormal 

Eye disorders 
 

  Visual disturbance  

Cardiac disorders 
 

  Heart rate increased, Heart 
rate decreased, Palpitations 

 

Vascular disorders 
 

 Flushing Blood pressure decreased  

Respiratory, 
thoracic and 
mediastinal  
disorders 

 Dyspnoea  Respiratory 
depression 

Gastrointestinal 
disorders 

Nausea, 
Constipation 

Vomiting, Diarrhoea, 
Dyspepsia 

Abdominal discomfort Impaired 
gastric 

emptying 
Skin and 
subcutaneous tissue 
disorders 

 Pruritus, Hyperhidrosis, 
Rash 

Urticaria  

Renal and urinary 
disorders 

  Urinary hesitation, 
Pollakiuria 

 

Reproductive 
system and breast 
disorders 

  Sexual dysfunction  

General disorders 
and administration 
site conditions 

 Asthenia, Fatigue, Feeling 
of body temperature 

change, Mucosal dryness, 
Oedema 

Drug withdrawal syndrome, 
Feeling abnormal, 

Irritability 

Feeling drunk, 
Feeling of 
relaxation 

* Post-marketing rare events of angioedema, anaphylaxis and anaphylactic shock have been reported. 
 
Clinical trials performed with <TRADEMARK> <suffix> with patient exposure up to 1 year have shown 
little evidence of withdrawal symptoms upon abrupt discontinuations and these were generally classified as 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

29
27

 \ 
2.

0 
\ 2

01
3-

12
-1

9 
10

:1
3 



Tapentadol 25 mg, 50 mg, 100 mg, 150 mg, 200 mg, 250 mg prolonged-release tablets       Sep 2013 
EU Master SmPC  Version 16.3  

Page 8 of 14 
   

mild, when they occurred. Nevertheless, physicians should be vigilant for symptoms of withdrawal (see 
section 4.2) and treat patients accordingly should they occur. 
 
The risk of suicidal ideation and suicides committed is known to be higher in patients suffering from chronic 
pain. In addition, substances with a pronounced influence on the monoaminergic system have been 
associated with an increased risk of suicidality in patients suffering from depression, especially at the 
beginning of treatment. For tapentadol data from clinical trials and post-marketing reports do not provide 
evidence for an increased risk. 
 
Reporting of suspected adverse reactions 
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows 
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked 
to report any suspected adverse reactions via <[to be completed nationally]>. 
 

4.9 Overdose 
Symptoms 
Human experience with overdose of tapentadol is very limited. Preclinical data suggest that symptoms 
similar to those of other centrally acting analgesics with mu-opioid receptor agonist activity are to be 
expected upon intoxication with tapentadol. In principle, these symptoms include, referring to the clinical 
setting, in particular miosis, vomiting, cardiovascular collapse, consciousness disorders up to coma, 
convulsions and respiratory depression up to respiratory arrest.  
 
Management  
Management of overdose should be focused on treating symptoms of mu-opioid agonism. Primary attention 
should be given to re-establishment of a patent airway and institution of assisted or controlled ventilation 
when overdose of tapentadol is suspected.  
Pure opioid receptor antagonists such as naloxone are specific antidotes to respiratory depression resulting 
from opioid overdose. Respiratory depression following an overdose may outlast the duration of action of the 
opioid receptor antagonist. Administration of an opioid receptor antagonist is not a substitute for continuous 
monitoring of airway, breathing, and circulation following an opioid overdose. If the response to opioid 
receptor antagonists is suboptimal or only brief in nature, an additional dose of antagonist (e.g. naloxone) 
should be administered as directed by the manufacturer of the product. 
Gastrointestinal decontamination may be considered in order to eliminate unabsorbed active substance. 
Gastrointestinal decontamination with activated charcoal or by gastric lavage may be considered within 2 
hours after intake. Before attempting gastrointestinal decontamination, care should be taken to secure the 
airway. 
 
 

5. PHARMACOLOGICAL PROPERTIES 

5.1 Pharmacodynamic properties 
Pharmacotherapeutic group: Analgesics; opioids; other opioids 
ATC code: N02AX06 
 
Tapentadol is a strong analgesic with μ-agonistic opioid and additional noradrenaline reuptake inhibition 
properties. Tapentadol exerts its analgesic effects directly without a pharmacologically active metabolite. 
 
Tapentadol demonstrated efficacy in preclinical models of nociceptive, neuropathic, visceral and 
inflammatory pain; efficacy has been verified in clinical trials with tapentadol prolonged-release tablets in 
non-malignant nociceptive and neuropathic chronic pain conditions as well as chronic tumour-related pain. 
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The trials in pain due to osteoarthritis and chronic low back pain showed similar analgesic efficacy of 
tapentadol to a strong opioid used as a comparator. In the trial in painful diabetic peripheral neuropathy 
tapentadol separated from placebo which was used as comparator. 
 
 
 
Effects on the cardiovascular system: In a thorough human QT trial, no effect of multiple therapeutic and 
supratherapeutic doses of tapentadol on the QT interval was shown. Similarly, tapentadol had no relevant 
effect on other ECG parameters (heart rate, PR interval, QRS duration, T-wave or U-wave morphology). 
 
Paediatric population 
The European Medicines Agency has deferred the obligation to submit the results of studies with 
<TRADEMARK><suffix> in all subsets of the paediatric population in severe chronic pain (see section 4.2 
for information on paediatric use). 
 

5.2 Pharmacokinetic properties 
Absorption  
Mean absolute bioavailability after single-dose administration (fasting) of <TRADEMARK> <suffix> is 
approximately 32% due to extensive first-pass metabolism. Maximum serum concentrations of tapentadol are 
observed at between 3 and 6 hours after administration of prolonged-release tablets. 
Dose proportional increases for AUC have been observed after administration of the prolonged-release 
tablets over the therapeutic dose range. 
A multiple dose trial with twice daily  dosing  using 86 mg and 172 mg tapentadol administered as 
prolonged-release tablets showed an accumulation ratio of about 1.5 for the parent active substance which is 
primarily determined by the dosing interval and apparent half-life of tapentadol. Steady state serum 
concentrations of tapentadol are reached on the second day of the treatment regimen.   
 
Food Effect 
The AUC and Cmax increased by 8% and 18%, respectively, when prolonged-release tablets were 
administered after a high-fat, high-calorie breakfast. This was judged to be without clinical relevance as it 
falls into the normal inter-subject variability of tapentadol PK parameters. <TRADEMARK> <suffix> may 
be given with or without food. 
 
Distribution 
Tapentadol is widely distributed throughout the body. Following intravenous administration, the volume of 
distribution (Vz) for tapentadol is 540 +/- 98 l. The serum protein binding is low and amounts to 
approximately 20%. 
 
Metabolism 
In humans, the metabolism of tapentadol is extensive. About 97% of the parent compound is metabolised. 
The major pathway of tapentadol metabolism is conjugation with glucuronic acid to produce glucuronides. 
After oral administration approximately 70% of the dose is excreted in urine as conjugated forms (55% 
glucuronide and 15% sulfate of tapentadol). Uridine diphosphate glucuronyl transferase (UGT) is the 
primary enzyme involved in the glucuronidation (mainly UGT1A6, UGT1A9 and UGT2B7 isoforms). A 
total of 3% of active substance is excreted in urine as unchanged active substance. Tapentadol is additionally 
metabolised to N-desmethyl tapentadol (13%) by CYP2C9 and CYP2C19 and to hydroxy tapentadol (2%) 
by CYP2D6, which are further metabolised by conjugation. Therefore, active substance metabolism 
mediated by cytochrome P450 system is of less importance than phase 2 conjugation. 
None of the metabolites contributes to the analgesic activity. 
 
Elimination 
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Tapentadol and its metabolites are excreted almost exclusively (99%) via the kidneys. The total clearance 
after intravenous administration is 1530 +/- 177 ml/min. Terminal half-life is on average 5-6 hours after oral 
administration.  
 
Special populations  
Older people 
The mean exposure (AUC) to tapentadol was similar in a trial with older subjects (65-78 years of age) 
compared to young adults (19-43 years of age), with a 16% lower mean Cmax observed in the older subject 
group compared to young adult subjects. 
 
Renal Impairment 
AUC and Cmax of tapentadol were comparable in subjects with varying degrees of renal function (from 
normal to severely impaired). In contrast, increasing exposure (AUC) to tapentadol-O-glucuronide was 
observed with increasing degree of renal impairment. In subjects with mild, moderate, and severe renal 
impairment, the AUC of tapentadol-O-glucuronide are 1.5-, 2.5-, and 5.5-fold higher compared with normal 
renal function, respectively. 
 
Hepatic Impairment 
Administration of tapentadol resulted in higher exposures and serum levels to tapentadol in subjects with 
impaired hepatic function compared to subjects with normal hepatic function. The ratio of tapentadol 
pharmacokinetic parameters for the mild and moderate hepatic impairment groups in comparison to the 
normal hepatic function group were 1.7 and 4.2, respectively, for AUC; 1.4 and 2.5, respectively, for Cmax; 
and 1.2 and 1.4, respectively, for t1/2. The rate of formation of tapentadol-O-glucuronide was lower in 
subjects with increased liver impairment. 
 
Pharmacokinetic Interactions 
Tapentadol is mainly metabolised by Phase 2 glucuronidation, and only a small amount is metabolised by 
Phase 1 oxidative pathways.  
As glucuronidation is a high capacity/low affinity system, which is not easily saturated even in disease, and 
as therapeutic concentrations of active substances are generally well below the concentrations needed for 
potential inhibition of glucuronidation, any clinically relevant interactions caused by Phase 2 metabolism are 
unlikely to occur. In a set of drug-drug interaction trials using paracetamol, naproxen, acetylsalicylic acid 
and probenecid, a possible influence of these active substances on the glucuronidation of tapentadol was 
investigated.  The trials with probe active substances naproxen (500 mg twice daily for 2 days) and 
probenecid (500 mg twice daily for 2 days) showed increases in AUC of tapentadol by 17% and 57%, 
respectively. Overall, no clinically relevant effects on the serum concentrations of tapentadol were observed 
in these trials. 
Furthermore, interaction trials of tapentadol with metoclopramide and omeprazole were conducted to 
investigate a possible influence of these active substances on the absorption of tapentadol. These trials also 
showed no clinically relevant effects on tapentadol serum concentrations. 
In vitro studies did not reveal any potential of tapentadol to either inhibit or induce cytochrome P450 
enzymes. Thus, clinically relevant interactions mediated by the cytochrome P450 system are unlikely to 
occur.  
 
Plasma protein binding of tapentadol is low (approximately 20%). Therefore, the likelihood of 
pharmacokinetic drug-drug interactions by displacement from the protein binding site is low. 
 

5.3 Preclinical safety data 
Tapentadol was not genotoxic in bacteria in the Ames test. Equivocal findings were observed in an in vitro 
chromosomal aberration test, but when the test was repeated the results were clearly negative. Tapentadol 
was not genotoxic in vivo, using the two endpoints of chromosomal aberration and unscheduled DNA 
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synthesis, when tested up to the maximum tolerated dose. Long-term animal studies did not identify a 
potential carcinogenic risk relevant to humans. 
Tapentadol had no influence on male or female fertility in rats, but there was reduced in utero survival at the 
high dose.  It is not known whether this was mediated via the male or the female. Tapentadol showed no 
teratogenic effects in rats and rabbits following intravenous and subcutaneous exposure. However, delayed 
development and embryotoxicity were observed after administration of doses resulting in exaggerated 
pharmacology (mu-opioid related CNS effects related to dosing above the therapeutic range). After 
intravenous dosing in rats reduced in utero survival was seen. In rats, tapentadol caused increased mortality 
of the F1 pups that were directly exposed via milk between days 1 and 4 post partum already at dosages that 
did not provoke maternal toxicities. There were no effects on neurobehavioral parameters.  
Excretion into breast milk was investigated in rat pups suckled by dams dosed with tapentadol. Pups were 
dose-dependently exposed to tapentadol and tapentadol O-glucuronide. It was concluded that tapentadol is 
excreted in milk. 
 

6. PHARMACEUTICAL PARTICULARS 

6.1 List of excipients 
[25 mg]: 
Tablet core: 
Hypromellose 
Microcrystalline cellulose 
Colloidal anhydrous silica 
Magnesium stearate 
 
Tablet coat: 
Hypromellose  
Lactose monohydrate 
Talc 
Macrogol 400 
Macrogol 6000 
Titanium dioxide (E 171) 
Yellow iron oxide (E 172) 
Red iron oxide (E 172)  
 
[50 mg]: 
Tablet core: 
Hypromellose 
Microcrystalline cellulose 
Colloidal anhydrous silica 
Magnesium stearate 
 
Tablet coat: 
Hypromellose 
Lactose monohydrate 
Talc 
Macrogol 6000 
Propylene glycol 
Titanium dioxide (E 171) 
 
[100 mg]: 
Tablet core: 
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Hypromellose 
Microcrystalline cellulose 
Colloidal anhydrous silica 
Magnesium stearate 
 
Tablet coat: 
Hypromellose  
Lactose monohydrate 
Talc 
Macrogol 6000 
Propylene glycol 
Titanium dioxide (E 171) 
Yellow iron oxide (E 172)  
 
[150 mg]: 
Tablet core: 
Hypromellose 
Microcrystalline cellulose 
Colloidal anhydrous silica 
Magnesium stearate 
 
Tablet coat: 
Hypromellose  
Lactose monohydrate 
Talc 
Macrogol 6000 
Propylene glycol 
Titanium dioxide (E 171) 
Yellow iron oxide (E 172)  
Red iron oxide (E 172)  
 
 [200 mg]: 
Tablet core: 
Hypromellose 
Microcrystalline cellulose 
Colloidal anhydrous silica 
Magnesium stearate 
 
Tablet coat: 
Hypromellose  
Lactose monohydrate 
Talc 
Macrogol 6000 
Propylene glycol 
Titanium dioxide (E 171) 
Yellow iron oxide (E 172)  
Red iron oxide (E 172)  
 
[250 mg]: 
Tablet core: 
Hypromellose 
Microcrystalline cellulose 
Colloidal anhydrous silica 
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Magnesium stearate 
 
Tablet coat: 
Hypromellose  
Lactose monohydrate 
Talc 
Macrogol 6000 
Propylene glycol 
Titanium dioxide (E 171) 
Yellow iron oxide (E 172)  
Red iron oxide (E 172)  
Black iron oxide (E 172)  
 

6.2 Incompatibilities 
Not applicable 
 

6.3 Shelf life 
[25 mg]: 
2 years 
 
[50 mg, 100 mg, 150 mg, 200 mg, 250 mg]: 
3 years 
 

6.4 Special precautions for storage 
This medicinal product does not require any special storage conditions. 
 

6.5 Nature and contents of container 
[25 mg]: 
PVC/PVDC-aluminium blisters 
Packs with 7, 10, 14, 20, 24, 28, 30, 40, 50, 54, 56, 60, 90, 100 prolonged-release tablets. 
 
PVC/PVDC aluminium perforated unit-dose blisters 
Packs with 10x1, 14x1, 20x1, 28x1, 30x1, 50x1, 56x1, 60x1, 90x1, 100x1 prolonged-release tablets.  
 
[50 mg, 100 mg, 150 mg, 200 mg, 250 mg]: 
PVC/PVDC-aluminium/paper/PET blisters. 
Packs with 7, 10, 14, 20, 24, 28, 30, 40, 50, 54, 56, 60, 90, 100 prolonged-release tablets. 
 
PVC/PVDC aluminium/paper/PET perforated unit-dose blisters. 
Packs with 10x1, 14x1, 20x1, 28x1, 30x1, 50x1, 56x1, 60x1, 90x1, 100x1 prolonged-release tablets.  
 
Not all pack sizes may be marketed. 
 

6.6 Special precautions for disposal 
No special requirements. 
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7. MARKETING AUTHORISATION HOLDER 
<[To be completed nationally]> 
 

8. MARKETING AUTHORISATION NUMBER(S) 
<[To be completed nationally]> 
 

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION 
<[To be completed nationally]> 
 

10. DATE OF REVISION OF THE TEXT 
<[To be completed nationally]> 
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1.  
 
< > 25 mg 
< > 50 mg 
< > 100 mg 
< > 150 mg 
< > 200 mg 
< > 250 mg 
 

2.  
1 25 mg  
1 50 mg  
1 100 mg  
1 150 mg  
1 200 mg  
1 250 mg  

 
 

< >25 mg 1 1.330 mg  
< >50 mg 1 3.026 mg  
< >100 mg 1 3.026 mg  
< >150 mg 1 3.026 mg  
< >200 mg 1 3.026 mg  
< >250 mg 1 3.026 mg  

6.1  
 

3.  
 

 
[25 mg] (5.5 mm x 10 mm) Grünenthal

H9  
 
[50 mg] (6.5 mm x 15 mm) Grünenthal

H1  
 
[100 mg] (6.5 mm x 15 mm) Grünenthal

H2  
 
[150 mg] (6.5 mm x 15 mm) Grünenthal

H3  
 
[200 mg] (7 mm x 17 mm) Grünenthal

H4  
 
[250 mg] (7 mm x 17 mm) Grünenthal

H5  
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4.  

4.1  

 
 

4.2  
 

 
 

1 2 12  
 

 
 

1 50 mg 1 2  
 

 

1

 
 

 

 
 50 mg 1 2 3

25 mg
 

 
1 500 mg  

 
 

4.8

 
 

 
5.2  

4.4 5.2  
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5.2  

25 mg 50 mg 24 1
 50 mg 1

4.4 5.2
 

4.4 5.2  
 

65  

4.2 5.2  
 

 
18

 
 

 

 
 

4.3  
 

 6.1  
 
 

 
 
  

 
 

4.5  
 

 

4.4  
/  

 

 
 

 

4.9  
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4.2 5.2  
 

 

2 4.5
4.2 5.2  

4.2 5.2  
 

/  

 
 

/  
/ nalbuphine

 

Lapp
 

 

4.5  

H1-

 
 

/  
/ nalbuphine

4.4  
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SSRI

 
 

- UGT
UGT1A6 UGT1A9 UGT2B7

meclofenamic acid
5.2  

[ ]
 

 

MAO
14  

4.6   
 

 
 

NOAEL 5.3  

 
 

 

 
 

 

5.3
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4.7  

4.8
4.4

 
 

4.8  
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10% 1% 10%
0.1% 1% 0.01% 0.1% 0.01%
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[
]  

4.9  
 

 
 

 

 

 

2
 

 
 

5.  

5.1  
 

ATC N02AX06 
 

 
 

 
 
 

through QT
QT ECG
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PR QRS T U
 

 
 

4.2  
 

5.2  
  

32% 3 6
 

AUC  
86 mg 172 mg 1 2

1.5
2  

 
 

AUC 8% Cmax 18%
PK

 
 

 
Vz

540 98 L 20%  
 

 
97%

70% 55% -O- 15%

UGT UGT1A6 UGT1A9 UGT2B7 3%
CYP2C9 CYP2C19

-N-  13% CYP2D6 2%
P450

2  
 

 
 

99%
1530 177 mL/min 5 6   

 
 

 
65 78 AUC

19 43 Cmax
16%  

 
 

AUC
Cmax -O-
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AUC
-O- AUC

1.5 2.5 5.5  
 

 

PK AUC 1.7 4.2 Cmax 1.4
2.5 t1/2 1.2 1.4 -O-

 
 

 
2 1

 
/

2

500 mg 1 2 2 500 mg 1 2 2
AUC 17% 57%

 

 
In vitro

P450
 

 
20%

 
 

5.3  
Ames In vitro

DNA in vivo

 

1 4
F1

 

-O-
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6.  

6.1  
[25 mg]  

 
 
 
 

 
 

 
 

 
 

400 
6000 

(E 171) 
(E 172)  

(E 172)  
 
[50 mg]  

 
 
 
 

 
 

 
 

 
 

6000 
 

(E 171) 
 
[100 mg]  

 
 
 
 

 
 

 
  

 
 

 6000 
 

 (E 171) 
 (E 172)  

 
[150 mg]  
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6000 
 

(E 171) 
(E 172)  

(E 172)  
 
 
[200 mg]  

 
 
 
 

 
 

 
  

 
 

6000 
 

(E 171) 
(E 172)  

(E 172)  
 
[250 mg]  

 
 
 
 

 
 

 
  

 
 

6000 
 

(E 171) 
(E 172)  

(E 172)  
 (E 172)  
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6.2  
 

 

6.3  
[25 mg] 
2  
 
[50 mg 100 mg 150 mg 200 mg 250 mg] 
 3  
 

6.4  
 

 

6.5  
[25 mg] 
PVC/PVDC-  

7 10 14 20 24 28 30 40 50 54 56 60 90 100  
 
PVC/PVDC /  

10 x1 14 x1 20 x1 28 x1 30 x1 50 x1 56 x1 60 x1 90 x1
100 x1  
 
 
[50 mg 100 mg 150 mg 200 mg 250 mg] 
PVC/PVDC- / /PET  

7 10 14 20 24 28 30 40 50 54 56 60 90 100  
 
PVC/PVDC / /PET  

10 x1 14 x1 20 x1 28 x1 30 x1 50 x1 56 x1 60 x1 90 x1
100 x1  
 

 
 

6.6  
 

 

7.  
<[ ]> 
 

8.  
<[ ]> 
 

9. /  
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最新の添付文書を参照すること



  1.7  
   
   

   
 2  

 

 25mg 50mg 5mg 10mg  
20mg 40mg 

 

 2010 7 23 2003 4 16

    

 

 
 

 
 

 

 25mg 50mg 100mg 

1
 29.12mg

25mg
 

58.24mg

50mg
 

116.48mg

100mg  

 
   

25mg
25mg

 
50mg

50mg
 

 
5mg 10mg 20mg 40mg

1
 

5.77mg

5mg
 

11.54mg

10mg
 

23.07mg

20mg
 

46.14mg 

40mg
 

 

 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 
 
 
 
 
 
 
 

 

50
400mg 2

 
100 300mg

100mg 400mg  

1 10 80mg 2  
 

 

 

 
1  

1
2 12  

1

25mg 1 2
 

2

1

1 5
400mg/

400mg/
 

3

50% 17

 
 

 
1.  

25mg
 

2.  

 
3.  

25mg 100mg
 

4. 
 

1/8 1/4
 

5.  

 

 
1.  

1 2
12  

(1) 

10 20mg 1
 

(2) 
1 2/3 1

 
(3) 

50
17
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 10mg 30mg 60mg 2.1mg  
4.2mg 8.4mg 12.6mg 16.8mg

   

 

1988 9 20 10mg  
1990 3 28 30mg  
1994 3 15 60mg  

2008 3 19  

   

 

 
H2SO4 5H2O 

 

 MS
10mg 

MS
30mg 

MS
60mg 

1  
10mg 30mg 60mg 

 

   

2-
2-

 
M 2.1mg

2.1mg  
M 4.2mg

4.2mg  
M 8.4mg

8.4mg  
M 12.6mg

12.6mg  
M 16.8mg

16.8mg  

 

 

 

 
 

1.

2.

 
 

 

1
20 120mg 2  

10mg  
 

 

3 72
 

2.1mg
12.5 g/hr 4.2mg 25 g/hr 8.4mg 50
g/hr 12.6mg 75 g/hr

 

 

 

 

  
 

 
1.  

MT
16.8mg 100 g/hr

12.6mg
75 g/hr  

90mg/ 45mg/
30mg/

60mg/ 270mg/
1

1.7mg 0.6mg/
4.2mg 25 g/hr

0.6mg/
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2  

 
3  

50mg/ 100mg/

25 50%
3

 
1 500mg

 
4  

 
5  

 

 

6.  
(1)

 
(2) 

300mg

1/5

 
7.  
75

300mg

 
 

 

2  

 
3.

5mg 10mg
25

50  
4.

 
5.  
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 1

M
3

 
2.1mg 4.2mg 8.4mg 12.6mg

g/hr
12.5 25 50 75 

mg/  
0.3 0.6 1.2 1.8 

 

mg/  
<45 45~134 135~224 225~314

mg/  
<30 30~69 70~112 113~157

mg/  
<15 15~44 45~74 75~104

mg/  
<30 30~89 90~149 150~209

mg/  
<0.3 0.3~0,8 0.9~1.4 1.5~2.0

 

 1

mg  [

(mg/ )] 

0.84
0.3

1.7
0.6

3.4
1.2

5 
1.8

 
 

 
 

M
3

 
2.1mg 4.2mg 8.4mg 12.6mg

g/hr
12.5 25 50 75 

mg/  
0.3 0.6 1.2 1.8 

       

mg/  
<45 45~134 135~224 225~314

mg/  
<270 270~ - - 

* MT 16.8mg 100 g/hr

2.4mg/
 

2.  

24

 
 

  

1 1  12
 

1 2~3  1
 

1 4~6  4~6 1
 

 6
 

 

 
1

1 1/6
1/12
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3.  
1)  

1

1
1/6 1/12

 
2)  

1
2.1mg 12.5 g/hr 4.2mg 25

g/hr 25
50

1 50.4mg 300
g/hr

 
3  

 
4  

4

 
4.  
1) 

 
2) 

50 17
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1.

 
1

 
2

Child Pugh B 1 1
25mg

Child Pugh C
 

3

 
4

 
5

 
6

 
7

 
8  
 
 
 
2  
1

 
2

 
3

 
4

 
5

 
6

 
 

 
1

 
2

 
3

 
4

 
5

14
 

6
O157

 
7)  

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
1

 
(1)

 
(2)

 
(3)

 
(4)

 
(5) 

 
(6) 

 
(7) 

 
(8)

 
(9)  
 
 
 
 
 
 
2.  
(1) 

 
(2) 

 
(3) 

 
(4) 
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2. 

 
3. 
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4. 
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1.
 

(1)
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(5)

 
(6)

 
(7)

 
(8)

 
(9)

 
(10)  
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(18)
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P450 CYP
 

1  
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3.  

CYP2D6
CYP3A4  
(1)  
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3.  
 

4) 

 
5) 

 
6) 

 
7) 

8) 

9) 

24
 

10) 

 
11 CYP3A4

 
12) 
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(2)  
 

  
 

 

 
 

 

 

 

 

SSRI  

 

 

 
 

 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
4.  

296 142 48.0%
53 17.9%

49 16.6% 41 13.9% 37
12.5%  

 
(1)  

1 0.3%

 
2

 
3

 
4

 
5 0.3% 0.3%

 
 

(2)  
 

  

 

 
 

 

 

SSRI  

 

 

 
 

 
 

 
 

 

 

 

 

 
 

 

 
 

 

 
 

 

-

 

 
4.  

267
181 67.8%

30.0% 29.2%
19.5% 18.7%

9.4% 8.6%
6.4%  

762
650 85.3%

50.8% 49.2%
29.5% 19.0%

18.5% 9.3% 6.6%
6.2% 5.6%
 

 
(1)  
1) 

 
2)  

 
3)  

 
4)  

 

 
 
 
 

 
 

  
 

 

 
 

MAO  
 

 
 

 

 

 

 

 
 

 

 

 

 

 

 
  

 
 

 

 

 

Cmax

AUC

 

CYP3A4
 

 
4.  

302
231 76.5
160 53.0 116 38.4
116 38.4 56 18.5

12 4.0 10 3.3
10 3.3  

1189
446 37.51

256 21.53 158
13.29 71 5.97  

63 5.30  

 
 
(1)  
1)

 
2)

1
 

3) 0.1 1

4) 0.1 1
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MAO  
 

 
 

 

 

 

 
  

 

 

 

 

 

 
 

 

 
8mg

 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
4.  

294
130 44.2

1)  
2503

604
24.13

 
 
 1)  
1)

 
2) 0.7

1
 

3) 0.2

4) 0.4 0.3

5)

6) 0.1

7) AST GOT
ALT GPT Al-P

 

 
 

 
 

 

 

 
 

 
 

 

 
 

 

 

 

 

 

SSRI  

SNRI  

 

 
 

CYP3A4
 

 

 
 

 
 

 

AUC

 

CYP3A4

 

CYP3A4
 

 
 

 
 

CYP3A4

 

CYP3A4

 

 
4.  

 

2.1mg 12.5 g/hr
10 86 52

60.5
23.3

19.8 14.0 10.5
 

52 128 121
94.5

61.7
59.4 50.0  

4
58 46 79.3

39.7 31.0 19.0
 

 

177 134 75.7
59.3

52.5 41.8
27.1
169 17 10.1
Al-P 4.5 ALT GPT

3.7 AST GOT 2.5
 

 
MT

2518 443
17.59%

133 5.28%
126 5.00% 107 4.25%

 
 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 14  

 

 
 

2)  
 1%  1%   

    

 
   

  

 

 
 

13.9%

 

 

 
    

  

 

 

    

 

  
 

 
17.9%

16.6%

12.5%
 

 
 

 
  

 

 
   

 
   

 
   

 

  

 
 

(2)  
\ 5% 1  5 

 
1  

   

 
   

 

 
   

 

 

 

 
 

 

 

 

 

  AST(GOT)

ALT(GPT)
 

Al-P
LDH  

 

  

 

 

 

 
  

BUN

 

 

  

 

 

 
 

CK CPK
 

 
 
 

5)

 
6) 0.1 1

 
7) 0.1 1 AST GOT
ALT GPT Al-P

 
 
(2)  

 5%  5%   
   

   

 
  

 

 

 
 

 

 

  

 

 

 
1

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 15  

 

 
 

(2)  
 5%  5%   

  
 

 

   

 
  

 

 

  

 

 

   
 

1
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

1)  
1

 
2 0.47

 
3 0.04%

4

 
5

 
 
2)  

 
 5  5%   

  

 

 

  

 

 

  

 

 

  

 

 

    
    
    

  

ALT
GPT

 

  

 

 
 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 16  

 

 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
5  

 

 
 
6  
1

 
2

 
3

 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
5.  

 
 
 
 
 
 
6.  
(1) 

 
(2) 

0.1
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
5.  

 
 
 
 
 
6.  
(1)

 
(2)

 
(3)

 
(4)

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 17  

 

 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
5.  

 
 
 
 
 
 
6.  
(1)

 
(2)

 
(3)

 
(4)

 
 
 
 

 
 5  0.1~5%   

  
 

 
 

 

 
 

 

 

 

 
 

 

    
    
  

 
 

  

 

 

  ALT GPT
A S T

GOT

Al-
P

 

 

 

 

 

 

 
 

 
 
 
5.  

 
 
 
 
6.  
1) 

[

 
2) 

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 18  

 

 
 

7  

 
 
 
8  

 

 
 

 
1

 
2

 
3

 
 
 
 
 
 
 
 
 
 
 
 
 
 
9  
1  

1

 
2

 
3

 
4

 
5 PTP PTP

PTP

 
2  

 

7.  

 
 
 
8.  

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
9.  

 
(1)

 
(2) PTP PTP

PTP

 

7.  

 
 
 
8.  

(1)
 

(2)

 
(3)

 
 
 
 
 
 
 
 
 
 
 
 
 
9.  

 
(1)

 
(2)PTP PTP

PTP

 
(3)

 
(4)

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 19  

 

 
 

7.  

 
 
8.  

 
(1)

 
(2)

 
(3)

 
 
 
 
 
 
 
 
 
 
 
 
 
 
9.  

 
(1)

 
(2)PTP PTP

PTP

 
(3)

 

7.  

 
 
 
8.  
1)  

 
2)  

 
(1)

 
(2)

 
(3)

 
(4)  
(5)

 
 
 
9.  
1)  
(1)

 
(2)  
(3)

2) 3) 4)
5)

 
(4)

 
(5)

 
2)  
(1)

 
(2)

 
(3)

 
(4)

 
3)  
(1)

 
(2)

 
(3)

 
(4)

 
(5) 30

 
 
 
 
 
 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 20  

 

 
 

  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

 

 

 
 

2013 12 4  2012 4 9  

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



  1.7  
   
   

   
 21  

 

 
 

 4)  
(1)

[

] 
(2)

3
 

(3)

 
5)  

 

 

 
2009 6 7  2013 6 6  

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
42

d9
1d

 \ 
2.

5 
\ 2

01
4-

01
-3

1 
13

:4
0 



 

 
 

1  
 

2  
3   
4  

 
5  14

 
6  O157

 
7   
 

 
 

 
 25mg 50mg 100mg

 
1  29.12mg

25mg  

58.24mg

50mg  

116.48mg

100mg  
 7000K

6000NF
4000

2  
 

  
 

 

  
 

 
 

 
 

  
 

  

 
 

 
 

 
 

 

 
 

 

 

(mm) 17 17 17 
(mm) 7 7 7 
(mm) 5 5 5 
(mg) 412 412 412 

 OMJ 25 OMJ 50 OMJ 100 
100mg  

 
 

 
 

 

 
 

 
50 400mg 2

 
 
 

 
1  

1 2 12
 

1  
25mg 1 2

 
2  

1
1

5 400mg/
400mg/

 
3  

50% 17

 
2  

 
3  

50mg/
100mg/ 25
50% 3

 
1 500mg

 
4  

 
5  

 
 

 
1  

1  
 

2  
Child Pugh B

1 1 25mg
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P450 CYP  
1  

  

 
 

 
14

 
 

2  
  

 
 

 
 

 

 

 

SSRI  

  
 

 

 

1  
 

 
 

4  

296 142
48.0% 53 17.9%
49 16.6% 41 13.9% 37 12.5%

 
1  

1  0.3%

 
2  

 
3  

 
4  

 
5  0.3% 0.3%

 
2  

 1%  1%   
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1
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9  

 
1  

 
2  

 
3  

 
4  

 
5  PTP PTP

PTP

 
 

 
1  

1 2  
25mg 50mg 100mg 200mg

5
4.7 6.1

1 AUC
 

 
1  25mg 200mg  

- n 21 23  
 

1  25mg 200mg  
 ( )  

 25mg 50mg 100mg 200mga) 
n 23 23 22 21 

Cmax (ng/mL) 6.61 (1.67) 16.0 (3.59) 32.4 (7.95) 72.0 (22.3)
AUC  (ng·h/mL) 100 (26.6)c) 218 (44.6) 428 (84.4) 877 (213) 
tmax

b) (h) 5.0 (2.0-12.0) 5.0 (4.0-8.0) 5.0 (2.0-12.0) 5.0 (2.0-6.0)
t1/2 (h) 6.1 (1.7)c) 5.2 (1.0) 5.0 (1.1) 4.7 (0.7) 
a) 100mg 2  
b)  ( - ) 
c) n=18 
 

2 3  
250mg 1 2

3 AUC
Cmax 1.86 1.60

 
3 4  

100mg
AUC Cmax

12.1% 54.5%  
2 5 6 7  

*

Vdz 471 540 L

20% in vitro

 
3 8 9 10 11  

97%
70%

55% 15%
3% In vitro

UDP-
UGT UGT1A6 UGT1A9 UGT2B7

CYP2C9 CYP2C19 CYP2D6
N-

N- 13%
2%

CYP

 
4 8 5  

99%
*

1531mL/min
 

5 12  
65 IR 80mg*

AUC
Cmax 16%  

6 13  
IR

80mg*

Cmax 1.4 2.5 AUC 1.7
4.2 t1/2 1.2 1.4

 
 

2  IR 80mg*  
 

 ( )  
  a) a) 

n 10 10 10 
Cmax (ng/mL) 50.9 (23.3) 66.9 (22.4) 132 (58.6) 
AUC  (ng·h/mL) 257 (77.3) 477 (266) 1171 (516) 
tmax

b) (h) 1.5 (1.0-3.0) 1.5 (0.5-2.0) 1.3 (0.5-6.0) 
t1/2 (h) 4.3 (0.6) 5.1 (0.9) 6.2 (1.5) 
a) Child-Pugh A B  
b)  ( - ) 
 
7 14  

IR
80mg*

3 5% Cmax

AUC
Cmax AUC

t1/2 2.9  
 

3  IR 80mg*  
 

 ( )  
  a) a) a) 

n 9 10 10 10 
 

Cmax (ng/mL) 58.8 (20.4) 65.0 (20.7) 56.5 (14.1) 59.2 (31.8) 
AUC  (ng·h/mL) 301 (53.0) 364 (120) 353 (122) 354 (189) 
tmax

b) (h) 1.0 (1.0-1.5) 1.5 (1.0-4.0) 1.5 (1.0-4.0) 1.0 (1.0-4.0)
t1/2 (h) 4.7 (0.5) 5.4 (2.0) 5.1 (0.7) 8.2 (2.9) 
CL/F (mL/min) 4579 (919) 4025 (1308) 4432 (2243) 4447 (1603)
CLR (mL/min) 105 (32.5) 78.6 (57.0) 60.7 (37.3) 29.3 (21.2) 

 
Cmax (ng/mL) 2428 (624) 3134 (1094) 3180 (875) 3472 (734) 
AUC  (ng·h/mL) 13916 (3123) 21258 (6486) 36191 (11874) 84942 (52258)
tmax

b) (h) 1.5 (1.0-2.0) 1.5 (1.0-2.0) 1.5 (1.0-6.0) 3.5 (1.5-9.0)
t1/2 (h) 4.3 (0.2) 5.1 (1.6) 6.7 (2.0) 14.2 (8.0) 
CLR (mL/min) 78.8 (32.0) 50.0 (26.7) 31.3 (14.2) 12.6 (7.47) 
a) mL/min 50

80 30 50 30  
b)  ( - ) 
 
8  

15  

IR 80mg*

20mg 6 2
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16  

IR 80mg*

40mg 1 1 4
Cmax 11%

AUC  
1  

IR 80mg*

500mg 1 2 2
AUC Cmax

57% 30%  
17  

IR 80mg*

500mg 1 2 2
AUC 17%

Cmax  
17  

IR 80mg*

325mg 1 1 2

 
18  

IR 80mg*

1000mg 6 2

 
9 QT 19 20  

IR 100mg* 150mg*

86mg* 172mg*

QTc Fridericia 10ms

400mg 800mg 1 1
 

*  
 

 
1 21  

340 221
25mg 1 2

5mg 1 2 4

11 NRS Numerical Rating Scale
3

-2.69 -2.57
95% 1

 
 

3 NRS PPS  
  

 126 139 
 -2.69 (2.223) -2.57 (2.027) 

 -0.06 (0.226) 
95%  (-0.506; 0.383) 

PPS  
 

 
2 22  

50
1

8
1

84.0% 11
NRS 1.5 1.11 8 1.5
1.12  

 
FAS  

 50 
 42 (84.0%) 

95%  (70.89; 92.83) 
FAS  

1
3  

3 24 NRS
+1.5  

3 2  
 

 
1 23  

in vitro
 

2 23 24  
1  

 
2  Tail-flick

2

2

 
 

 
Tapentadol Hydrochloride JAN  

3-[(1R,2R)-3-(Dimethylamino)-1-ethyl-2-methylpropyl]phenol 
monohydrochloride 
C14H23NO HCl 
257.80 

 

 
   

    380mg/mL 
  50mg/mL 
  31mg/mL 

  0.76mg/mL 
  204 210  

LogP 2.89 1- /  
 

 
25mg 40 10 4  
50mg 40 10 4  
100mg 40 10 4  

 
 

 
 

1) 
PAI-1010/HP21  

2) PAI-1064  
3) PAI-1036  
4) 

PAI-1052/HP51  
5) HP04  
6) HP08  
7) PK582  
8) HP05  
9) PKN233  
10) PK581K  
11) PH628  
12) 

PAI-1019/HP30  
13) 

PAI-1002/HP16  
14) 

PAI-1006/HP15  
15) 

PAI-1008/HP19  
16) 

PAI-1009/HP20  
17) 

PAI-1011/HP22  
18) 
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PAI-1013/HP23  
19) QT

PAI-1018/HP25  
20) QT  

HP10  
21) III

KAJ-C02  
22) III JPN-C03  
23) Tzschentke, T.M., et al.: J. Pharmacol. Exp. Ther., 323, 265, 2007 
24) Schröder, W., et al.: Eur. J. Pain, 14, 814, 2010 
 
 

 
 

 
  

101-0065  3-5-2 
  0120-23-6299 

FAX  03-4411-5031 
  9:00 17:40  
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1.8  

1.8.1  

1.8.1.1  

(1)  

 

 

(2)  

III KAJ-C02 JPN-C03

ER

National Comprehensive Cancer Network

NCCN 1 Numerical Rating Scale

NRS 4 6 7 10  

KAJ-C02 28

NRS 4 ER

3

ER CR

JPN-C03

NRS 4 ER

ER

 

ER ER

ER KAJ-C02

CR JPN-C03 SR

 

 

 

 

1.8.1.2  

(1)  

1 50 400 mg 2
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(2)  

KAJ-C02 ER 50 mg/

400 mg/

1 50.0 mg 50 400 mg

2.7.4-11  

JPN-C03

ER

500 mg/ 1 150.0 mg 100 500 mg

2.7.4-14  

SR CR

120 mg/ 80 mg/

ER 400 mg/  

 

1.8.2  

1.8.2.1  

 

 

 

 

1.8.2.2  

(1)  

1 2

12  

1

25mg 1 2  

2

1 1

5 400mg/

400mg/  

3

50% 17
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1) ER

 

ER KAJ-C02

CR KAJ-C02 ER 4

1 2  

ER 50 mg/ 4

 

200 mg/ 50 mg/ 200 mg/

100 mg/ CR

80 mg/ 1 5 2 ,3 ,4 ,5

ER 400 mg/  

ER CR 1 64.5

44 231 mg 14.4 9 52 mg 1 50.0 50 300 mg

10.0 10 80 mg 1 100.0 50 300 mg 20.0 10

80 mg 1 5  

2.7.3-38  

ER CR  2.7.3-27  2.7.3-28  

ER CR

1 2 ER

CR  2.7.3-7

3 ER

CR  2.7.3-14  

ER 50 100 mg/ 100 mg/

50 100 mg/ 100 mg/

 2.7.3-39  

 

ER ER 50 mg/

ER 1

ER

1

CR

ER 2.7.4.2.1.2 (4)  

 

ER 25 mg

50 mg/

400 mg/
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2)  

6 ,7  

ER CR 5 1

II

JPN-C01

80.6% 29/36 ER  2.7.3-18

 2.7.3-13  

III JPN-C03

ER 1

ER II

ER CR 5 1

ER ER

200 mg/ 50 mg/ 200 mg/

100 mg/ 500 mg/  

1 84.0%

42/50 ER  2.7.3-16  

 

ER 1

5% 2.7.4.2.1.2 (4)  

 

1

70.0% 35/50 28.0% 14/50 8.0%

4/50  2.7.3-40 ER CR

5 1 ER

 

 

ER ER

CR 5 1

ER
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3)  

®MT ®

50 17

®

 

 

(2)  

 

 

8 II JPN-C01

III KAJ-C02 JPN-C03

 

JPN-C01

JPN-C01 KAJ-C02

IR JPN-C03 IR IR  

 

(3)  

50mg/ 100mg/ 25 50%

3  

1 500mg

 

 

KAJ-C02 JPN-C03 ER

200 mg/ 50 mg/ 200 mg/ 100 mg/

KAJ-C02 400 mg/ JPN-C03 500 mg/

% 50 mg/ 100 mg/ 100% 25% 50%

 1.8-1  

JPN-C01 KAJ-C02 JPN-C03 500 mg/
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 1.8-1 KAJ-C02 JPN-C03  

1  1  %  

50 mg/  100 mg/  100% 

100 mg/  150 mg/  50% 

150 mg/  200 mg/  33% 

200 mg/  300 mg/  50% 

300 mg/  400 mg/  33% 

400 mg/  500 mg/ * 25% 

*: KAJ-C02 400 mg/  

 

(4)  

 

 

JPN-C01 KAJ-

C02 JPN-C03

 

 

(5)  

 

JPN-C01 KAJ-C02 JPN-C03

9
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RECOMMENDED International Nonproprietary Names
 (Rec. INN): List 49

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wld Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.
Lists of Proposed (1–85) and Recommended (1–45) International Nonproprietary Names can be found in Cumulative
List  No. 10, 2002 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDÉES
 (DCI Rec): Liste 49

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure à suivre en vue du choix de Dénominations
communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60,
3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)]  les dénominations ci-dessous sont choisises par l’Organisation
mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion d’une dénomination
dans les listes de DCI recommandées n’implique aucune recommandation en vue de l’utilisation de la substance
correspondante en médecine ou en pharmacie.
On trouvera d’autres listes de Dénominations communes internationales proposées (1–85) et recommandées (1–45)
dans la Liste récapitulative No. 10, 2002 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
 (DCI Rec.): Lista 49

De conformidad con lo que dispone el párrafo 7 del Procedimiento de Selección de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolución
EB15.R7); 1969, 173, 10 (Resolución EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuación se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusión de una denominación en las listas de las Denominaciones Comunes Recomendadas no supone recomendación
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.
Las listas de Denominaciones Comunes Internacionales Propuestas (1–85) y Recomendadas (1–45) se encuentran
reunidas en Cumulative List No. 10, 2002 (disponible sólo en CD-ROM).

International Nonproprietary Names for
Pharmaceutical Substances (INN)
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Latin, English, French, Spanish:
Recommended INN Chemical name or description; Molecular formula; Graphic formula

DCI Recommandée Nom chimique ou description; Formule brute; Formule développée

DCI Recomendada Nombre químico o descripción; Fórmula empírica; Fórmula desarrollada

albaconazolum
albaconazole 7-chloro-3-[(1R,2R)-2-(2,4-difluorophenyl)-2-hydroxy-1-methyl-

3-(1H-1,2,4-triazol-1-yl)propyl]quinazolin-4(3H)-one

albaconazole 7-chloro-3-[(1R,2R)-2-(2,4-difluorophényl)-2-hydroxy-1-méthyl-
3-(1H-1,2,4-triazol-1-yl)propyl]quinazolin-4(3H)-one

albaconazol 7-cloro-3-[(1R,2R)-2-(2,4-difluorofenil)-2-hidroxi-1-metil-
3-(1H-1,2,4-triazol-1-il)propil]quinazolin-4(3H)-ona

C20H16ClF2N5O2

alvimopanum
alvimopan [[(2S)-2-[[(3R,4R)-4-(3-hydroxyphenyl)-3,4-dimethylpiperidin-1-yl]methyl]-

3-phenylpropanoyl]amino]acetic acid

alvimopan acide [[(2S)-2-[[(3R,4R)-4-(3-hydroxyphényl)-3,4-diméthylpipéridin-
1-yl]méthyl]-3-phénylpropanoyl]amino]acétique

alvimopán ácido [[(2S)-3-fenil-2-[[(3R,4R)-4-(3-hidroxifenil)-3,4-dimetilpiperidin-
1-il]metil]propanoil]amino]acético

C25H32N2O4

N
N

N

HO
F

F

H CH3

N

NCl

O

N

H3C
H CH3

N
H

CO2H
H

HO

O
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apaziquonum
apaziquone 5-(aziridin-1-yl)-3-(hydroxymethyl)-2-[(1E)-3-hydroxyprop-1-enyl]-

1-methyl-1H-indole-4,7-dione

apaziquone 5-(aziridin-1-yl)-3-(hydroxyméthyl)-2-[(1E)-3-hydroxyprop-1-ényl]-
1-méthyl-1H-indole-4,7-dione

apazicuona 5-(aziridin-1-il)-3-(hidroximetil)-2-[(1E)-3-hidroxiprop-1-enil]-1-metil-
1H-indol-4,7-diona

C15H16N2O4

apolizumabum
apolizumab immunoglobulin G1, anti-(human histocompatibility antigen HLA-DR) (human-

mouse monoclonal Hu1D10 γ1-chain), disulfide with human-mouse
monoclonal Hu1D10 light chain, dimer

apolizumab immunoglobuline G1, anti-(antigène d’histocompatibilité HLA-DR humain)
(chaîne γ1 de l’anticorps monoclonal de souris Hu1D10 humanisé), dimère
du disulfure avec la chaîne légère de l’anticorps monoclonal de souris
Hu1D10 humanisé

apolizumab inmunoglobulina G1, anti-(antígeno de histocompatibilidad HLA-DR humano)
(cadena γ1 del anticuerpo monoclonal humanizado de ratón Hu1D10),
dímero del disulfuro con la cadena ligera del anticuerpo monoclonal
humanizado de ratón Hu1D10

asenapinum
asenapine (3aRS,12bRS)-5-chloro-2-methyl-2,3,3a,12b-tetrahydro-

1H-dibenzo[2,3:6,7]oxepino[4,5-c]pyrrole

asénapine (3aRS,12bRS)-5-chloro-2-méthyl-2,3,3a,12b-tétrahydro-
1H-dibenzo[2,3:6,7]oxépino[4,5-c]pyrrole

asenapina (3aRS,12bRS)-5-cloro-2-metil-2,3,3a,12b-tetrahidro-
1H-dibenzo[2,3:6,7]oxepino[4,5-c]pirrol

N

O

O

N

OH

OHCH3
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C17H16ClNO

O

N
CH3

Cl

H

H

and enantiomer
et énantiomère
y enantiómero

axomadolum
axomadol (1RS,3RS,6RS)-6-[(dimethylamino)methyl]-

1-(3-methoxyphenyl)cyclohexane-1,3-diol

axomadol (1RS,3RS,6RS)-6-[(diméthylamino)méthyl]-
1-(3-méthoxyphényl)cyclohexane-1,3-diol

axomadol (1RS,3RS,6RS)-6-[(dimetilamino)metil]-
1-(3-metoxifenil)ciclohexano-1,3-diol

C26H25NO3

and enantiomer
et énantiomère
y enantiómero

HO
H

OH
H

OCH3

N

CH3

CH3

bifeprunoxum
bifeprunox 7-[4-(biphenyl-3-ylmethyl)piperazin-1-yl]benzoxazol-2(3H)-one

biféprunox 7-[4-(biphényl-3-ylméthyl)pipérazin-1-yl]benzoxazol-2(3H)-one

bifeprunox 7-[4-(bifenil-3-ilmetil)piperazin-1-il]benzoxazol-2(3H)-ona

C24H23N3O2

HN
O

N

N
O
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canertinibum
canertinib N-[4-[(3-chloro-4-fluorophenyl)amino]-7-[3-(morpholin-

4-yl)propoxy]quinazolin-6-yl]prop-2-enamide

canertinib N-[4-[(3-chloro-4-fluorophényl)amino]-7-[3-(morpholin-
4-yl)propoxy]quinazolin-6-yl]prop-2-énamide

canertinib N-[4-[(3-cloro-4-fluorofenil)amino]-7-[3-(morfolin-4-il)propoxi]quinazolin-
6-il]prop-2-enamida

C24H25ClFN5O3

N

NO

HN

HN Cl

CH2

O

N

O

F

cefovecinum
cefovecin (6R,7R)-7-[[(2Z)-(2-aminothiazol-4-yl)(methoxyimino)acetyl]amino]-8-oxo-

3-[(2S)-tetrahydrofuran-2-yl)-5-thia-1-azabicyclo[4.2.0]oct-2-ene-
2-carboxylic acid

céfovécine acide (6R,7R)-7-[[(2Z)-(2-aminothiazol-4-yl)(méthoxyimino)acétyl]amino]-
8-oxo-3-[(2S)-tétrahydrofuran-2-yl)-5-thia-1-azabicyclo[4.2.0]oct-2-ène-
2-carboxylique

cefovecina ácido (6R,7R)-7-[[(2Z)-(2-aminotiazol-4-il)(metoxiimino)acetil]amino]-8-oxo-
3-[(2S)-tetrahidrofuran-2-il)-5-tia-1-azabiciclo[4.2.0]oct-2-eno-2-carboxílico

C17H19N5O6S2

N

S

CO2H
O

H
N

O

N
O

N

S

H2N H H

CH3

O
H
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cethromycinum
cethromycin (3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-4-ethyl-3a,7,9,11,13,15-

hexamethyl-11-[[3-(quinolin-3-yl)prop-2-enyl]oxy]-10-[[3,4,6-trideoxy-
3-(dimethylamino)-β-D-xylo-hexopyranosyl]oxy]octahydro-
2H-oxacyclotetradecino[4,3-d]oxazole-2,6,8,14(1H,7H,9H)-tetrone

céthromycine (3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-4-éthyl-3a,7,9,11,13,15-
hexaméthyl-11-[[3-(quinoléin-3-yl)prop-2-ényl]oxy]-10-[[3,4,6-tridésoxy-
3-(diméthylamino)-β-D-xylo-hexopyranosyl]oxy]octahydro-
2H-oxacyclotétradécino[4,3-d]oxazole-2,6,8,14(1H,7H,9H)-tétrone

cetromicina (3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-4-etil-3a,7,9,11,13,15-hexametil-
11-[[3-(quinolein-3-il)prop-2-enil]oxi]-10-[[3,4,6-tridesoxi-3-(dimetilamino)-
β-D-xilo-hexopiranosil]oxi]octahidro-2H-oxaciclotetradecino[4,3-d]oxazol-
2,6,8,14(1H,7H,9H)-tetrona

C42H59N3O10

O

H
CH3

O
CH3

H CH3

O

O

O

N

CH3

OH

HN

H3C CH3

O

H
CH3

H

H
H3C

O

H3C

CH3

H
OO

H

N

dabigatranum etexilatum
dabigatran etexilate ethyl 3-[[[2-[[[4-[[[(hexyloxy)carbonyl]amino]iminomethyl]phenyl]amino]=

methyl]-1-methyl-1H-benzimidazol-5-yl]carbonyl](pyridin-
2-yl)amino]propanoate

dabigatran étexilate 3-[[[2-[[[4-[[[(hexyloxy)carbonyl]amino]iminométhyl]phényl]amino]méthyl]-
1-méthyl-1H-benzimidazol-5-yl]carbonyl](pyridin-2-yl)amino]propanoate
d’éthyle

dabigatrán etexilato 3-[[[2-[[[4-[[[(hexiloxi)carbonil]amino]iminometil]fenil]amino]metil]-1-metil-
1H-bencimidazol-5-il]carbonil](piridin-2-il)amino]propanoato de etilo

C34H41N7O5

NN

N

NH

H3C

O

N

H2N

N O

O CH3

O
O CH3
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ecromeximabum
ecromeximab immunoglobulin G1, anti-(GD3 ganglioside) (human-mouse monoclonal

KM871 γ1-chain), disulfide with human-mouse monoclonal KM871 κ−chain,
dimer

écromeximab immunoglobuline G1, anti-(ganglioside GD3) (chaîne γ1 de l’anticorps
monoclonal chimérique homme-souris KM871), dimère du disulfure avec la
chaîne κ de l’anticorps monoclonal chimérique homme-souris KM871

ecromeximab inmunoglobulina G1, anti-(gangliósido GD3) (cadena γ1 del anticuerpo
monoclonal quimérico hombre-atón KM871), dímero del disulfuro con la
cadena κ del anticuerpo monoclonal quimérico hombre-ratón KM871

eculizumabum
eculizumab immunoglobulin, anti-(human complement C5 α-chain) (human-mouse

monoclonal 5G1.1 heavy chain), disulfide with human-mouse monoclonal
5G1.1 light chain, dimer

éculizumab immunoglobuline, anti-(chaîne α du complément C5 humain) (chaîne lourde
de l’anticorps monoclonal de souris 5G1.1 humanisé), dimère du disulfure
avec la chaîne légère de l’anticorps monoclonal de souris 5G1.1 humanisé

eculizumab inmunoglobulina, anti-(cadena α del complemento C5 humano) (cadena
pesada del anticuerpo monoclonal humanizado de ratón 5G1.1), dímero del
disulfuro con la cadena ligera del anticuerpo monoclonal humanizado de
ratón 5G1.1

elzasonanum
elzasonan (2Z)-4-(3,4-dichlorophenyl)-2-[2-(4-methylpiperazin-

1-yl)benzylidene]thiomorpholin-3-one

elzasonan (2Z)-4-(3,4-dichlorophényl)-2-[2-(4-méthylpipérazin-
1-yl)benzylidène]thiomorpholin-3-one

elzasonán (2Z)-4-(3,4-diclorofenil)-2-[2-(4-metilpiperazin-1-il)bencilideno]tiomorfolin-
3-ona

C22H23Cl2N3OS

S

N

N

N

CH3

O

Cl

Cl
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enecadinum
enecadin 4-(4-fluorophenyl)-2-methyl-6-[[5-(piperidin-1-yl)pentyl]oxy]pyrimidine

énécadine 4-(4-fluorophényl)-2-méthyl-6-[[5-(pipéridin-1-yl)pentyl]oxy]pyrimidine

enecadina 4-(4-fluorofenil)-2-metil-6-[[5-(piperidin-1-il)pentil]oxi]pirimidina

C21H28FN3O

N N

CH3

ON

F

ertiprotafibum
ertiprotafib (2R)-2-[4-(9-bromo-2,3-dimethylnaphtho[2,3-b]thiophen-4-yl)-

2,6-dimethylphenoxy]-3-phenylpropanoic acid

ertiprotafib acide (2R)-2-[4-(9-bromo-2,3-diméthylnaphto[2,3-b]thiophén-4-yl)-
2,6-diméthylphénoxy]-3-phénylpropanoïque

ertiprotafib ácido (2R)-2-[4-(9-bromo-2,3-dimetilnafto[2,3-b]tiofen-4-il)-
2,6-dimetilfenoxi]-3-fenilpropanoico

C31H27BrO3S

S

H3C CH3

CH3

O CO2H

H
CH3

Br

eszopiclonum
eszopiclone (5S)-6-(5-chloropyridin-2-yl)-7-oxo-6,7-dihydro-5H-pyrrolo[3,4-b]pyrazin-

5-yl-4-methylpiperazine-1-carboxylate

eszopiclone 4-méthylpipérazine-1-carboxylate de (5S)-6-(5-chloropyridin-2-yl)-7-oxo-
6,7-dihydro-5H-pyrrolo[3,4-b]pyrazin-5-yle

eszopiclona 4-metilpiperazina-1-carboxilato de (5S)-6-(5-cloropiridin-2-il)-7-oxo-
6,7-dihidro-5H-pirrolo[3,4-b]pirazin-5-ilo

C17H17ClN6O3

NNN

N

O
H

N

N

O

H3C

O

Cl
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fandosentanum
fandosentan 4-(7-ethyl-1,3-benzodioxol-5-yl)-2-[2-(trifluoromethyl)phenyl]-

2H-1,2-benzothiazine-3-carboxylic acid 1,1-dioxide

fandosentan 1,1-dioxyde de l’acide 4-(7-éthyl-1,3-benzodioxol-5-yl)-
2-[2-(trifluorométhyl)phényl]-2H-1,2-benzothiazine-3-carboxylique

fandosentán 1,1-dióxido del ácido 4-(7-etil-1,3-benzodioxol-5-il)-2-[2-(trifluorometil)fenil]-
2H-1,2-benzotiazina-3-carboxílico

C25H18F3NO6S

N

S

CO2H

F3C O
O

O

O

CH3

fontolizumabum
fontolizumab immunoglobulin G1, anti-(human interferon γ) (human-mouse monoclonal

HuZAF γ1-chain), disulfide with human-mouse monoclonal HuZAF light
chain, dimer

fontolizumab immunoglobuline G1, anti-(interféron γ humain) (chaîne γ1 de l’anticorps
monoclonal de souris HuZAF humanisé), dimère du disulfure avec la
chaîne légère de l’anticorps monoclonal de souris HuZAF humanisé

fontolizumab inmunoglobulina G1, anti-(interferón γ humano) (cadena γ1 del anticuerpo
monoclonal humanizado de ratón HuZAF), dímero del disulfuro con la
cadena ligera del anticuerpo monoclonal humanizado de ratón HuZAF

garenoxacinum
garenoxacin 1-cyclopropyl-8-(difluoromethoxy)-7-[(1R)-1-methyl-2,3-dihydro-

1H-isoindol-5-yl]-4-oxo-1,4-dihydroquinoline-3-carboxylic acid

garénoxacine acide 1-cyclopropyl-8-(difluorométhoxy)-7-[(1R)-1-méthyl-2,3-dihydro-
1H-isoindol-5-yl]-4-oxo-1,4-dihydroquinoléine-3-carboxylique

garenoxacina ácido 1-ciclopropil-8-(difluorometoxi)-7-[(1R)-1-metil-2,3-dihidro-
1H-isoindol-5-il]-4-oxo-1,4-dihidroquinolina-3-carboxílico

C23H20F2N2O4

N

CO2H

O

O
F2HC

HN
H

H3C
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inecalcitolum
inecalcitol (7E)-19-nor-9,10-seco-14β-cholesta-5,7-dien-23-yne-1α,3β,25-triol

inécalcitol (7E)-19-nor-9,10-séco-14β-cholesta-5,7-dién-23-yne-1α,3β,25-triol

inecalcitol (7E)-19-nor-9,10-seco-14β-colesta-5,7-dien-23-ino-1α,3β,25-triol

C26H40O3

H3C

CH3

H

H

H

HO
H H

OH

H3C
CH3

OH

iroxanadinum
iroxanadine (-)-5-(piperidin-1-ylmethyl)-3-(pyridin-3-yl)-5,6-dihydro-2H-1,2,4-oxadiazine

iroxanadine (-)-5-(pipéridin-1-ylméthyl)-3-(pyridin-3-yl)-5,6-dihydro-2H-1,2,4-oxadiazine

iroxanadina (-)-5-(piperidin-1-ilmetil)-3-(piridin-3-il)-5,6-dihidro-2H-1,2,4-oxadiazina

C14H20N4O

N

NH
O

N

N

H

or enantiomer
ou énantiomère
o enantiómero

lidorestatum
lidorestat [3-[(4,5,7-trifluorobenzothiazol-2-yl)methyl]-1H-indol-1-yl]acetic acid

lidorestat acide [3-[(4,5,7-trifluorobenzothiazol-2-yl)méthyl]-1H-indol-1-yl]acétique

lidorestat ácido [3-[(4,5,7-trifluorobenzotiazol-2-il)metil]-1H-indol-1-il]acético

C18H11F3N2O2S

N

CO2H

S

N
F

F

F
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liraglutidum
liraglutide N26-(hexadecanoyl-γ-glutamyle)-[34-arginine]GLP-1-(7-37)-peptide

liraglutide N26-(hexadécanoyl-γ-glutamyle)-[34-arginine]GLP-1-(7-37)-peptide

liraglutida N26-(hexadecanoil-γ-glutamilo)-[34-arginina]GLP-1-(7-37)-péptido

C172H265N43O51

H His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser

Leu Glu Gly Gln Ala Ala Lys Glu Phe

Ile Ala Trp Leu Val Arg Gly Arg Gly OH

Ser Tyr

Glu OH

O

H3C

7 10

20

30 37

lubiprostonum
lubiprostone (-)-7-[(2R,4aR,5R,7aR)-2-(1,1-difluoropentyl)-2-hydroxy-

6-oxooctahydrocyclopenta[b]pyran-5-yl]heptanoic acid

lubiprostone (-)-acide 7-[(2R,4aR,5R,7aR)-2-(1,1-difluoropentyl)-2-hydroxy-
6-oxooctahydrocyclopenta[b]pyran-5-yl]heptanoïque

lubiprostona (-)-ácido 7-[(2R,4aR,5R,7aR)-2-(1,1-difluoropentil)-2-hidroxi-
6-oxooctahidrociclopenta[b]piran-5-il]heptanoico

C20H32F2O5

CO2H

O

CH3

O

F F

H
H

HO

H

lumiracoxibum
lumiracoxib [2-[(2-chloro-6-fluorophenyl)amino]-5-methylphenyl]acetic acid

lumiracoxib acide [2-[(2-chloro-6-fluorophényl)amino]-5-méthylphényl]acétique

lumiracoxib ácido [2-[(2-cloro-6-fluorofenil)amino]-5-metilfenil]acético
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C15H13ClFNO2

CO2H

NH

ClF

H3C

merimepodibum
merimepodib (3S)-tetrahydrofuran-3-yl [3-[[[3-methoxy-4-(oxazol-

5-yl)phenyl]carbamoyl]amino]benzyl]carbamate

mérimépodib [3-[[[3-méthoxy-4-(oxazol-5-yl)phényl]carbamoyl]amino]benzyl]carbamate
de (3S)-tétrahydrofuran-3-yle

merimepodib [3-[[[3-metoxi-4-(oxazol-5-il)fenil]carbamoil]amino]bencil]carbamato de
(3S)-tetrahidrofuran-3-ilo

C23H24N4O6

O
O

H

H
N

N
H

N
H

H3CO

O

N

O

O

mozavaptanum
mozavaptan N-[4-[[(5RS)-5-(dimethylamino)-2,3,4,5-tetrahydro-1H-1-benzazepin-

1-yl]carbonyl]phenyl]-2-methylbenzamide

mozavaptan N-[4-[[(5RS)-5-(diméthylamino)-2,3,4,5-tétrahydro-1H-1-benzazépin-
1-yl]carbonyl]phényl]-2-méthylbenzamide

mozavaptán N-[4-[[(5RS)-5-(dimetilamino)-2,3,4,5-tetrahidro-1H-1-benzazepin-
1-il]carbonil]fenil]-2-metilbenzamida

C27H29N3O2

N

N
H

O

CH3

O

N
H

and enantiomer
et énantiomère
y enantiómeroCH3

CH3
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nalfurafinum
nalfurafine (E)-N-[17-(cyclopropylmethyl)-4,5α-epoxy-3,14-dihydroxymorphinan-6β-yl]-

3-(furan-3-yl)-N-methylprop-2-enamide

nalfurafine (E)-N-[17-(cyclopropylméthyl)-4,5α-époxy-3,14-dihydroxymorphinan-6β-yl]-
3-(furan-3-yl)-N-méthylprop-2-énamide

nalfurafina (E)-N-[17-(ciclopropilmetil)-4,5α-epoxi-3,14-dihidroximorfinan-6β-il]-
3-(furan-3-il)-N-metilprop-2-enamida

C28H32N2O5

N

O HHO

HO

H

N

CH3

O

O
H

naminidilum
naminidil N-cyano-N’-(4-cyanophenyl)-N’’-[(1R)-1,2,2-trimethylpropyl]guanidine

naminidil N-cyano-N’-(4-cyanophényl)-N’’-[(1R)-1,2,2-triméthylpropyl]guanidine

naminidil N-ciano-N’-(4-cianofenil)-N’’-[(1R)-1,2,2-trimetilpropil]guanidina

C15H19N5

N
H

N
H

N

CN

CH3

NC
CH3H

H3C CH3

nemifitidum
nemifitide 4-fluoro-L-phenylalanyl-trans-4-hydroxy-L-prolyl-L-arginylglycyl-

L-tryptophanamide

némifitide (4-fluoro-L-phénylalanyl)-(trans-4-hydroxy-L-prolyl)-L-arginyl-glycyl-
L-tryptophanamide

nemifitida (4-fluoro-L-fenilalanil)-(trans-4-hidroxi-L-prolil)-L-arginilglicil-L-triptofanamida
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C33H43FN10O6

N N
H

O
H
N

N
H

H2N

O

H

H
NH2

H

O

O

O

F

H OH

H

NHNH

NH2

HN

nortopixantronum
nortopixantrone 2-[2-[(2-hydroxyethyl)amino]ethyl]-

5-[[2-(methylamino)ethyl]amino]indazolo[4,3-gh]isoquinolin-6(2H)-one

nortopixantrone 2-[2-[(2-hydroxyéthyl)amino]éthyl]-
5-[[2-(méthylamino)éthyl]amino]indazolo[4,3-gh]isoquinoléin-6(2H)-one

nortopixantrona 2-[2-[(2-hidroxietil)amino]etil]-
5-[[2-(metilamino)etil]amino]indazolo[4,3-gh]isoquinolin-6(2H)-ona

C20H24N6O2

N

NN

H
N

OH

HN
N
H

CH3O
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oblimersenum
oblimersen P-thiothymidylyl-(3'→5')-2'-deoxy-P-thiocytidylyl-(3'→5')-P-thiothymidylyl-

(3'→5')-2'-deoxy-P-thiocytidylyl-(3'→5')-2'-deoxy-P-thiocytidylyl-(3'→5')-
2'-deoxy-P-thiocytidylyl-(3'→5')-2'-deoxy-P-thioadenylyl-(3'→5')-2'-deoxy-
P-thioguanylyl-(3'→5')-2'-deoxy-P-thiocytidylyl-(3'→5')-2'-deoxy-
P-thioguanylyl-(3'→5')-P-thiothymidylyl-(3'→5')-2'-deoxy-P-thioguanylyl-
(3'→5')-2'-deoxy-P-thiocytidylyl-(3'→5')-2'-deoxy-P-thioguanylyl-(3'→5')-
2'-deoxy-P-thiocytidylyl-(3'→5')-2'-deoxy-P-thiocytidylyl-(3'→5')-2'-deoxy-
P-thioadenylyl-(3'→5')-thymidine

oblimersen P-thiothymidylyl-(3'→5')-2'-désoxy-P-thiocytidylyl-(3'→5')-P-thiothymidylyl-
(3'→5')-2'-désoxy-P-thiocytidylyl-(3'→5')-2'-désoxy-P-thiocytidylyl-(3'→5')-
2'-désoxy-P-thiocytidylyl-(3'→5')-2'-désoxy-P-thioadénylyl-(3'→5')-
2'-désoxy-P-thioguanylyl-(3'→5')-2'-désoxy-P-thiocytidylyl-(3'→5')-
2'-désoxy-P-thioguanylyl-(3'→5')-P-thiothymidylyl-(3'→5')-2'-désoxy-
P-thioguanylyl-(3'→5')-2'-désoxy-P-thiocytidylyl-(3'→5')-2'-désoxy-
P-thioguanylyl-(3'→5')-2'-désoxy-P-thiocytidylyl-(3'→5')-2'-désoxy-
P-thiocytidylyl-(3'→5')-2'-désoxy-P-thioadénylyl-(3'→5')-thymidine

oblimerseno P-tiotimidilil-(3'→5')-2'-desoxi-P-tiocitidilil-(3'→5')-P-tiotimidilil-(3'→5')-
2'-desoxi-P-tiocitidilil-(3'→5')-2'-desoxi-P-tiocitidilil-(3'→5')-2'-desoxi-
P-tiocitidilil-(3'→5')-2'-desoxi-P-tioadenilil-(3'→5')-2'-desoxi-P-tioguanilil-
(3'→5')-2'-desoxi-P-tiocitidilil-(3'→5')-2'-desoxi-P-tioguanilil-(3'→5')-
P-tiotimidilil-(3'→5')-2'-desoxi-P-tioguanilil-(3'→5')-2'-desoxi-P-tiocitidilil-
(3'→5')-2'-desoxi-P-tioguanilil-(3'→5')-2'-desoxi-P-tiocitidilil-(3'→5')-
2'-desoxi-P-tiocitidilil-(3'→5')-2'-desoxi-P-tioadenilil-(3'→5')-timidina

C172H221N62O91P17S17

ortataxelum
ortataxel (3aS,4R,5E,7R,8aS,9S,10aR,12aS,12bR,13S,13aS)-7,12a-bis(acetyloxy)-

13-(benzoyloxy)-9-hydroxy-5,8a,14,14-tetramethyl-2,8-dioxo-
3a,4,7,8,8a,9,10,10a,12,12a,12b,13-dodecahydro-6,13a-methano-
13aH-oxeto[2'’,3'’:5',6']benzo[1',2':4,5]cyclodeca[1,2-d]-1,3-dioxol-4-yl
(2R,3S)-3-[[(1,1-dimethylethoxy)carbonyl]amino]-2-hydroxy-
5-methylhexanoate

ortataxel (2R,3S)-3-[[(1,1-diméthyléthoxy)carbonyl]amino]-2-hydroxy-
5-méthylhexanoate de (3aS,4R,5E,7R,8aS,9S,10aR,12aS,12bR,13S,13aS)-
7,12a-bis(acétyloxy)-13-(benzoyloxy)-9-hydroxy-5,8a,14,14-tétraméthyl-
2,8-dioxo-3a,4,7,8,8a,9,10,10a,12,12a,12b,13-dodécahydro-
6,13a-méthano-13aH-oxéto[2'’,3'’:5',6']benzo[1',2':4,5]cyclodéca[1,2-d]-
1,3-dioxol-4-yle

ortataxel (2R,3S)-3-[[(1,1-dimetiletoxi)carbonil]amino]-2-hidroxi-5-metilhexanoato de
(3aS,4R,5E,7R,8aS,9S,10aR,12aS,12bR,13S,13aS)-7,12a-bis(acetiloxi)-
13-(benzoiloxi)-9-hidroxi-5,8a,14,14-tetrametil-2,8-dioxo-
3a,4,7,8,8a,9,10,10a,12,12a,12b,13-dodecahidro-6,13a-metano-
13aH-oxeto[2'’,3'’:5',6']benzo[1',2':4,5]ciclodeca[1,2-d]-1,3-dioxol-4-ilo
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C44H57NO17
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osemozotanum
osemozotan 3-(1,3-benzodioxol-5-yloxy)-N-[[(2S)-2,3-dihydro-1,4-benzodioxin-

2-yl]methyl]propan-1-amine

osémozotan 3-(1,3-benzodioxol-5-yloxy)-N-[[(2S)-2,3-dihydro-1,4-benzodioxin-
2-yl]méthyl]propan-1-amine

osemozotán 3-(1,3-benzodioxol-5-iloxi)-N-[[(2S)-2,3-dihidro-1,4-benzodioxin-
2-il]metil]propan-1-amina

C19H21NO5

O

OHH
NOO

O

pascolizumabum
pascolizumab immunoglobulin G1, anti-(human interleukin 4) (human-mouse monoclonal

SB-240683 γ1-chain), disulfide with human-mouse monoclonal SB-240683
κ−chain, dimer

pascolizumab immunoglobuline G1, anti-(interleukine 4 humaine) (chaîne γ1 de l’anticorps
monoclonal de souris SB-240683 humanisé), dimère du disulfure avec la
chaîne κ de l’anticorps monoclonal de souris SB-240683 humanisé

pascolizumab inmunoglobulina G1, anti-(interleukina 4 humana) (cadena γ1 del  anticuerpo
monoclonal humanizado de ratón SB-240683), dímero del disulfuro con la
cadena κ del anticuerpo monoclonal humanizado de ratón SB-240683
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pegaptanibum
pegaptanib 5'-ester of (2'-deoxy-2'-fluoro)C-Gm-Gm-A-A-(2'-deoxy-2'-fluoro)U-

(2'-deoxy-2'-fluoro)C-Am-Gm-(2'-deoxy-2'-fluoro)U-Gm-Am-Am-(2'-deoxy-
2'-fluoro)U-Gm-(2'-deoxy-2'-fluoro)C-(2'-deoxy-2'-fluoro)U-(2'-deoxy-
2'-fluoro)U-Am-(2'-deoxy-2'-fluoro)U-Am-(2'-deoxy-2'-fluoro)C-Am-
(2'-deoxy-2'-fluoro)U-(2'-deoxy-2'-fluoro)C-(2'-deoxy-2'-fluoro)C-Gm-
(3'→3')-dT with α,α’-[[(1S)-1-[[5-(phosphonooxy)pentyl]carbamoyl]pentane-
1,5-diyl]bis(iminocarbonyl)]bis[ω-methoxypoly(oxyethane-1,2-diyl)]

pégaptanib (2'-désoxy-2'-fluoro)C-Gm-Gm-A-A-(2'-désoxy-2'-fluoro)U-(2'-désoxy-
2'-fluoro)C-Am-Gm-(2'-désoxy-2'-fluoro)U-Gm-Am-Am-(2'-désoxy-
2'-fluoro)U-Gm-(2'-désoxy-2'-fluoro)C-(2'-désoxy-2'-fluoro)U-(2'-désoxy-
2'-fluoro)U-Am-(2'-désoxy-2'-fluoro)U-Am-(2'-désoxy-2'-fluoro)C-Am-
(2'-désoxy-2'-fluoro)U-(2'-désoxy-2'-fluoro)C-(2'-désoxy-2'-fluoro)C-Gm-
(3'→3')-dT 5'-estérifié par α,α’-[[(1S)-1-[[5-phosphonooxy)pentyl]=
carbamoyl]pentane-1,5-diyl]bis(iminocarbonyl)]bis[ω-méthoxypoly=
(oxyéthane-1,2-diyl)]

pegaptanib (2'-desoxi-2'-fluoro)C-Gm-Gm-A-A-(2'-desoxi-2'-fluoro)U-(2'-desoxi-
2'-fluoro)C-Am-Gm-(2'-desoxi-2'-fluoro)U-Gm-Am-Am-(2'-desoxi-
2'-fluoro)U-Gm-(2'-desoxi-2'-fluoro)C-(2'-desoxi-2'-fluoro)U-(2'-desoxi-
2'-fluoro)U-Am-(2'-desoxi-2'-fluoro)U-Am-(2'-desoxi-2'-fluoro)C-Am-
(2'-desoxi-2'-fluoro)U-(2'-desoxi-2'-fluoro)C-(2'-desoxi-2'-fluoro)C-Gm-
(3'→3')-dT 5'-esterificado con α,α’-[[(1S)-1-[[5-(fosfonooxi)pentil]=
carbamoil]pentano-1,5-diil]bis(iminocarbonil)]bis[ω-metoxipoli(oxietano-
1,2-diilo)]

C294H370F13N107O188P28[C2H4O]n
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x + y = n

pegsunerceptum
pegsunercept pegylated L-methionyl-1-105-human tumor necrosis factor receptor p55

pegsunercept L-méthionyl-1-105-récepteur p55 du facteur de nécrose tumorale humain,
pegylé

pegsunercept L-metionil-1-105-receptor p55 del factor de necrosis tumoral humano,
pegilado
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C502H758N154O165S16 (protein portion)

DSVCPQGKY

CRECESGSFT

RDTVCGCRKN

perflubrodecum
perflubrodec 1-bromohenicosafluorodecane

perflubrodec 1-bromohénicosafluorodécane

perflubrodec 1-bromohenicosafluorodecano

C10BrF21

Br

F F

FF

F F

FF

F F

FF

F F

F3C
FF

F F

picoplatinum
picoplatin (SP-4-3)-amminedichloro(2-methylpyridine)platinium

picoplatine (SP-4-3)-amminedichloro(2-méthylpyridine)platine

picoplatino (SP-4-3)-aminodicloro(2-metilpiridina)platino

C6H10Cl2N2Pt

Cl
Pt

Cl

NH3

N

H3C
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plevitrexedum
plevitrexed (2S)-2-[[4-[[(2,7-dimethyl-4-oxo-1,4-dihydroquinazolin-6-yl)methyl](prop-

2-ynyl)amino]-2-fluorobenzoyl]amino]-4-(1H-tetrazol-5-yl)butanoic acid

plévitrexed acide (2S)-2-[[4-[[(2,7-diméthyl-4-oxo-1,4-dihydroquinazolin-
6-yl)méthyl](prop-2-ynyl)amino]-2-fluorobenzoyl]amino]-4-(1H-tétrazol-
5-yl)butanoïque

plevitrexed ácido (2S)-2-[[4-[[(2,7-dimetil-4-oxo-1,4-dihidroquinazolin-6-il)metil](prop-
2-inil)amino]-2-fluorobenzoil]amino]-4-(1H-tetrazol-5-il)butanoico

C26H25FN8O4

N

N
H

N

N
H

CO2HH

O

H3C

O

CH

F

CH3
N N

N

H
N

pumosetragum
pumosetrag N-[(3R)-1-azabicyclo[2.2.2]oct-3-yl]-7-oxo-4,7-dihydrothieno[3,2-b]pyridine-

6-carboxamide

pumosétrag N-[(3R)-1-azabicyclo[2.2.2]oct-3-yl]-7-oxo-4,7-dihydrothiéno[3,2-b]pyridine-
6-carboxamide

pumosetrag N-[(3R)-1-azabiciclo[2.2.2]oct-3-il]-7-oxo-4,7-dihidrotieno[3,2-b]piridina-
6-carboxamida

C15H17N3O2S

H
N

S

O O

H
N

NH

siplizumabum
siplizumab immunolobulin G1, anti-(human CD2 (antigen)) (human-rat monoclonal

MEDI-507 γ1-chain), disulfide with human-rat monoclonal MEDI-507 light
chain, dimer

siplizumab immunolobuline G1, anti-(antigène humain CD2) (chaîne γ1 de l’anticorps
monoclonal de rat MEDI-507 humanisé), dimère du disulfure avec la chaîne
légère de l’anticorps monoclonal de rat MEDI-507 humanisé

siplizumab inmunolobulina G1, anti-(antígeno humano CD2) (cadena γ1 del anticuerpo
monoclonal de rata humanizado MEDI-507), dímero del disulfuro con la
cadena ligera del anticuerpo monoclonal de rata humanizado MEDI-507
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soraprazanum
soraprazan (7R,8R,9R)-7-(2-methoxyethoxy)-2,3-dimethyl-9-phenyl-

7,8,9,10-tetrahydroimidazo[1,2-h][1,7]naphtyridin-8-ol

soraprazan (7R,8R,9R)-7-(2-méthoxyéthoxy)-2,3-diméthyl-9-phényl-
7,8,9,10-tétrahydroimidazo[1,2-h][1,7]naphtyridin-8-ol

soraprazán (7R,8R,9R)-9-fenil-2,3-dimetil-7-(2-metoxietoxi)-
7,8,9,10-tetrahidroimidazo[1,2-h][1,7]naftiridin-8-ol

C21H25N3O3

N

N

CH3

CH3

H
N

HO

O
O

H3C
H

H

H

tapentadolum
tapentadol 3-[(1R,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]phenol

tapentadol 3-[(1R,2R)-3-(diméthylamino)-1-éthyl-2-méthylpropyl]phénol

tapentadol 3-[(1R,2R)-3-(dimetilamino)-1-etil-2-metilpropil]fenol

C14H23NO

H

H
H3C

OH

CH3

N
H3C CH3

tecadenosonum
tecadenoson 9-β-D-ribofuranosyl-N-[(3R)-tetrahydrofuran-3-yl]-9H-purin-6-amine

técadénoson 9-β-D-ribofuranosyl-N-[(3R)-tétrahydrofuran-3-yl]-9H-purin-6-amine

tecadenosón 9-β-D-ribofuranosil-N-[(3R)-tetrahidrofuran-3-il]-9H-purin-6-amina
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C14H19N5O5
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N N
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tecalcetum
tecalcet 3-(2-chlorophenyl)-N-[(1R)-1-(3-methoxyphenyl)ethyl]propan-1-amine

técalcet 3-(2-chlorophényl)-N-[(1R)-1-(3-méthoxyphényl)éthyl]propan-1-amine

tecalcet 3-(2-clorofenil)-N-[(1R)-1-(3-metoxifenil)etil]propan-1-amina

C18H22ClNO

N
H

OCH3

CH3H

Cl

teneliximabum
teneliximab immunoglobulin G1, anti-(human CD40 (antigen)) (human-mouse monoclonal

chi220 γ1-chain), disulfide with human-mouse monoclonal chi220 light
chain, dimer

ténéliximab immunoglobuline G1, anti-(antigène CD40 humain) (chaîne γ1 de l’anticorps
monoclonal chimérique homme souris chi220), dimère du disulfure avec la
chaîne légère de l’anticorps monoclonal chimérique homme souris chi220

teneliximab inmunoglobulina G1, anti-(antígeno CD40 humano) (cadena γ1 del
anticuerpo monoclonal quimérico hombre ratón chi220), dímero del disulfuro
con la cadena ligera del anticuerpo monoclonal quimèrico hombre ratón
chi220
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topixantronum
topixantrone 5-[[2-(dimethylamino)ethyl]amino]-

2-[2-[(2-hydroxyethyl)amino]ethyl]indazolo[4,3-gh]isoquinolin-6(2H)-one

topixantrone 5-[[2-(diméthylamino)éthyl]amino]-
2-[2-[(2-hydroxyéthyl)amino]éthyl]indazolo[4,3-gh]isoquinoléin-6(2H)-one

topixantrona 5-[[2-(dimetilamino)etil]amino]-
2-[2-[(2-hidroxietil)amino]etil]indazolo[4,3-gh]isoquinolin-6(2H)-ona

C21H26N6O2

N

NN

H
N

OH

HN
N

CH3O

CH3

toralizumabum
toralizumab immunoglobulin G1, anti-(human CD40 ligand) (human-mouse monoclonal

IDEC-131 γ1-chain), disulfide with human-mouse monoclonal IDEC-131
κ−chain, dimer

toralizumab immunoglobuline G1, anti-(ligand CD40 humain) (chaîne γ1 de l’anticorps
monoclonal de souris IDEC-131 humanisé), dimère du disulfure avec la
chaîne κ de l’anticorps monoclonal de souris IDEC-131 humanisé

toralizumab inmunoglobulina G1, anti-(ligando CD40 humano) (cadena γ1 del anticuerpo
monoclonal humanizado de ratón IDEC-131), dímero del disulfuro con la
cadena κ del anticuerpo monoclonal humanizado de ratón IDEC-131

torcetrapibum
torcetrapib ethyl (2R,4S)-4-[[3,5-bis(trifluoromethyl)benzyl](methoxycarbonyl)amino]-

2-ethyl-6-(trifluoromethyl)-3,4-dihydroquinoline-1(2H)-carboxylate

torcétrapib (2R,4S)-4-[[3,5-bis(trifluorométhyl)benzyl](méthoxycarbonyl)amino]-2-éthyl-
6-(trifluorométhyl)-3,4-dihydroquinoléine-1(2H)-carboxylate d’éthyle

torcetrapib (2R,4S)-4-[[3,5-bis(trifluorometil)bencil](metoxicarbonil)amino]-2-etil-
6-(trifluorometil)-3,4-dihidroquinolina-1(2H)-carboxilato de etilo

C26H25F9N2O4

N

CH3

O CH3

O

N

OO

CF3

F3C

CH3

F3C

H

H
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torcitabinum
torcitabine 4-amino-1-(2-deoxy-β-L-erythro-pentofuranosyl)pyrimidin-2(1H)-one

torcitabine 4-amino-1-(2-désoxy-β-L-érythro-pentofuranosyl)pyrimidin-2(1H)-one

torcitabina 4-amino-1-(2-desoxi-β-L-eritro-pentofuranosil)pirimidin-2(1H)-ona

C9H13N3O4

O

HO

N

N O

NH2

OH

treprostinilum
treprostinil [[(1R,2R,3aS,9aS)-2-hydroxy-1-[(3S)-3-hydroxyoctyl]-2,3,3a,4,9,9a-

hexahydro-1H-cyclopenta[b]naphthalen-5-yl]oxy]acetic acid

tréprostinil acide [[(1R,2R,3aS,9aS)-2-hydroxy-1-[(3S)-3-hydroxyoctyl]-2,3,3a,4,9,9a-
hexahydro-1H-cyclopenta[b]naphtalén-5-yl]oxy]acétique

treprostinilo ácido [[(1R,2R,3aS,9aS)-2-hidroxi-1-[(3S)-3-hidroxioctil]-2,3,3a,4,9,9a-
hexahidro-1H-ciclopenta[b]naftalen-5-il]oxi]acético

C23H34O5

O CO2H
H

H

HO

H

CH3

H

HO
H

triplatinum tetranitras
triplatin tetranitrate trans-[bis[trans-diamminechloroplatinium(μ-hexane-

1,6-diamine)]]diammineplatinium tetranitrate

tétranitrate de triplatine tétranitrate de trans-[bis[trans-diamminechloroplatine(μ-hexane-
1,6-diamine)]]diammineplatine

tetranitrato de triplatino tetranitrato de trans-[bis[trans-diaminacloroplatino(μ-hexano-
1,6-diamina)]]diaminaplatino



138

Recommended INN: List 49 WHO Drug Information, Vol. 17, No. 2, 2003

C12H50Cl2N14O12Pt3

Pt

H2
N

N
H2

NH3

Pt

N
H2

NH3

H3N
H3N Cl 4+

4 NO3
-

H2
N

Pt
H3N

Cl

NH3

tulathromycinum
tulathromycin Mixture of two compounds (in equilibrium in solution):

tulathromycinum A
(2R,3S,4R,5R,8R,10R,11R,12S,13S,14R)-13-[(2,6-dideoxy-3-C-methyl-
3-O-methyl-4-C-[(propylamino)methyl]-α-L-ribo-hexopyranosyl)oxy]-2-ethyl-
3,4,10-trihydroxy-3,5,8,10,12,14-hexamethyl-11-[[3,4,6-trideoxy-
3-(dimethylamino)-β-D-xylo-hexopyranosyl]oxy]-1-oxa-
6-azacyclopentadecan-15-one
tulathromycinum B
(2R,3R,6R,8R,9R,10S,11S,12R)-11-[(2,6-dideoxy-3-C-methyl-3-O-methyl-
4-C-[(propylamino)methyl]-α-L-ribo-hexopyranosyl)oxy]-2-[(1R,2R)-
1,2-dihydroxy-1-methylbutyl]-8-hydroxy-3,6,8,10,12-pentamethyl-
9-[[3,4,6-trideoxy-3-(dimethylamino)-β-D-xylo-hexopyranosyl]oxy]-1-oxa-
4-azacyclotridecan-13-one

tulathromycine Mélange de deux composés (en équilibre en solution):
tulathromycinum A
(2R,3S,4R,5R,8R,10R,11R,12S,13S,14R)-13-[(2,6-didésoxy-3-C-méthyl-
3-O-méthyl-4-C-[(propylamino)méthyl]-α-L-ribo-hexopyranosyl)oxy]-2-éthyl-
3,4,10-trihydroxy-3,5,8,10,12,14-hexaméthyl-11-[[3,4,6-tridésoxy-
3-(diméthylamino)-β-D-xylo-hexopyranosyl]oxy]-1-oxa-
6-azacyclopentadécan-15-one
tulathromycinum B
(2R,3R,6R,8R,9R,10S,11S,12R)-11-[(2,6-didésoxy-3-C-méthyl-3-O-méthyl-
4-C-[(propylamino)méthyl]-α-L-ribo-hexopyranosyl)oxy]-2-[(1R,2R)-
1,2-dihydroxy-1-méthylbutyl]-8-hydroxy-3,6,8,10,12-pentaméthyl-
9-[[3,4,6-tridésoxy-3-(diméthylamino)-β-D-xylo-hexopyranosyl]oxy]-1-oxa-
4-azacyclotridécan-13-one

tulatromicina Mezcla de dos componentes (en equilibrio en solución):
tulathromycinum A
(2R,3S,4R,5R,8R,10R,11R,12S,13S,14R)-13-[(2,6-didesoxi-3-C-metil-3-O-
metil-4-C-[(propilamino)metil]-α-L-ribo-hexopiranosil)oxi]-2-etil-3,4,10-
trihidroxi-3,5,8,10,12,14-hexametil-11-[[3,4,6-tridesoxi-3-(dimetilamino)-
β-D-xilo-hexopiranosil]oxi]-1-oxa-6-azaciclopentadecan-15-ona
tulathromycinum B
(2R,3R,6R,8R,9R,10S,11S,12R)-11-[(2,6-didesoxi-3-C-metil-3-O-metil-4-C-[
(propilamino)metil]-α-L-ribo-hexopiranosil)oxi]-2-[(1R,2R)-1,2-dihydroxi-
1-metilbutil]-8-hidroxi-3,6,8,10,12-pentametil-9-[[3,4,6-tridesoxi-3-
(dimetilamino)-β-D-xilo-hexopiranosil]oxi]-1-oxa-4-azaciclotridecan-13-ona
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C41H79N3O12 tulathromycinum A
C41H79N3O12 tulathromycinum B

O

CH3

OH

H

H CH3
H

H

H3C
HO

O

CH3

CH3

H

O

N

CH3

OH

O

O

OCH3

HO

CH3

HO

H

O

H3C CH3
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H

CH3H3C
H

N
H

H3C

CH3

tulathromycinum A

HN

O

H
CH3

H CH3
H

H

H3C
HO

O

CH3

H

O

N

CH3

OH

O

O

OCH3

HO

CH3

O

H3C CH3

N
H

H3C

CH3

H3C
H

OH

OH

CH3

H CH3

H

tulathromycinum B

vapaliximabum
vapaliximab immunoglobulin G2, anti-(human vascular adhesion protein VAP-1) (human-

mouse monoclonal 2D10 γ2-chain), disulfide with human-mouse monoclonal
2D10 κ−chain, dimer

vapaliximab immunoglobuline G2, anti-(protéine d’adhésion vasculaire humaine VAP-1)
(chaîne γ2 de l’anticorps monoclonal chimérique homme-souris 2D10),
dimère du disulfure avec la chaîne κ de l’anticorps monoclonal chimérique
homme-souris 2D10

vapaliximab inmunoglobulina G2, anti-(proteína de adhesión vascular humana VAP-1)
(cadena γ2 del anticuerpo monoclonal quimérico hombre-ratón 2D10),
dímero del disulfuro con la cadena κ del anticuerpo monoclonal quimérico
hombre-ratón 2D10
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varespladibum
varespladib [[3-(aminooxoacetyl)-1-benzyl-2-ethyl-1H-indol-4-yl]oxy]acetic acid

varespladib acide [[3-(aminooxoacétyl)-1-benzyl-2-éthyl-1H-indol-4-yl]oxy]acétique

varespladib ácido [[3-(aminooxoacetil)-1-bencil-2-etil-1H-indol-4-il]oxi]acético

C21H20N2O5

O CO2HN

H3C
O NH2

O
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTÉES AUX LISTES ANTÉRIEURES

MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 46
Dénominations communes internationales recommandées (DCI Rec.): Liste 46
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 46
(WHO Drug Information, Vol. 15, No. 3-4, 2001)

p. 208 reglitazarum
reglitazar sustituyase la descripción por la siguiente:

(4RS)-4-[4-[2-fenil-5-metiloxazol-4-il)etoxi]bencil]isoxazolidina-
3,5-diona

p. 208 rivoglitazonum
rivoglitazona sustituyase la descripción por la siguiente:

(5RS)-5-[4-[(1-metil-6-metoxi-1H-bencimidazol-
2-il)metoxi]bencil]tiazolidina-2,4-diona

p. 217 delete/supprimer/suprimase insert/insérer/insértese

tebipenemum tebipenemum pivoxilum
tebipenem tebipenem pivoxil
tébipénem tébipénem pivoxil
tebipenem tebipenem pivoxilo

Recommended International Nonproprietary Names (Rec. INN): List 48
Dénominations communes internationales recommandées (DCI Rec.): Liste 48
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 48
(WHO Drug Information, Vol. 16, No. 3, 2002)

p. 255 metelimumabum
metelimumab replace the description by the following:

immunoglobulin G4, anti-(human transforming growth factor β1)
(human monoclonal CAT-192 γ4-chain), disulfide with human
monoclonal CAT-192 κ-chain, dimer
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p. 258 paliferminum
palifermin replace the description and the graphic formula by the following:

human fibroblast growth factor-(24-163)-peptide

palifermine remplacer la description et la formule developpée par la suivante:
peptide-(24-163)-facteur de croissance du fibroblaste humain

palifermina sustitúyase la descripción y la fórmula empírica por la siguiente:
péptido-(24-163)-factor de crecimiento del fibroblasto humano

SYDYMEG
TVAVGIVAIK

ASAKWTHNGG

GDIRVRRLFC

GVESEFYLAM
EMFVALNQKG

RTQWYLRIDK
NKEGKLYAKK

IPVRGKKTKK

RGKVKGTQEM
ECNEDCNFKE

EQKTAHFLPM

KNNYNIMEIR
LILENHYNTY

AIT

p. 267 delete/supprimer/suprimase insert/insérer/insértese

pitrakinraum pitrakinrum

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in uneven numbers of proposed INN lists only.

Les textes de la Procédure à suivre en vue du choix de dénominations communes internationales recommandées pour
les substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internatio-
nales applicables aux substances pharmaceutiques seront publiés seulement dans les numéros impaires des listes
des DCIs proposées.

El texto de los Procedimientos de selección de denominaciones comunes internacionales recomendadas para las
sustancias farmacéuticas y de los Principios generales de orientación para formar denominaciones comunes
internacionales para sustancias farmacéuticas aparece solamente en los números impares de las listas de DCI propuestas.
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3.2.S 3 1
Janssen Research
& Development,
LLC

Grünenthal
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3.2.P 3 2
Janssen Research
& Development,
LLC

Grünenthal
GmbH

Janssen Research
& Development,
LLC

3.2.A
Janssen Research
& Development,
LLC

 3.3  

3.3
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 4.2  
  4.2.1
   4.2.1.1

4.2.1.1.1
In vitro studies on the receptor-, ion channel-
and neurotransmitter transporter-binding
profile of BN200

Grünenthal
GmbH FE-MP9

4.2.1.1.2
In vitro μ-opioid receptor binding studies with
CG5503 (BN200) and its glucuronide
(GRTE1472)

Grünenthal
GmbH MP14

4.2.1.1.3 Influence of tramadol on neurotransmitter
systems of the rat brain Frink MC et al 1996 Grünenthal

GmbH
Arzneimittelforschung.

1996; 46: 1029-36.

4.2.1.1.4

Functional activity of CG5503 in a [35S]GTP S
binding assay with membranes from cells
expressing recombinant human μ-opioid
receptors

Grünenthal
GmbH MP29

4.2.1.1.5 Opioid agonistic properties of BN200 in the
isolated guinea pig ileum preparation

Grünenthal
GmbH PH375

4.2.1.1.6

The effect of morphine and GRT-TA 344
(CG5503) on norepinephrine (NE) and
serotonin (5-HT) levels in rat ventral
hippocampus

PH613

4.2.1.1.7

Antinociception of BN200 and effect of
naloxone on BN200 antinociception in the
phenylquinone writhing test in mice after
intravenous and oral application

Grünenthal
GmbH FE-PH380
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4.2.1.1.8
Effects of naloxone and yohimbine on the
analgesic efficacy of CG5503 in the
phenylquinone induced writhing test in mice

Grünenthal
GmbH PH600

4.2.1.1.9
Antinociception and duration of action of
BN200 in the tail-flick test in mice after
intravenous and oral application

Grünenthal
GmbH FE-PH378

4.2.1.1.10
Antinociception and duration of action of
BN200 in the tail-flick test in rats after
intraveneous and oral application

Grünenthal
GmbH FE-PH402

4.2.1.1.11
Antinociception of CG5503 (BN200) in the
tail-flick test in dogs after intravenous and oral
administration

Grünenthal
GmbH PH524

4.2.1.1.12

Investigation of the contribution of opioid,
noradrenergic and serotonergic mechanisms to
the antinociceptive effect of CG5503 in the
low-intensity tail flick test after intravenous
administration in rats

Grünenthal
GmbH PH775

4.2.1.1.13
Differential contribution of opioid and
noradrenergic mechanisms of tapentadol in rat
models of nociceptive and neuropathic pain

Schröder W et al 2010.5 Grünenthal
GmbH

Eur J Pain. 2010;14:814-
21

4.2.1.1.14
Effects of BN200 in the hot-plate test (48°C,
58°C) in mice after intravenous and
intraperitoneal application

Grünenthal
GmbH FE-PH384

4.2.1.1.15
Antinociception of BN200 in the tooth pulp
stimulation test in rabbits after intravenous
application

Grünenthal
GmbH FE-PH394
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4.2.1.1.16
Antinociceptive effects of BN200 in the
formalin-test in rats after intraperitoneal
application

Grünenthal
GmbH FE-PH386

4.2.1.1.17
Effect of naloxone and yohimbine on BN200
antinociception in the formalin-test in rats after
intraperitoneal application

Grünenthal
GmbH PH523

4.2.1.1.18

Antinociception of BN200 in a model of
inflammatory pain, the paw-pressure-test
(Randall-Selitto-Test) after intravenous,
intraperitoneal, and intrathecal application in
rats

Grünenthal
GmbH FE-PH393

4.2.1.1.19

Effect of naloxone, yohimbine and ritanserin
on BN200 antinociception in a model of
inflammatory pain, the paw-pressure-test
(Randall-Selitto-Test) in rats

Grünenthal
GmbH FE-PH392

4.2.1.1.20

Effects of CG5503 on primary hypersensitivity
and antagonism study in the paw incision
model for post operative pain in rats after
intraperitoneal application

Grünenthal
GmbH PH586

4.2.1.1.21 Antinociceptive effect of CG5503 after i.v.-
application in a rat model of acute visceral pain

Grünenthal
GmbH PH578

4.2.1.1.22

Anti-nociceptive, anti-allodynic and anti-
hyperalgesic effects of CG5503 after i.v.-
administration in a mouse model of mustard oil
induced visceral inflammatory pain

Grünenthal
GmbH PH577
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4.2.1.1.23
Anti-allodynic effect of BN200 after i.p.-
application in the rat spinal nerve ligation
model of peripheral mononeuropathy

Grünenthal
GmbH FE-PH438

4.2.1.1.24
Effect of naloxone, yohimbine and ritanserin
on the analgesic effect of CG5503 in the spinal
nerve ligation model in the rat

Grünenthal
GmbH PH836

4.2.1.1.25

Isobolographic analysis of the analgesic effects
of intravenous CG5503 and intravenous (S)-
pregabalin (GRTR322) in the spinal nerve
ligation model in the rat

Grünenthal
GmbH PH756

4.2.1.1.26
Anti-allodynic effect of BN200 after i.p.-
application in the Bennett model of peripheral
mononeuropathy

Grünenthal
GmbH FE-PH372

4.2.1.1.27 Antihyperalgesic effect of CG5503 in a rat
model of diabetic polyneuropathy

Grünenthal
GmbH PH534

4.2.1.1.28 Anti-allodynic effect of CG5503 in a rat model
of cytostatic-induced polyneuropathy

Grünenthal
GmbH PH579

4.2.1.1.29

Report on tolerance development and cross-
tolerance after chronic i.p.-administration of
CG5503 (BN200) and the reference
compounds morphine and tramadol in the tail-
flick test in rats

Grünenthal
GmbH PH526
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4.2.1.1.30

Analysis of tolerance development and cross-
tolerance after chronic i.p.-administration of
BN200 and reference compounds in a rat
model of peripheral mononeuropathy

Grünenthal
GmbH PH522

4.2.1.1.31

Analysis of tolerance development after
chronic i.p.-administration of CG5503 and the
reference compound morphine in a rat model of
peripheral mononeuropathy

Grünenthal
GmbH PH602

4.2.1.1.32

Determination of the inhibition constants of
CG 5503 and its metabolites in a binding assay
with the human μ-opioid receptor (MOR) and
in rat synaptosomal noradrenaline (NA) and
serotonin (5-HT) uptake assays

Grünenthal
GmbH MP28

4.2.1.1.33 Biochemical in vitro  characterization of
GRTE1472 MP23

4.2.1.1.34
Lack of antinociception of GRTE1472
(CG5503-glucuronide) after intravenous and
central administration in rats and mice

Grünenthal
GmbH PH517/A/1

4.2.1.1.35
Investigation on the effects of metabolites of
CG5503 in the tail-flick and writhing test in
mice

Grünenthal
GmbH PH628

   4.2.1.2

4.2.1.2.1 Expanded biochemical in vitro characterization
of Tapentadol (BN200, CG5503, GRTA19586) MP49
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4.2.1.2.2

Evaluation of Tapentadol (BN200, CG5503,
GRTA19586) in functional in vitro assays at
the human M1 - M5 muscarinic acetylcholine
receptors

MP50

4.2.1.2.3
Study of BN200 (CG5503) in various receptor
binding -, neurotransmitter transporter -,
enzyme - and guinea-pig colon bio - assay MP30

4.2.1.2.4 Antitussive effect of BN200 on NH3-induced
cough in the rat after i.v.-application

Grünenthal
GmbH FE-PH381

4.2.1.2.5 Local anaesthetic effect of BN200 in a guinea
pig skin test

Grünenthal
GmbH FE-PH382

   4.2.1.3

4.2.1.3.1
CG5503: Behavioural Irwin test and effect on
body temperature following single intravenous
administration in the rat SP138

4.2.1.3.2
Effects of BN200 on exploration activity in the
hole-board-test after intraperitoneal application
in mice

Grünenthal
GmbH FE-PH383

4.2.1.3.3
The effects of BN200 on barbiturate
anaesthesia after intraperitoneal application in
mice

Grünenthal
GmbH FE-PH385

4.2.1.3.4
Effects of BN200 on motor coordination in the
rota-rod test after single intraperitoneal
application in mice

Grünenthal
GmbH PH396
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4.2.1.3.5
CG5503: Evaluation of proconvulsant effect
following single intravenous administration in
the rat SP139

4.2.1.3.6 CG5503: Antagonistic effect of naloxone on
CG5503-induced clinical signs in the rat

Grünenthal
GmbH TP2966

4.2.1.3.7
Acute toxicity of BN200 (CG5503) -
Comparison of pre-treatment with naloxone,
diazepam and phenobarbital

Grünenthal
GmbH TP2542

4.2.1.3.8 BN200 (CG5003) emetic activity in the ferret
(i.p. administration) PH749

4.2.1.3.9
Investigation of the effects of a single
intraperitoneal dose of BN200 in the emesis
model in ferrets PH403/A/1

4.2.1.3.10
BN200: Investigation for antiemetic activity in
ferrets challenged with morphine or cisplatin
(i.p. administration) PH527

4.2.1.3.11 Examination of the effects of BN200 on HERG
potassium channels FE-SP21

4.2.1.3.12
BN200 (CG 5503): Evaluation of effect on
cardiac action potential in isolated rabbit
papillary muscle FE-SP70
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4.2.1.3.13
Investigation of effects of BN200 (CG5503) on
action potential and contraction of isolated
guinea-pig papillary muscles

Grünenthal
GmbH SP122

4.2.1.3.14
Investigation of effects of CG5503 on the
volume-conducted electrocardiogram of
isolated guinea-pig hearts

Grünenthal
GmbH SP154

4.2.1.3.15
Chronotropic and inotropic effects of BN200
on isolated guinea pig atrial and papillary
muscle preparations

Grünenthal
GmbH FE-PH379

4.2.1.3.16 Effect of CG5503 on vascular tone in K -
depolarized rat aortic strips

Grünenthal
GmbH SP220

4.2.1.3.17 Effects of intravenous injection of BN200 on
blood pressure and heart rate in conscious rats

Grünenthal
GmbH FE-PH371

4.2.1.3.18

Cardiohaemodynamic and respiratory effects
of the new antinociceptive compound BN200:
a safety pharmacological study in anaesthetized
rabbits

Grünenthal
GmbH FO-PH323

4.2.1.3.19
BN200 (CG5503): Evaluation of the
haemodynamic effects following intravenous
dosing in the anaesthetized dog SP103/A

4.2.1.3.20

Cardiovascular study to evaluate the effect of
BN200 (CG5503) on the QT-interval in
conscious Beagle dogs during and following
intravenous infusion

FE-SP35/A
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4.2.1.3.21
Effects of intravenous BN200 against
aconitine-induced arrhythmias in urethane
anaesthetized mice

Grünenthal
GmbH FE-PH377

4.2.1.3.22
Effects of BN200 on spontaneous and CO2-
stimulated respiratory frequency in conscious
rats

Grünenthal
GmbH FE-PH389

4.2.1.3.23
CG5503: Evaluation of effect on respiration in
the unrestrained conscious rat following single
intravenous administration SP140

4.2.1.3.24
Effects of intravenous administration of the
new antiociceptive compound CG5503 on
arterial blood gases in conscious rats

Grünenthal
GmbH SP151

4.2.1.3.25
Development of tolerance to the respiratory
depressive effects of CG5503 and morphine in
rats

Grünenthal
GmbH SP177

4.2.1.3.26 Effect of BN200 on propulsive gut motility in
mice after intraperitoneal application

Grünenthal
GmbH FE-PH391

4.2.1.3.27
Effect of BN200 on prostaglandin (PGE2)-
induced diarrhoea in mice after intraperitoneal
application

Grünenthal
GmbH FE-PH388

4.2.1.3.28
Effect of intravenous bolus injection of BN200
on urine volume and electrolyte excretion in
conscious rats

Grünenthal
GmbH FE-PH387
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4.2.1.3.29
Interaction of the new antinociceptive
compound BN200 on acetylcholine-induced
contractions in isolated guinea pig ileum

Grünenthal
GmbH FE-PH390

4.2.1.3.30
CG5503: evaluation of effects in the traction
test in mice following intravenous
administration

Grünenthal
GmbH SP166

4.2.1.3.31
Examination of the effects of E0001472 and
GRT3451Z on the HERG-mediated potassium
current SP101

4.2.1.3.32
Electrophysiological examination of the effects
of GRT3793H on the HERG-mediated
potassium current SP131

4.2.1.3.33
Investigation of effects of E0001472 on action
potential and contraction of isolated guinea-pig
papillary muscles

Grünenthal
GmbH SP144

   4.2.1.4

  4.2.2
   4.2.2.1

4.2.2.1.1
Assay validation of the determination of
CG5503 base in plasma, serum and urine by
HPLC

Grünenthal
GmbH PK534

4.2.2.1.2
Validation of analytical procedures for the
analysis of CG5503 in rat plasma by HPLC and
fluorescence detection PK531
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4.2.2.1.3
Validation of analytical procedures for the
analysis of CG5503 in dog plasma by HPLC
and fluorescence detection PK524

4.2.2.1.4 Assay validation of the determination of
CG5503 base in mouse plasma by LC-MS/MS

Grünenthal
GmbH PK787

4.2.2.1.5 Assay validation of the determination of
CG5503 base in rat plasma by LC-MS/MS

Grünenthal
GmbH PK770

4.2.2.1.6 Assay validation of the determination of
CG5503 base in rabbit plasma by LC-MS/MS

Grünenthal
GmbH PK1023

4.2.2.1.7 Assay validation of the determination of
CG5503 base in dog serum by LC-MS/MS

Grünenthal
GmbH PK660

4.2.2.1.8
Assay validation of the determination of
CG5503 glucuronide in mouse plasma by LC-
MS/MS

Grünenthal
GmbH PK834

4.2.2.1.9
Assay validation of the determination of
CG5503 glucuronide in rat plasma by LC-
MS/MS

Grünenthal
GmbH PK771

4.2.2.1.10
Assay validation of the determination of
CG5503 glucuronide in rabbit plasma by LC-
MS/MS

Grünenthal
GmbH PK1024

4.2.2.1.11
Assay validation of the determination of
CG5503 glucuronide in dog serum by LC-
MS/MS

Grünenthal
GmbH PK661

   4.2.2.2

4.2.2.2.1
CACO-2 cell transport rates of CG5503 and
determination of active transport using HCT-8
cells

Grünenthal
GmbH PK744
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4.2.2.2.2

Comparative single dose pharmacokinetics of
CG5503 after intravenous and oral
administration of CG5503 to male NMRI mice
- Plasma sampling versus  peritoneal
microdialysis

Grünenthal
GmbH PK689

4.2.2.2.3
Single and repeated dose pharmacokinetics of
CG5503 (BN200) after oral administration in
the male Wistar rat PK486

4.2.2.2.4
Single and repeated dose pharmacokinetics of
CG5503 (BN200) after intravenous
administration in the male Wistar rat PK485

4.2.2.2.5

Pharmacokinetics and dose-proportionality of
CG5503 after intravenous administration of
different doses to male and female Sprague
Dawley rats

Grünenthal
GmbH PK653

4.2.2.2.6
Single and repeated dose pharmacokinetics of
CG5503 (BN200) after intravenous and oral
administration in the male beagle dog PK483

4.2.2.2.7 Mass balance of 14C-CG5503 (14C-BN200)
after oral administration to beagle dogs

Grünenthal
GmbH FE-PK480

4.2.2.2.8
CG5503 Pilot study on bioavailability after
repeated subcutaneous and intraperitoneal
administration in rats and mice

Grünenthal
GmbH TP2232

4.2.2.2.9
CG5503: Supplementary 4-week repeated dose
(gavage) study in Wistar rats – Investigation of
hepatic enzyme induction TP2593

4.2.2.2.10 Investigations on the metabolism of CG5503 in
humans and animals

Grünenthal
GmbH PK581K

   4.2.2.3
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4.2.2.3.1
[14C]-CG 5503: Quantitative whole-body
autoradiography following single intravenous
administration (10 mg/kg) to the rat FE-PK432

4.2.2.3.2
Protein binding of 14C-CG5503 in serum or
plasma of mice, rats, rabbits, dogs and man
including melanin binding

Grünenthal
GmbH PK582

4.2.2.3.3 Distribution of tapentadol in human blood Grünenthal
GmbH PK1166

4.2.2.3.4

Repeated dose pharmacokinetics and brain
penetration of CG5503 and CG5503
glucuronide in rats after repeated intragastric
administration of 80 mg/kg CG5503

Grünenthal
GmbH PK664

   4.2.2.4

4.2.2.4.1 In vitro metabolism of CG5503 Grünenthal
GmbH PKN233

4.2.2.4.2

Evaluation of the induction potential of
CG5503 on the activities of CYP1A2,
CYP2C9 and CYP3A4 and cytotoxic potential
of CG5503 in human hepatocytes PK679

4.2.2.4.3

Evaluation of the inhibitory potential of
CG5503 on the activities of CYP1A2,
CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 and CYP3A4 in human liver
microsomes

PK680

4.2.2.4.4
CYP450 inhibition study with tapentadol-
hydrochloride - IC50 determination of
CYP2B6 and CYP2C8 inhibition PK1266

   4.2.2.5
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4.2.2.5.1 Mass balance of 14C-CG5503 after oral
administration to male NMRI mice

Grünenthal
GmbH PK586

4.2.2.5.2 Mass balance of 14C-CG5503 after oral
administration to Sprague Dawley rats

Grünenthal
GmbH PK583

   4.2.2.6

4.2.2.6.1
In vitro investigations of the potential of
comedications to inhibit CG5503
glucuronidation

Grünenthal
GmbH PK681

   4.2.2.7

  4.2.3
   4.2.3.1

4.2.3.1.1
BN200 Investigation of acute toxicity after
single oral or intravenous administration in rats
and mice

Grünenthal
GmbH TP1992

   4.2.3.2

4.2.3.2.1 CG5503: 14 day oral (gavage) /dietary
administration preliminary study in the mouse TP2470

4.2.3.2.2 CG5503: 13-week dose range finding oral
(feeding) toxicity study in the NMRI-mouse TP2379

4.2.3.2.3 CG5503: 13 week oral (gavage) administration
toxicity study in the mouse TP2496

4.2.3.2.4 CG5503 (BN200): 7-day palatability (feeding)
study in the rat TP2367
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4.2.3.2.5 CG5503: 10-day range-finding (gavage) study
with BN-200 in the rat TP1969

4.2.3.2.6 4-week oral toxicity (gavage) study with BN
200 in the rat TP1971

4.2.3.2.7
BN 200 (CG5503): Histological re-
examination of the brain slides of 4-week
intravenous and oral toxicity studies in the rat TP2384

4.2.3.2.8 CG5503: 13-week dose range finding oral
(feeding) toxicity study in the Wistar rat TP2380

4.2.3.2.9 CG5503: 13-week oral toxicity (gavage) study
in Wistar rats TP2645

4.2.3.2.10 CG5503: 26-week oral toxicity (gavage) study
in the rat TP2397

4.2.3.2.11 4 week intravenous toxicity study with BN 200
in the rat TP1966

4.2.3.2.12 CG5503: 14 day continuous intravenous and
subcutaneous feasibility study in rats TP2471

4.2.3.2.13
BN 193/BN 200/BN 210 Two week toxicity
study in beagle dogs after daily oral
administration

Grünenthal
GmbH TP1993

4.2.3.2.14 BN200 (CG5503): Dose-range finding oral
(gavage) study in the dog TP2406
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4.2.3.2.15 CG5503 (BN200): 13-week oral (gavage)
toxicity study in the dog TP2415

4.2.3.2.16 CG5503: 52-week oral (gavage) toxicity study
in the dog TP2441

4.2.3.2.17 CG5503: Dose-range finding intravenous
toxicity study with BN-200 in the dog TP1967

4.2.3.2.18 4-week intravenous toxicity study with BN200
in the dog TP1968

4.2.3.2.19
CG5503: Maximum repeatable dose
(subcutaneous injection) toxicity study in the
dog TP2564

4.2.3.2.20

CG5503: Tolerability of repeated subcutaneous
administrations (twice daily) in Beagle dogs
over a treatment period of 3 months - pilot
toxicity study with concomitant toxicokinetics

Grünenthal
GmbH TP2455

4.2.3.2.21
CG5503: 13-week repeatable dose
(subcutaneous injection) toxicity study in the
dog TP2559

4.2.3.2.22

Pilot study on the toxicokinetics and the
toxicity of CG5503 after repeated intravenous
and oral administration to cynomolgus
monkeys

TP2316

4.2.3.2.23
Pharmacokinetic evaluation of concentrations
derived from toxicological studies of CG5503
in rats and dogs

Grünenthal
GmbH PK607

   4.2.3.3
    4.2.3.3.1  In Vitro
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4.2.3.3.1.1 Salmonella typhimurium and Escherichia coli
reverse mutation assay with BN 200 TP1990

4.2.3.3.1.2 Chromosome aberration assay in Chinese
hamster V79 cells in vitro  with BN 200 TP1976

4.2.3.3.1.3 In vitro chromosome aberration test in Chinese
hamster V79 cells with BN200 TP2448

    4.2.3.3.2  In Vivo

4.2.3.3.2.1 Chromosome aberration assay in bone marrow
cells of the rat with BN 200 TP2009

4.2.3.3.2.2 In vivo /in vitro  unscheduled DNA synthesis in
rat hepatocytes with BN 200 TP2054

   4.2.3.4
    4.2.3.4.1

4.2.3.4.1.1 CG5503: 104 week oral (gavage)
administration oncogenicity study in the mouse TP2518

4.2.3.4.1.2 CG5503: 104-week oncogenicity (feeding)
study in the rat TP2418

    4.2.3.4.2   

    4.2.3.4.3  

   4.2.3.5  
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    4.2.3.5.1  

4.2.3.5.1.1 CG5503: Study of fertility and early embryonic
development to implantation in the rat TP2445

    4.2.3.5.2  

4.2.3.5.2.1
CG5503: Preliminary study for tolerability in
pregnant rats by twice daily oral (gavage)
administration TP2767

4.2.3.5.2.2
Examination of the influence of BN-200 on the
pregnant rat and the fetuses by intravenous
administration - embryotoxicity study- TP2060

4.2.3.5.2.3

14-day dose-range-finding study to determine
the dose levels for an examination of the
influence of CG5503 on the pregnant rat and
the fetus by subcutaneous administration twice
daily

TP2465

4.2.3.5.2.4
Study of embryo-fetal development in rats with
CG5503 (BN200) by subcutaneous
administration TP2510

4.2.3.5.2.5

CG5503:14-day dose-range-finding study to
determine the dose levels for an examination of
the influence of BN-200 in the pregnant rabbit
and the fetus by intravenous administration

TP2061

4.2.3.5.2.6
Examination of the influence of BN-200 on the
pregnant rabbit and the fetus by intravenous
administration - embryotoxicity study - TP2062
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4.2.3.5.2.7

14-day dose-range-finding study to determine
the dose levels for an examination of the
influence of CG5503 on the pregnant rabbit
and the fetus by subcutaneous administration
twice daily

TP2464

4.2.3.5.2.8
Study of embryo-fetal development in rabbits
with CG5503 (BN200) by subcutaneous
administration TP2511

    4.2.3.5.3  

4.2.3.5.3.1

CG5503: Combined preliminary study for
effects on pre- and post-natal development and
juvenile toxicity by once/twice daily oral
(gavage) administration in rats

TP2772

4.2.3.5.3.2
CG5503: Study for effects on pre- and post-
natal development by twice daily oral (gavage)
administration to rats TP2834

    4.2.3.5.4  

   4.2.3.6

   4.2.3.7
    4.2.3.7.1  

    4.2.3.7.2  
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    4.2.3.7.3  

    4.2.3.7.4  

4.2.3.7.4.1
Naloxone precipitated withdrawal jumping in
the mouse after repeated intraperitoneal
application of BN 200

Grünenthal
GmbH PH405

4.2.3.7.4.2
Naloxone precipitated withdrawal jumping in
the mouse at different time points after pre-
treatment with CG5503 (BN 200)

Grünenthal
GmbH PH542

4.2.3.7.4.3

Evaluation of the physical dependence
potential in the naloxone-precipitated and non-
precipitated withdrawal test after chronic
subcutaneous administration in the rat -
Comparison of CG5503 (BN 200) with
morphine

PH543

4.2.3.7.4.4
Effects of BN 200 in conditioned place
preference, and antagonism by naloxone, after
i.p. application in rats

Grünenthal
GmbH PH495

4.2.3.7.4.5 Discriminative stimulus effects of CG5503 in
rats after i.p. administration

Grünenthal
GmbH PH532

4.2.3.7.4.6
Evaluation of CG 5503 (BN 200, GCR 9801)
for antinociceptive activity and abuse potential
in the rhesus monkey PH397

    4.2.3.7.5  
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    4.2.3.7.6  

    4.2.3.7.7  

 4.3
  4.3.1

4.3.1.1

Brainstem mechanisms of pain modulation:
Anatomy and physiology. In: Opioids II, Herz
A, Akil H, Simon EJ (editors), Handbook of
Experimental Pharmacology 1993; 104/II: 3-
20, Springer Verlag Berlin Heidelberg.

Fields HL et al
2.6.2.8 1)

4.3.1.2

Mechanisms for the anti-nociceptive actions of
the descending noradrenergic and serotonergic
systems in the spinal cord. J. Pharmacol. Sci.
2006; 101: 107-17.

Yoshimura M
et al 2.6.2.8 2)

4.3.1.3

Comprehensive observational assessment: Ia. A
systematic, quantitative procedure for assessing
the behavioral and physiologic state of the
mouse. Psychopharmacologia. 1968; 13: 222-
57.

Irwin S.
2.6.2.8 3)
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4.3.1.4

The autonomic system and its role in
controlling body functions. In: Mountcastle
VB, editor. Medical Physiology. 14th ed. St.
Louis, Mo: Mosby; 1980. p. 893-922.

Koizumi K et al
2.6.2.8 4)

4.3.1.5
M4.2.1.3.4, 5.1 Effect

on CNS, 5.1.1 Acute action profile and toxicity
in the mouse and rat

2.6.2.8 5)

4.3.1.6

Strattera (Atomoxetine Hydrochloride)
Capsules. FDA Drug Approval Package.
Pharmacology Review. Application No. 21-
411.

2.6.2.8 6)

4.3.1.7
Unexceptional seizure potential of tramadol or
its enantiomers or metabolites in mice. J
Pharmacol Exp Ther. 2008; 325: 500-6.

Raffa RB et al
2.6.2.8 7)

4.3.1.8

Pharmacological and neurochemical
characterization of the involvement of
hippocampal adrenoreceptor subtypes in the
modulation of acute limbic seizures. J
Neurochemistry. 2010; 115: 1595-607.

Clinckers R et al
2.6.2.8 8)

4.3.1.9
Is elevated norepinephrine an etiological factor
in some cases of epilepsy? Seizure. 2010; 19:
311-8.

Fitzgerald PJ
2.6.2.8 9)
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4.3.1.10

The role of catecholamines in seizure
susceptibility: new results using genetically
engineered mice. Pharmacol Ther, 2002; 94:
213-33.

Weinshenker D
et al 2.6.2.8 10)

4.3.1.11
The role of norepinephrine in epilepsy: from
the bench to the bedside. Neurosci Biobehav
Rev. 2004; 28: 507-24.

Giorgi FS et al
2.6.2.8 11)

4.3.1.12

The effects of chronic norepinephrine
transporter inactivation on seizure
susceptibility in mice.
Neuropsychopharmacology. 2006; 31: 730-8.

Ahern TH et al
2.6.2.8 12)

4.3.1.13
Genetic deletion of the norepinephrine
transporter decreases vulnerability to seizures.
Neurosci Lett. 2005; 382: 51-5.

Kaminski RM
et al 2.6.2.8 13)

4.3.1.14

Hemodynamic effects of GI 87084B, an ultra-
short acting -opioid analgesic, in anesthetized
dogs. J. Pharmacol. Exp. Ther. 1992; 263: 84-
91.

James MK et al
2.6.2.8 14)

  4.3.2

4.3.2.1

Correlation between oral drug absorption in
humans and apparent drug permeability
coefficients in human intestinal epithelial
(Caco-2) cells. Biochem Biophys Res
Commun. 1991;175:880-5.

Artursson P
et al 2.6.4.11 1)

  4.3.3
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4.3.3.1

Guidance for industry. Statistical aspects of the
design, analysis, and interpretation of chronic
rodent carcinogenicity studies of
pharmaceuticals (draft) U.S. Department of
Health and Human Services Food and Drug
Administration. May 2001.

CDER 2.6.6.11 1)
2.4.6 12)

4.3.3.2

Opinion of the Scientific Panel on Food
Additives, Flavourings, Processing Aids and
Materials in Contact with Food on a request
from the Commission related to an application
on the use of polyethylene glycol (PEG) as a
film coating agent for use in food supplement
products. The EFSA Journal 2006; 414: 1-22.

EFSA 2.6.6.11 2)
2.4.6 14)

4.3.3.3 2007
p.279-82. 2.6.6.11 3)

4.3.3.4

The absorption and excretion of the solid
polyethylene glycols (“carbowax” compounds).
J Am Pharm Assoc Am Pharm Assoc 1947;
36(5): 152-7.

Shaffer CB et al 2.6.6.11 4)
2.4.6 15)

4.3.3.5
The toxicology of the polyethylene glycols. J
Am Pharm Assoc Am Pharm Assoc 1950;
39(6): 349-54.

Smyth HF et al 2.6.6.11 5)
2.4.6 16)

4.3.3.6
The chronic oral toxicology of the polyethylene
glycols. J Am Pharm Assoc Am Pharm Assoc
(Baltim) 1955; 44(1): 27-30.

Smyth HF et al 2.6.6.11 6)
2.4.6 17)
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4.3.3.7
Mouse lymphoma L5178Y thymidine kinase
locus assay of 50 compounds. Mutagenesis
1988; 3(3): 193-205.

Wangenheim J et
al 2.6.6.11 7)

4.3.3.8 11 11 1
 1604 2.6.6.11 8)

4.3.3.9

The L5178Y/tk +/- mouse lymphoma specific
gene and chromosomal mutation assay: a phase
III report of the U.S. Environmental Protection
Agency Gene-Tox Program. Mutat Res 1997;
394: 177-303.

Mitchell AD et al
2.6.6.11 9)

4.3.3.10 2007
p.225-6. 2.6.6.11 10)

4.3.3.11 2006. 2.6.6.11 11)
2.4.6 18)

4.3.3.12 19 2 27
0227001

2.6.6.11 12)
2.4.6 19)

4.3.3.13
Adverse effects of opioid agonists and agonist-
antagonists in anaesthesia. Drug Safety 1998;
19 (3): 173-89.

Bowdle TA 2.6.6.11 13)
2.4.6 1)

4.3.3.14 Opioid antagonists. Pharmacol Rev 1967; 19
(4): 463-521. Martin WR 2.6.6.11 14)

2.4.6 2)
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4.3.3.15

Opioids induce convulsions and wet dog
shakes in rats: mediation by hippocampal mu,
but not delta or kappa opioid receptors. J
Neurosci 1989; 9 (2): 692-7.

Lee PHK et al 2.6.6.11 15)
2.4.6 3)

4.3.3.16
The convulsions and the brain acetylcholine
metabolism after morphine and nalorphine.
Ann Med Exp Biol Fenn 1959; 37: 133-40.

Lavikainen P et
al 2.6.6.11 16)

2.4.6 4)

4.3.3.17

Preclinical development of new drugs that
enhance thyroid hormone metabolism and
clearance: inadequacy of using rats as an
animal model for predicting human risks in an
IND and NDA. Am J Ther 2006; 13(2): 141-4.

Wu KM et al 2.6.6.11 17)
2.4.6 5)

4.3.3.18
The effects of xenobiotics on the structure and
function of thyroid follicular and C-cells.
Toxicol Pathol 1989; 17(2): 266-93.

Capen CC et al 2.6.6.11 18)
2.4.6 6)

4.3.3.19
The effect of hepatic enzyme-inducing drugs
on thyroid hormones and the thyroid gland.
Endocr Rev 1991; 12(2): 135-50.

Curran PG et al 2.6.6.11 19)
2.4.6 7)

4.3.3.20
Mechanistic data and risk assessment of
selected toxic end points of the thyroid gland.
Toxicol Pathol 1997; 25(1): 39-48.

Capen CC 2.6.6.11 20)
2.4.6 8)

4.3.3.21
Hyperplastic and neoplastic responses of the
thyroid gland in toxicological studies. Arch
Toxicol Suppl 1988; 12: 98-106.

Zbinden G 2.6.6.11 21)
2.4.6 9)
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4.3.3.22

Role of thyroid hormones in human and
laboratory animal reproductive health. Birth
Defects Res B Dev Reprod Toxicol 2003;
68(6): 479-91.

Choksi NY et al 2.6.6.11 22)
2.4.6 10)

4.3.3.23
A senescence up-regulated protein: the rat
thyroxine-binding globulin (TBG). Biochem
Biophys Acta 1991; 1097(1): 19-22.

Savu L et al 2.6.6.11 23)
2.4.6 11)

4.3.3.24

Association between adverse maternal and
embryo-fetal effects in norfloxacin-treated and
food-deprived rabbits. Fundam Appl Toxicol
1986; 7(2): 272-86.

Clark RL et al 2.6.6.11 24)
2.4.6 13)
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 5.2
 5.3
  5.3.1
   5.3.1.1 BA

5.3.1.1.1

A single-centre, single-dose, open, four period,
randomised cross-over study in 20 male
subjects to determine the absolute
bioavailability and the effect of food on the
bioavailability of CG5503 SR (Slow Release)
film-coated tablets

( ) HP5503/08

5.3.1.1.2

Determination of the absolute bioavailability
and the effect of food on the bioavailability of
CG5503, a central acting analgesic drug, with a
standardised continental breakfast in an open
three-period cross-over study (40 mg i.v. and
100 mg p.o. fasted state versus 100 mg p.o. fed
state) in 24 male subjects

( ) HP5503/04

   5.3.1.2 BA BE

5.3.1.2.1

A Single-Dose, Open-Label, Randomized,
Two-Way Crossover Study to Assess the
Bioequivalence of Tapentadol Given as Two
25-mg Extended-Release Tamper-Resistant
Formulation (TRF) Tablets Relative to One 50-
mg Extended-Release TRF Tablet in Healthy
Japanese Male Subjects

( )
R333133-PAI-1062
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5.3.1.2.2

A Single-Dose, Open-Label, Randomized,
Two-Way Crossover Study to Assess the
Bioequivalence of Tapentadol Given as Two
50-mg Extended-Release Tamper-Resistant
Formulation (TRF) Tablets Relative to One
100-mg Extended-Release TRF Tablet in
Healthy Japanese Male Subjects

( )
R333133-PAI-1063

5.3.1.2.3

A Randomized, Open-Label, Bioequivalence
Study to Compare a CG5503 Immediate-
Release (IR) Capsule With the to-be-Marketed
CG5503 IR Tablet in Healthy Subjects

J&JPRD Clinical
Pharmacology

Unit
( R333133-PAI-1016;

HP5503/24

5.3.1.2.4

A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess
Bioequivalence of a New Tapentadol
Extended-Release (TRF) 50-mg Tablet With
Respect to a Tapentadol Extended-Release
(PR2) 50-mg Tablet Under Fasted
Conditions in Healthy Subjects

( ) R333133-PAI-1059;
HP5503/82

5.3.1.2.5

A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess
Bioequivalence of a New Tapentadol
Extended-Release (TRF) 100-mg Tablet
With Respect to a Tapentadol Extended-
Release (PR2) 100-mg Tablet Under Fasted
Conditions in Healthy Subjects

( ) R333133-PAI-1060;
HP5503/83
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5.3.1.2.6 A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess
Bioequivalence of a New Tapentadol
Extended-Release (TRF) 150-mg Tablet
With Respect to a Tapentadol Extended-
Release (PR2) 150-mg Tablet Under Fasted
Conditions in Healthy Subjects

( ) R333133-PAI-1057;
HP5503/80

5.3.1.2.7 A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess
Bioequivalence of a New Tapentadol
Extended-Release (TRF) 200-mg Tablet
With Respect to a Tapentadol Extended-
Release (PR2) 200-mg Tablet Under Fasted
Conditions in Healthy Subjects

( ) R333133-PAI-1058;
HP5503/81

5.3.1.2.8 A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess
Bioequivalence of a New Tapentadol
Extended-Release (TRF) 250-mg Tablet
With Respect to a Tapentadol Extended-
Release (PR2) 250-mg Tablet Under Fasted
Conditions in Healthy Subjects

( ) R333133-PAI-1061;
HP5503/84

5.3.1.2.9 A Single-Dose Study to Evaluate the
Relative Bioavailability of a 100-mg
Tamper-Resistant Prolonged-Release
Formulation (TRF) of Tapentadol With
Respect to the PR1 Prolonged-Release 100-
mg Tablet Formulation Under Fasted
Conditions in Japanese Healthy Subjects

( ) R333133-PAI-1053;
HP5503/64
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5.3.1.2.10 A single-centre, single-dose, randomised
four period cross-over study to determine the
relative bioavailability of different doses and
formulations of CG5503

( HP5503/07
5.3.1.2.11 A Single-Dose, Open-Label, Randomized, 3-

Way Crossover Study to Assess the Relative
Bioavailability of a To-Be-Marketed
Tapentadol Extended-Release (TRF) 250-mg
Tablet Under Fed Condition With Respect to
a Tapentadol Extended-Release (PR2) 250-
mg Tablet Under Fed Condition, and With
Respect to a To-Be-Marketed TRF 250 mg
Tablet Under Fasted Condition in Healthy
Subjects

( ) R333133-PAI-1055;
HP5503/67

   5.3.1.3 In Vitro In Vivo 

   5.3.1.4

5.3.1.4.1
Assay validation of the determination of
CG5503 base in plasma, serum and urine by
HPLC

Grünenthal
GmbH ( ) PK534

5.3.1.4.2
Validation of a method for the determination of
tapentadol and tapentadol glucuronide in
human serum samples. ( ) BA1539
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5.3.1.4.3
Validation (full) of an LC-MS/MS method for
the determination of R331333 and R403347 in
human serum.

amendment 1

amendment 2:

Johnson &
Johnson

Pharmaceutical
Research &

Development,
Global

Preclinical
Development
Beerse site
( )

BA525

5.3.1.4.4
ASSAY VALIDATION OF THE
DETERMINATION OF CG5503 BASE IN
HUMAN SERUM BY LC-MS/MS

Grünenthal
GmbH ( ) PK564

5.3.1.4.5

Validation (partial) of an high throughput LC-
MS/MS method for the determination of JNJ-
26120211 (R331333) and JNJ-27646138
(R4003347) in human serum.

amendment1:

Johnson &
Johnson

Pharmaceutical
Research &

Development,
Global

Preclinical
Development
Beerse site
( )

BA1427

5.3.1.4.6 Prestudy validation: Determination of CG5503
in human serum by LC-MS/MS. ( PK628
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5.3.1.4.7
Validation (full) of an LC-MS/MS method for
the determination of R331333 and R403347
in human urine.

Johnson &
Johnson

Pharmaceutical
Research &

Development,
Global

Preclinical
Development
Beerse site
( )

BA524

5.3.1.4.8

Validation (partial) of an LC-MS/MS method
for the LC-MS/MS method for the
determination of JNJ-26120211 and JNJ-
27646138 in human serum ( ) BA1117

  5.3.2
   5.3.2.1

   5.3.2.2

   5.3.2.3
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  5.3.3 PK
   5.3.3.1 PK

5.3.3.1.1

A Single-Dose, Open-Label, Randomized,
Four-Way Crossover Study to Assess the
Dose-Proportionality of the
Pharmacokinetics of Tapentadol, Given as
Tamper-Resistant Tablets, in Healthy
Japanese and Korean Male Subjects

( )
R333133-PAI-1064

5.3.3.1.2

A Randomized, Double-Blind, Placebo-
Controlled Study to Assess the Safety,
Tolerability, Pharmacokinetics and
Pharmacodynamics Following Ascending
Single Doses of a Prolonged Release Tablet
of R331333 in Healthy Male Japanese
Subjects

( ) R333133-PAI-1026

5.3.3.1.3
Excretion balance and pharmacokinetics of
14C-labelled CG5503 after single oral
administration to 4 healthy subjects ( ) HP5503/05

5.3.3.1.4

Study on the pharmacokinetics, safety and
tolerability of CG5503, an opioid analgesic,
after single oral administration at four
escalating doses in healthy male and female
volunteers. A within-dose, double-blind,
randomised and placebo-controlled study.

( ) HP5503/03
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5.3.3.1.5

An Open-Label, Sequential Treatment Study
to Assess the Single- and Multiple-Dose
Pharmacokinetics of a New Tapentadol
Extended-Release 250-mg Formulation in
Healthy Subjects (

R333133-PAI-1036;
HP5503/38

5.3.3.1.6

A Randomized, Double-Blind, Placebo-
Controlled Dose Escalation Study to Assess
the Safety, Tolerability, Pharmacokinetics,
and Pharmacodynamics Following
Ascending Single and Multiple Doses of an
Immediate Release Capsule of CG5503
(R331333) in Healthy Male and Female
Subjects

( ) R333133-PAI-1005;
HP5503/13

   5.3.3.2 PK

   5.3.3.3 PK

5.3.3.3.1

An Open-Label, Three-Cohort, Single-Dose
Study to Evaluate the Pharmacokinetics of
an Immediate-Release (IR) Capsule of
CG5503 in Subjects With Varying Degrees
of Impaired Hepatic Function (Mild or
Moderate) Compared With Subjects With
Normal Hepatic Function

( ) R333133-PAI-1002;
HP5503/16

5.3.3.3.2

An Open-Label, Parallel Group, Single-Dose
Study to Evaluate the Pharmacokinetics of
an Immediate-Release (IR) Capsule of
CG5503 in Subjects With Varying Degrees
of Impaired Renal Function (Mild,
Moderate, or Severe) Compared With
Subjects With Normal Renal Function

( ) R333133-PAI-1006;
HP5503/15
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5.3.3.3.3

An Open-Label, Single-Dose Study to
Evaluate the Pharmacokinetics of CG5503
Immediate-Release Capsule in Healthy
Elderly and Young Subjects ( ) R333133-PAI-1019;

HP5503/30

   5.3.3.4 PK

5.3.3.4.1

A Single-Dose Study to Evaluate the Effect
of Food on the Pharmacokinetics of a
Tamper-Resistant Prolonged-Release 100-
mg Tablet Formulation of Tapentadol in
Healthy Male Japanese Subjects

( ) R333133-PAI-1052;
HP5503/51

5.3.3.4.2

A Randomized, Open-Label, 2-Part, Single-
Dose, 2-Way Crossover Study to Evaluate
the Effect of Alcoholic Beverage Intake on
the Tapentadol Pharmacokinetic Behavior
After Concomitant Administration of
Tapentadol Extended-Release Tablets in
Healthy Men and Women

( )
R333133-PAI-1028;

HP5503/44

5.3.3.4.3

Evaluation of the safety, tolerability and
pharmacokinetics of a 100 mg tapentadol
tamper-resistant prolonged-release tablet
when the formulation is subjected to
mastication compared to a 100 mg
tapentadol IR tablet swallowed intact in a
population of healthy subjects

( )

R331333-PAI-1047;
HP5503/62
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5.3.3.4.4

An Open-Label, Two-Way-Crossover, Drug-
Interaction Study to Determine the Effect of
Metoclopramide on the Pharmacokinetics of
an Immediate-Release Capsule of CG5503 in
Healthy Subjects

J&JPRD Clinical
Pharmacology

Unit
( R333133-PAI-1008;

HP5503/19

5.3.3.4.5

An Open-Label, Two-Way Crossover, Drug-
Interaction Study to Determine the Effect of
Omeprazole on the Pharmacokinetics of an
Immediate-Release Capsule of CG5503 in
Healthy Subjects

J&JPRD Clinical
Pharmacology

Unit
( R333133-PAI-1009;

HP5503/20

5.3.3.4.6

An Open-label, Two-Way Crossover, Drug
Interaction Study to Determine the Effect of
Probenecid on the Pharmacokinetics of an
Immediate-Release Capsule of CG5503 in
Healthy Subjects

( ) R333133-PAI-1010;
HP5503/21

5.3.3.4.7

An Open-Label, Three-Way-Crossover,
Drug-Interaction Study to Determine the
Effect of Naproxen and Acetylsalicylic Acid
on the Pharmacokinetics of an Immediate-
Release Capsule of CG5503 in Healthy
Subjects

( ) R333133-PAI-1011;
HP5503/22

5.3.3.4.8

An Open-Label, Two-Way-Crossover, Drug-
Interaction Study to Determine the Effect of
Acetaminophen on the Pharmacokinetics of
an Immediate Release Capsule of CG5503 in
Healthy Subjects

J&JPRD Clinical
Pharmacology

Unit
( R333133-PAI-1013;

HP5503/23
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   5.3.3.5 PK

5.3.3.5.1

Population Pharmacokinetics of Tapentadol in
Healthy Japanese and Korean Subjects and
Japanese and Korean Subjects with Moderate
to Severe Chronic Malignant Tumor-
Related Cancer Pain after the Administration
of Tapentadol Extended Release (Tamper-
Resistant Formulation) Tablets

  5.3.4 PD
   5.3.4.1 PD PK/PD

5.3.4.1.1

A Single-Center, Double-Blind,
Randomized, Placebo- and Positive-
Controlled Four-Way Crossover Study to
Evaluate Electrocardiogram Parameters in
Healthy Men and Women Receiving
Multiple Dosing of an Immediate-Release
Formulation of CG5503 (Tapentadol HCl) at
Therapeutic and Supratherapeutic Doses

( ) R333133-PAI-1018;
HP5503/25

5.3.4.1.2

Investigation of the effect on the QT/QTc
interval after multiple dose oral
administration (100 and 200 mg bid) of
CG5503 PR in a randomised, double-blind,
double-dummy placebo- and moxifloxacin-
controlled 4-way cross-over phase I study in
48 healthy male and female volunteers

( HP5503/10
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5.3.4.1.3

Investigation of the effect on orocaecal
transit time of 50 and 100 mg of CG5503
after single oral administration. A
randomised, double-blind, placebo- and
morphine-controlled, 4-way cross-over phase
I study in 24 healthy male volunteers

( HP5503/09

5.3.4.1.4

A Single-Center, Single-Dose, Double-Blind,
Double-Dummy, Placebo-Controlled,
Randomized Cross-Over Study to Evaluate
the Abuse Potential of Three Doses of
CG5503 Compared to Immediate-Release
Hydromorphone in Opiate-Experienced Non-
Dependent Subjects

( R333133-PAI-1007;
HP5503/14

   5.3.4.2 PD PK/PD

  5.3.5
   5.3.5.1

5.3.5.1.1

A Randomized, Double-Blind, Active-
Controlled, Optimal Dose-Titration,
Multicenter Study to Evaluate the Safety and
Efficacy of Oral JNS024 Extended-Release
(ER) in Japanese and Korean Subjects with
Moderate to Severe Chronic Malignant Tumor-
Related Cancer Pain

2010/08/25-
2012/08/16

JNS024ER-KAJ-C02

5.3.5.1.2

A Randomized, Open-Label, Parallel-Arm,
Optimal Dose-Titration, Multicenter Study to
Evaluate the Safety and Efficacy of Oral
JNS024 Extended-Release (ER) in Japanese
Subjects Treated With Around-the-Clock
Opioid Analgesics for Their Moderate to
Severe Chronic Malignant Tumor-Related
Cancer Pain

2010/08/23-
2012/01/17

JNS024ER-JPN-C03
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5.3.5.1.3

A randomized withdrawal, active- and placebo-
controlled, double-blind, multi-center Phase III
trial assessing safety and efficacy of oral
tapentadol PR in subjects with moderate to
severe chronic malignant tumor-related pain.

2007/06/13-
2012/06/04 16

R331333-PAI-3013
(KF5503/15)

5.3.5.1.4

A randomized withdrawal, active- and placebo-
controlled, double-blind, multi-center Phase III
trial assessing safety and efficacy of oral
tapentadol PR in subjects with moderate to
severe chronic malignant tumor-related pain

2007/06/29-
2009/02/02 6

R331333-PAI-3014
(KF5503/16)

   5.3.5.2

5.3.5.2.1 JNS024PR II 2008/11/10-
2009/07/24

JNS024PR-JPN-C01
   5.3.5.3

5.3.5.3.1

Development of the figures for the comparison
of the pharmacokinetics of tapentadol
administerated as TRF tablets in Japanese,
Korean and non-Japanese healthy subjects

5.3.5.3.2 II/III III
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5.3.5.3.3 II/III

5.3.5.3.4 II

   5.3.5.4

5.3.5.4.1

A Randomized, Double-Blind, Multicenter, 2-
Period, Crossover Study to Establish the Dose
Equivalence and Direct Conversion Between
Immediate-Release (IR) and Extended-Release
(ER) Tapentadol in Subjects With Moderate-
to-Severe, Chronic Low Back Pain

2007/12/10-
2008/05/01 R331333-PAI-3019

(KF5503/39)

5.3.5.4.2 CTD JPN-C01 KAJ-C02 JPN-
C03

  5.3.6

5.3.6.1 Periodic Safety Update Report-NO. 1 FOR
TAPENTADOL

2010/08/10-
2010/11/20

5.3.6.2 Periodic Safety Update Report-NO. 2 FOR
TAPENTADOL

2010/11/21-
2011/05/20

5.3.6.3 Periodic Safety Update Report-NO. 3 FOR
TAPENTADOL

2011/05/21-
2011/11/20

5.3.6.4 Periodic Safety Update Report-NO. 4 FOR
TAPENTADOL

2011/11/21-
2012/05/20

5.3.6.5 2008/11/20-
2012/05/20
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5.3.6.6 Periodic Safety Update Report-NO. 5 FOR
TAPENTADOL

2012/05/21-
2013/05/20

  5.3.7
   5.3.7.1

5.3.7.1.1

5.3.5.1.1
 2010/08/25-

2012/08/16
JNS024ER-KAJ-C02

5.3.7.1.2

5.3.5.1.2
 2010/08/23-

2012/01/17
JNS024ER-JPN-C03

5.3.7.1.3

5.3.5.2.1
 2008/11/10-

2009/07/24
JNS024PR-JPN-C01

   5.3.7.2

5.3.7.2.1 5.3.5.1.1
 

2010/08/25-
2012/08/16

JNS024ER-KAJ-C02

5.3.7.2.2 5.3.5.1.2
 

2010/08/23-
2012/01/17

JNS024ER-JPN-C03
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5.3.7.2.3 5.3.5.2.1
 

2008/11/10-
2009/07/24

JNS024PR-JPN-C01
   5.3.7.3

5.3.7.3.1
5.3.5.1.1

 
2010/08/25-
2012/08/16

JNS024ER-KAJ-C02

5.3.7.3.2
5.3.5.1.2

 
2010/08/23-
2012/01/17

JNS024ER-JPN-C03

5.3.7.3.3
5.3.5.2.1

 
2008/11/10-
2009/07/24

JNS024PR-JPN-C01
   5.3.7.4

5.3.7.4.1
5.3.5.1.1

 
2010/08/25-
2012/08/16

JNS024ER-KAJ-C02

5.3.7.4.2
5.3.5.1.2

 
2010/08/23-
2012/01/17

JNS024ER-JPN-C03

5.3.7.4.3
5.3.5.2.1

 
2008/11/10-
2009/07/24

JNS024PR-JPN-C01
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   5.3.7.5

5.3.7.5.1
5.3.5.1.1

 
2010/08/25-
2012/08/16

JNS024ER-KAJ-C02

5.3.7.5.2
5.3.5.1.2

 
2010/08/23-
2012/01/17

JNS024ER-JPN-C03

5.3.7.5.3
5.3.5.2.1

 
2008/11/10-
2009/07/24

JNS024PR-JPN-C01
 5.4

5.4.1
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