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EXECUTIVE SUMMARY

The first Development Safety Report covers the period from May 01, 2014 – April 30, 2015. This second DSUR additionally covers the period from May 01, 2015 – April 30, 2017. The monocentric investigator-initiated clinical trial started in Innsbruck, Austria, May 01, 2014 and ended April 30, 2017.

Since this was an investigator-initiated trial, a simplified document was prepared, based on the headings of the guidance ICH E2F. Only relevant and available information was included in this DSUR according to the Clinical Trial Facilitation Group (CTFG) Frequently Asked Questions (FAQ) document, Chapter 3.3.

The investigational drug we study was Ropivacaine 2 mg/ml, a membrane stabilizing local anesthetic agent, that inhibits sodium influx through voltage-gated sodium channels in neuronal cell membranes (ATC code: N01B B09).

The investigational drug is approved in Austria by GebroPharma GmbH; the Marketing Authorization number is 1-30926.

The indications for Ropivacaine 0.2% are:
· Local anesthesia in adults, adolescents and children over 12 years of age
· Continuous epidural infusion or single shot application in postoperative analgesia and during labour in obstetrics
· Field blocks
· Continuous infusion or single shot application in peripheral nerve blocks, e.g. for postoperative pain therapy
· Single shot or continuous peripheral nerve blocks in children from 1 – 12 years of age
· Intra- and postoperative analgesia in newborn, little children and children up to 12 years of age
· Caudal epidural anesthesia
· Continuous epidural anesthesia

The main side effects and risks of Ropivacaine 0.2% are cardiac and central nervous toxicity, methemoglobinemia (depending on cumulative exposure of more than 1200 mg/ 24 hours) and allergic reactions. 

In our study, Ropivacaine 2 mg/ml was used for continuous wound infiltration of 2 ml/hour over 24 hours for postoperative analgesia compared to placebo infiltration after hallux valgus surgery in 50 patients in a prospective, randomized, double-blind and placebo-controlled study. The cumulative exposure of clinical trial subjects was estimated 100 mg (50 ml) of Ropivacaine 0.2% over 24 hours at maximum.

Overall, Ropivacaine 0.2% has been well-tolerated. The main safety concerns identified by the manufacturer - cardiac and central nervous toxicity, methemoglobinemia and allergic reactions - have not been observed in our study.

There were no deaths in this reporting period, but four drop-outs related to severe adverse events. These included a subject who had a fracture of the first metatarsal bone and required surgical revision, a subject who developed a wound dehiscence that required surgical revision, a subject with obstruction of wound catheter by suture who required operative revision for catheter removal, and another subject who was revised due to a rupture of flexor hallucis tendon. These serious adverse events were considered by the Data Monitoring Committee (DMC) to be unrelated to Ropivacaine 0.2% or wound catheter placement.

One drop-out was related to an adverse reaction (local dysesthesia), which resolved uneventfully after catheter removal. Furthermore, the study could not be completed in 6 patients due to catheter dislocation within 24 hours after surgery (5 cases) and due to the intraoperative decision to change operative procedure into an arthrodesis of the metatarsophalangeal joint (1 case).

As the SAEs were due to a surgical complication, we did not consider a change of study setup. The risks remained consistent with the safety concerns identified by the manufacturer, and we concluded that the information obtained in this reporting period justifies continuation of the study without changes in the protocol and informed consent form. 

In conclusion, there were no changes to the overall safety assessment for Ropivacaine 0.2% during this study period. The risk/benefit evaluations of the IMP remained unaltered. There have been no newly identified safety concerns.
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1. [bookmark: _Toc480666243]Introduction

The first Development Safety Report covers the period from May 01, 2014 – April 30, 2015. This second DSUR additionally covers the period from May 01, 2015 – April 30, 2017. The monocentric investigator-initiated clinical trial started in Innsbruck, Austria, May 01, 2014, and this is the International Birth Date (IBD), and ended April 30, 2017.

Since this is an investigator-initiated trial, a simplified document was prepared, which is based on the headings of the guidance ICH E2F. Only relevant and available information was included in this DSUR according to the Clinical Trial Facilitation Group (CTFG) Frequently Asked Questions (FAQ) document, Chapter 3.3.

The investigational drug we studied was Ropivacaine 2 mg/ml, a membrane stabilizing local anesthetic agent, that inhibits sodium influx through voltage-gated sodium channels in neuronal cell membranes (ATC code: N01B B09).

The indications for Ropivacaine 0.2% are:
· Local anesthesia in adults, adolescents and children over 12 years of age
· Continuous epidural infusion or single shot application in postoperative analgesia and during labour in obstetrics
· Field blocks
· Continuous infusion or single shot application in peripheral nerve blocks, e.g. for postoperative pain therapy
· Single shot or continuous peripheral nerve blocks in children from 1 – 12 years of age
· Intra- and postoperative analgesia in newborn, little children and children up to 12 years of age
· Caudal epidural anesthesia
· Continuous epidural anesthesia

In our study „Continuous Wound Infiltration after Hallux Valgus Surgery“ (study-ID: AGES: INS-621000-0599; EudraCT: 2013-0055106-64; Ethics Committee: AN-2014-0034), 50 ml of a Ropivacaine concentration of 2 mg/ml was used for continuous wound infiltration of 2 ml/hour over 24 hours for postoperative analgesia after hallux valgus surgery.

Inclusion criteria:
· All Patients undergoing a distal metatarsal osteotomy (only Chevron or Scarf) and lateral release of the adductor hallucis muscle with/without concomitant osteotomy of the proximal phalanx of the greater toe (Akin) for idiopathic hallux valgus deformity

Exclusion criteria:
· Hallux valgus surgery other than mentioned above or concomitant other surgical procedures
· Denial to participate and give informed consent
· Patients with neurological disorders that effect the sensory-motor function
· Patients with any short-term (1 month) previous surgery on affected lower extremity
· Allergies or other comorbidity that prohibits standardized pain regimen (e.g. renal insufficiency, severe cardiac or liver impairment, uncontrolled asthma, history of peptic ulcers)
· Patients unwilling to undergo surgery without general anesthesia.

The aim of this study was to investigate the effect of continuous wound infiltration with long-lasting local anesthetics compared to standard pain management after elective distal metatarsal osteotomy for postoperative analgesia.



2. [bookmark: _Toc480666244]Worldwide marketing approval status

Ropivacaine is approved in Austria by GebroPharma GmbH; the Marketing Authorisation number is 1-30926. Approval was renewed on November 30, 2011 for Ropivacaine concentrations of 2 mg/ml, 5 mg/ml, 7,5 mg/ml and 10 mg/ml.



3. [bookmark: _Toc480666245]Actions Taken in the Reported Period for Safety Reasons

Overall, Ropivacaine 0.2% was well-tolerated. The main safety concerns identified by the manufacturer - cardiac and central nervous toxicity, methemoglobinemia and allergic reactions - have not been observed in our study. The 4 observed serious adverse events were considered by the Data Monitoring Committee (DMC) to be unrelated to Ropivacaine 0.2%. Therefore, we conclude that the information obtained in this reporting period justified continuation of the study without changes in the protocol and informed consent form. 



4. [bookmark: _Toc480666246]Changes to reference safety information

There was no evidence that would require changes in Supplementary Protection Certificate (SmPC) of Ropivacaine 0.2%.



5. [bookmark: _Toc480666247]Inventory of clinical trials ongoing and completed during the reported period

This DSUR covers a single study: „Continuous Wound Infiltration after Hallux Valgus Surgery” (CWI-HVS; Appendix 1). 
Study-IDs are:
· AGES: INS-621000-0599
· EudraCT: 2013-0055106-64
· Ethics Committee Innsbruck: AN-2014-0034.

CWI-HVS was an investigator-initiated, prospective, randomized, double-blind, placebo-controlled study. The primary objective of this Phase IV study was to assess the effect and risks of Ropivacaine 2 mg/ml for continuous wound infiltration of 2 ml/hour over 24 hours for postoperative analgesia compared to placebo infiltration after hallux valgus surgery. CWI-HVS was being conducted at a single site (Dept. for Orthopedic Surgery, Medical University of Innsbruck, Austria).

We enrolled 50 patients undergoing a distal metatarsal osteotomy (only Chevron or Scarf) and lateral release of the adductor hallucis muscle with/without concomitant osteotomy of the proximal phalanx of the greater toe (Akin) for idiopathic hallux valgus deformity.

These patients were randomized to one of the following two groups:
· In the treatment group (25 patients), Ropivacaine 0.2% (2 mg/ml) as investigational drug was administered 2 ml/hour by continuous wound infiltration over 24 hours.

· In the control group (25 patients), saline 0.9% (9 mg/ml) was administered 2 ml/hour by continuous wound infiltration over 24 hours.

Study status:
The first visit for the first patient (FVFP) was May 18, 2014. Until April 30, 2017, 50 subjects were enrolled. We observed 1 serious adverse reaction and 4 serious adverse events in the study period that required exclusion of the subject from the study. Furthermore, the study could not be completed in 6 patients due to catheter dislocation within 24 hours after surgery (5 cases) and due to the intraoperative decision to change operative procedure into an arthrodesis of the metatarsophalangeal joint (1 case). Thus, 39 patients could be evaluated and 11 subjects had to be excluded. The last visit for the last patient (LPLV) was April 30, 2017.



6. [bookmark: _Toc480666248]Estimated cumulative exposure

The study remained blinded until LPLV, and the numbers of subjects exposed were based on the randomization scheme. The cumulative exposure of clinical trial subjects in the treatment group was 100 mg (50 ml) of Ropivacaine 0.2% over 24 hours at maximum. Demographic data by treatment group is presented in Table 1.



7. [bookmark: _Toc480666249]Data in line listings and summary tabulations

Relevant safety data are presented using interval line listings and cumulative summary tabulations in Appendices 2 and 3, respectively.

The Adverse Reaction (AR) in the study period is presented here as narrative:
· AR 1: In patient # 31 (age 59, female, treatment group) local paraesthesia of the treated foot occurred during application of the study medication (Ropivacaine) and disappeared uneventfully one hour after removal of the catheter. No neurological sequels were observed in patient’s further follow-up. 

No Serious Adverse Reactions (SARs) were observed in the study period.

The four Serious Adverse Events (SAEs) in the study period are presented here as narratives:

· SAE 1: In patient # 9 (age 50, female, treatment group) a fracture of the first metatarsal bone required surgical revision on Sept. 16, 2014, 7 days after hallux valgus surgery (and administration of the investigational drug).  The patient was dismissed from the hospital after 4 days and has recovered meanwhile. The outcome is favorable.  As the SAE was due to a surgical complication, we did not consider a change of study setup.

· SAE 2: In patient # 25 (age 18, female, placebo group) a wound dehiscence required surgical revision 14 days after hallux valgus surgery (and administration of the investigational drug). She was dismissed from the hospital after 4 days. The outcome is favorable.

· SAE 3: In patient # 36 (age 48, female, placebo group) obstruction of wound catheter by suture caused operative revision for catheter removal the day after surgery (February 16, 2016). She was dismissed from the hospital after 4 days without any signs of wound infection. The outcome is favorable.

· SAE 4: In patient # 39 (age 33, female, placebo group) a revision due to rupture of flexor hallucis tendon had to be performed 5 weeks postoperatively (May 05, 2016). She recovered uneventfully. As the SAE was due to a surgical complication, we did not consider a change of study setup.

No additional actions were taken on the basis of these SAEs.



8. [bookmark: _Toc480666250]Significant findings from clinical trials during the reporting period

Not applicable. To our knowledge, CWI-HVS is the only trial in this IND, and the only study covered by this DSUR, it is a monotherapy. No long-term data is available.
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10. [bookmark: _Toc480666252]Overall safety assessment

At present, there is no evidence of potentials risks and side effects due to the investigational drug administered in the proposed way.


Evaluation of Risks
Overall, Ropivacaine 0.2% was well-tolerated in our study. The main safety concerns identified by the manufacturer - cardiac and central nervous toxicity, methemoglobinemia and allergic reactions - have not been observed in our study. Perhaps this is because these toxicities appear to be dose-related (primarily at cumulative exposure of more than 1200 mg / 24 hours), and the highest dose administered in our study was 100 mg / 24 hours.

There were no deaths in this reporting period, but 4 drop-outs related to severe adverse events. These serious adverse events were considered by the Data Monitoring Committee (DMC) to be unrelated to Ropivacaine 0.2%.


Benefit-Risk Considerations
At the present stage, the risk of Ropivacaine 0.2% seems acceptable in light of its potential benefit (amelioration of pain after hallux valgus surgery).


Summary of Important Risks
The main safety concerns identified by the manufacturer - cardiac and central nervous toxicity, methemoglobinemia and allergic reactions - have not been observed in our study. 



11. [bookmark: _Toc480666253]Conclusions

Continuous wound infiltration with Ropivacaine 0.2% seems to be an appropriate method of postoperative analgesia after hallux valgus surgery. Addition of continuous wound infiltration to standard oral pain medication was effective in terms of postoperative pain and narcotic consumption.

At present, there is no evidence of potentials risks and side effects due to the investigational drug administered in the proposed way. Risk/benefit evaluations of the IMP remain unaltered. There have been no newly identified safety concerns.

We conclude that the information obtained in the study period justifies continuation of continuous wound infiltration use of Ropivacaine 0.2%.
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12. [bookmark: _Toc480666254]Appendices

Appendix 1) Status of Ongoing and Completed Clinical Trials

	Study ID
	Phase
	Country
	Study Title
	Study Design
	Dosing regimen
	Study population
	Start date  (FVFP)
	Planned enrollment
	Subject exposure

	CWI-HVS
	4
	Austria
	Continuous Wound Infiltration after Hallux Valgus Surgery
	investigator-initiated, prospective, randomized, double-blind, placebo-controlled
	Ropivacaine 2 mg/ml for continuous wound infiltration of 2 ml/hour over 24 hours
	Patients undergoing a distal metatarsal osteotomy (only Chevron or Scarf) and lateral release of the adductor hallucis muscle with/without concomitant osteotomy of the proximal phalanx of the greater toe (Akin) for idiopathic hallux valgus deformity
	May 18, 2014
	50
	50





Appendix 2) Interval Line Listings of Serious Adverse Reactions (SARs)

	Study ID /
EudraCT number
	Case-ID /
Subject
number
	Country /
Gender /
Age
	SARs
	Outcome
	Date of onset /
Time to onset

	Suspect Drug
	Daily dose /
Route
Formulation
	Dates of treatment /
Treatment
duration
	Comments

	-
	-
	-
	-
	-
	-
	-
	-
	-
	-






Appendix 3) Cumulative Tabulations of Serious Adverse Events (SAEs)

	System Organ Class (MedDRA)
	
	
	

	Preferred term (MedDRA)

	Ropivacaine 0,2%
	Placebo
	Blinded

	Injury, Poisoning And Procedural Complications 
  Gebrochener Mittelfussknochen (MedDRA Code: 10017298)
  Wundinfektion (MedDRA Code: 10048038)
  Eingriffsbedingte nicht lokalisationsspezifische Komplikationen (MedDRA Code: 10029559)
  Nicht-traumatischer Riss sonstiger Sehnen von Fuss und Knoechel (MedDRA Code: 10029740)
	
1
	

1
1
1
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