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TITLE OF THE STUDY: An open-label, extended, follow-on study for subjects with severe chronic low back pain or 
chronic severe pain due to osteoarthritis of the knee who have completed any of the previous phase IIIb clinical trials of 
tapentadol hydrochloride KF5503/42, KF5503/43, KF5503/44 or KF5503/45. 
INVESTIGATORS: 
Investigators and centres: A total of 17 Spanish investigators participated in the study. A full listing is included in the 
Appendices. 
Studied period: 600 days (patient with the longest follow-up) 
First patient included on: 23 December 2009 
Last patient completed on: 14 December 2011 

Phase of development: IIIb 

STUDY OBJECTIVES: 
Primary objective: 

To offer treatment with tapentadol hydrochloride to subjects who have completed the KF5503/42, KF5503/43, 
KF5503/44 or KF5503/45 clinical trials and may benefit from continued analgesia with tapentadol hydrochloride. 

Secondary objectives: 
• To evaluate the long-term effectiveness, tolerability and safety of prolonged treatment with tapentadol hydrochlo-

ride in subjects with chronic severe low back pain or pain caused by osteoarthritis of the knee coming from pro-
tocols KF5503/42, KF5503/44, KF5503/43 and KF5503/45. 

• To evaluate the long-term WHO Step I analgesics and/or co-analgesics sparing effect of tapentadol hydrochlo-
ride in subjects who previously have reduced or stopped these drugs during Substudy A of the preceding trials. 

STUDY DESIGN: 
This was a multicenter, open-label, long-term, extension clinical trial carried out in Spain. Patients came from four 
international phase IIIb clinical trials, hereinafter referred as ‘preceding trials’. 
The first assessment was done the same day of the Visit 12 of the preceding trial. Participating patients continued to 
receive the Investigational Medicinal Product (tapentadol hydrochloride PR) at the same dose than in the preceding 
trial for a period of up to 88 weeks. The study included an initial 4-week transition period, in which the Investigator 
performed weekly telephone calls to patients and one visit at Week 4. This period was followed by 84 weeks of 
continued treatment with tapentadol hydrochloride PR with eventual dose modifications. During this period, follow-up 
visits were performed quarterly. Individual appointments for interim visits were made when the dose of tapentadol 
hydrochloride PR had to be re-titrated. 
The primary purpose of this study was to provide continuous open label treatment to subjects benefiting from 
tapentadol hydrochloride PR who complete the phase IIIb trials of this drug. In such studies, the analgesic regimen was 
optimized by up-titrating tapentadol hydrochloride PR and tapering WHO Step 1 analgesics and co-analgesics. In 
consequence, it was assumed that most patients entering this Extension clinical trial would continue with the dose of 
tapentadol hydrochloride with which they completed the preceding trial. Nevertheless, under certain circumstances, 
such doses could be increased during this extension study. The modifications of the doses of concomitant analgesics 
and co-analgesics were discouraged and the Investigators were instructed to not compromise pain relief or the stability 
of the tapentadol hydrochloride dose because of the modification of concomitant analgesics. Such recommendations 
aimed to ensure that only those patients getting continued benefit from tapentadol hydrochloride PR remained in this 
extension study, which, in turn, would permit testing the secondary objectives of evaluating the long-term effectiveness 
and tolerability of prolonged treatment with tapentadol hydrochloride PR at a stable dose. 
PLANNED TOTAL SAMPLE SIZE: 
The primary objective of this study did not entail statistical inferences and, therefore, the statistical power was not 
defined beforehand. The sample size was determined by the number of eligible patients who completed any of the 
preceding trials. 
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SELECTION CRITERIA: 
Key inclusion criteria (see the complete set within this document): 

• Subjects who have completed the Continuation Period (Weeks 9 to 12) of the preceding trials KF5503/42, 
KF5503/43, KF5503/44 or KF5503/45 without any known major protocol violation at the time of completion. 

• Patients who met the minimum target of titration during the preceding trial and who continue meeting it at the 
Baseline Visit of the Extension clinical trial. 

• Patients who, in the opinion of the Investigator, would benefit from continued treatment with tapentadol 
hydrochloride PR for chronic severe low back pain (protocols KF5503/44 and KF5503/45) or chronic severe 
pain due to osteoarthritis of the knee (protocols KF5503/42 and KF5503/43). 

• Signed and dated written informed consent to participate 
Key exclusion criteria: 

• Known history of, or laboratory values reflecting severe renal impairment or known history of moderately or 
severely impaired hepatic function. 

• History of, or active hepatitis B or C, or history of HIV infection within the past 3 months. 
• History of seizure disorder or epilepsy. 
• Any of the following within 1 year: mild/moderate traumatic brain injury, stroke, transient ischemic attack, or 

brain neoplasm. Severe traumatic brain injury within 15 years or residual sequelae suggesting transient 
changes in consciousness. 

• Pregnant or breast-feeding. 
• History of allergy to, hypersensitivity to, or contraindications related to tapentadol hydrochloride. 
• Use of monoamine oxidase inhibitors. 
• Non-stable dosing of selective serotonin reuptake inhibitors. 
• Premature discontinuation of tapentadol hydrochloride in the preceding trial for any reason. 

CRITERIA FOR EVALUATION: 
Effectiveness and quality of life endpoints: 

• Average pain intensity score on a 11-point NRS-3 at each visit. 
• Patient Global Impression of Change (PGIC) and Clinician’s Global Impression of Change (CGIC). 
• Sleep Evaluation Questionnaire (SQ) items. 
• Subject’s satisfaction with treatment. 
• EuroQol-5 Dimensions (EQ-5D) scores. 
• Short Form 36® Health Survey (SF-36®) scores. 
• Requirement for any tapentadol hydrochloride PR dose increase. 
• Possibility to reduce the dose of concomitant WHO Step I analgesics or co-analgesics. 
• Western Ontario McMaster Questionnaire (WOMAC) scores (patients coming from KF5503/42 and KF5503/43 

studies. 
• Average pain intensity score on a 11-point NRS-3 for pain radiating towards or into the leg (for patients from 

the KF5503/44 and KF5503/45 studies with neuropathic pain component). 
• SF-MPQ (idem). 
• NPSI (idem). 

Safety and tolerability endpoints: 
• Cumulative incidence of adverse events and adverse drug reactions during the Extension clinical trial. 
• Association of adverse events to concomitant analgesic treatment and their relationship to tapentadol 

hydrochloride PR as judged by the Investigator. 
• Vital signs. 
• Clinical laboratory values. 
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