CENTER FOR DRUG EVALUATION AND
RESEARCH
APPLICATION NUMBER:

206544Orig1s000
SUMMARY REVIEW

Safety Evaluation of Pharmaceutical Excipients describes the recommended testing for novel
excipients but also that it is acceptable to evaluate the excipients in the context of use on a caseby-case basis and that there may be a basis for exceptions from the standard approach regarding
permitting completion of the evaluation conducted post-marketing. While Morphabond does
not represent a lifesaving therapy, it is indicated for a serious medical condition, and as a novel
abuse-deterrent formulation, offers additional benefit from a public health perspective.
To complete the safety assessment of
the following studies will be issued as postmarketing requirements. If the Applicant is able to obtain additional information about the
(b) (4)
(b) (4)
safety of
, its metabolic pathway, or the data underlying the safety of
, some
or all of the studies may not be necessary.
(b) (4)

1. Conduct a 9-month repeat-dose oral toxicology study in the nonrodent model
(b) (4)
characterizing the toxicological potential of
.
2. Conduct a 6-month repeat-dose oral toxicology study in the rodent model characterizing
(b) (4)
the toxicological potential of
3. Conduct a fertility and early embryonic development study in both male and female rats
(b) (4)
with
•

Conduct an embryofetal development study for

(b) (4)

in the rat model.

•

Conduct an embryofetal development study for

(b) (4)

in the rabbit model.

•

Conduct a pre- and post-natal development study for

•

Conduct a 2-year oral rodent carcinogenicity assessment of

(b) (4)

in the rat model.
(b) (4)

.

If the results of these studies or if additional information demonstrate that there is a safety
(b) (4)
concern associated with
, several options are available including adding information
to the labeling and limiting the dose range. In the event that a serious safety concern arises, the
overall risk and benefit of the product will be re-evaluated and additional actions taken if
warranted.

5.

Clinical Pharmacology/Biopharmaceutics

The required clinical pharmacology studies and the approach for bridging all of the proposed
strengths of Morphabond to MS Contin were discussed with the Applicant throughout the
development program. The Applicant submitted pharmacokinetic studies comparing
Morphabond and MS Contin at each of the 15 mg, 30 mg, and 100 mg strengths and requested a
biowaiver for the 60 mg strength. In addition, data from a food-effect study and a multiple-dose
PK study were also submitted.
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Bioequivalence was demonstrated for the 100 mg strength of Morphabond and MS Contin in a
fasted, single-dose study and in a five-day multiple-dose study. In separate fasted, single-dose
studies, compared with the 15 mg and 30 mg strengths of MS Contin, the total exposure to
morphine from the 15 mg and 30 mg strengths of Morphabond met bioequivalence criteria.
However, the Cmax was lower with the ratios of 87.4 and 80.7, for the 15 mg and 30 mg of
Morphabond compared to MS Contin, respectively, with lower limits of the confidence interval
of 79.08%, and 76.24%, respectively, missing the minimum criterion of 80%.
In a food-effect study of Morphabond 100 mg tablets administered after a high-fat breakfast in
naltrexone-blocked subjects, the Cmax was approximately 33% higher and the median Tmax
was 0.5 hours longer when compared with the fasted state. There was no change in overall
extent of morphine bioavailability, with the geometric 90% CI for both morphine AUC0-t and
AUC0-∞ falling within the range of 80% to 125%. Therefore, Morphabond can be dosed without
regard to food.
The effect of alcohol on the release of morphine from Morphabond was evaluated in an in vitro
alcohol interaction study. As noted in the biopharmaceutics review, there was no evidence of
dose-dumping in the presence of alcohol, and no in vivo alcohol interaction study was conducted
or required.
The pharmacokinetic profiles of Morphabond and MS Contin were evaluated in a human abuse
liability study following crushing and intranasal administration as part of the evaluation of the
abuse-deterrent properties. This study is described and discussed in the section on abusedeterrent properties below.
As noted in Dr. Jiang’s clinical review, the basis for a biowaiver for the 60 mg strength was
discussed with the Applicant at a type C meeting on April 10, 2014. The following reasons
formed the basis for agreement that the biowaiver request would be reasonable:
1. The 60 mg strength and 100 mg strength product have the same dosage form.
2. There appear to be acceptable bioavailability and bioequivalence data for the 100 mg
strength.
3. The 60 mg strength product is
the 100 mg strength product.

(b) (4)

(b) (4)

(b) (4)

to

4. Dissolution profile comparisons between the 60 and 100 mg strengths in three different
media meet the f2 similarity requirements.
The following is taken directly from the biopharmaceutics review by Dr. Chen:
The Biopharmaceutics review is focused on the evaluation and acceptability of the
dissolution method development report, comparative dissolution profile data, proposed
dissolution method and acceptance criteria, biowaiver request, and the in vitro alcohol dosedumping study results.
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Granting the biowaiver for 60 mg strength is pending successful demonstration of BE in vivo
and similar in vitro dissolution profile comparison (f2 value >50) between Morphine ARER
ER tablets (Test) and the MS Contin tablets (RLD) for both the 100 mg and 15 mg strengths.
Reviewer’s Comments:
1. The dissolution method development in accompany with the formulation development
and the in vitro alcohol dose-dumping study were reviewed and found acceptable.
2. The Applicant accepted the Agency’s 04/29/15 recommendation for dissolution
acceptance criteria and submitted the updated Specification (M32P51) and other related
sections to the Agency.
3. Per discussions with the Clinpharm reviewer, based on the Agency’s BE acceptance
criteria, the highest strength 100 mg did demonstrate BE between the Morphine ARER
and MS Contin, however, the lowest strength 15 mg missed slightly the lower boundary
of BE assessment when compared to MS Contin 15 mg. Additional BE analysis by
Clinpharm reviewer is needed and/or Medical Division will make final decision on the
acceptance of both BE studies. Therefore, granting the biowaiver for the 60 mg tablet
strength is therefore pending the Clinpharm and/or Medical Division’s final decision.
RECOMMENDATION
From the Biopharmaceutics perspectives, the recommendation for this NDA is pending final
decision on the acceptance of the two BE studies by Clinpharm and/or Medical Division.

The pharmacokinetic profile of Morphabond is sufficiently similar to MS Contin to rely on the
clinical safety and efficacy findings from MS Contin for the proposed indication. Morphabond
met bioequivalence criteria when compared to MS Contin for the 100 mg strength, and met
bioequivalence criteria for the total exposure of the 15 mg and 30 mg strengths, with a small
difference in Tmax. The Cmax for the 15 and 30 mg strengths of Morphabond was slightly
below the 80% lower limit of the confidence interval when compared to MS Contin. The
slightly lower Cmax with the 15 and 30 mg strengths is not expected to have an effect on
efficacy as Morphabond is dosed on an around-the-clock basis resulting in steady-state morphine
levels. One of the benefits of extended-release opioid analgesics over immediate-release opioid
analgesics is that the former typically have a lower Cmax and a higher Cmin, representing less
variability in morphine exposure over time, which may reduce adverse effects associated with
the peak level and avoid a reduction in efficacy at the trough level. As the dissolution method
(b) (4)
and data appear acceptable, the 60 mg strength and 100 mg strength are
(b) (4)
, and based on the relative bioavailability studies for the 15, 30 and 100 mg
strengths, there is no need for any addition pharmacokinetic studies to support the 60 mg
strength. I concur with the conclusions reached by the clinical pharmacology reviewer that there
are no outstanding clinical pharmacology issues that preclude approval.

6. Clinical Microbiology
N/A
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(b) (4)

Study M-ARER-002 was a single-center, randomized, double-blind, double-dummy, placebocontrolled, single-dose, 4-way crossover study. The qualification phase required subjects to be
able to distinguish the effects of a 30 mg test dose of morphine sulfate.
The four treatments were prepared and administered as indicated below:
•
•
•
•

Treatment A: crushed intranasal IDT-00l placebo plus intact oral IDT-001 placebo.
Treatment B: crushed intranasal MS Contin 60 mg (with crushed placebo tablet for added
for volume) plus intact oral IDT-001 placebo.
Treatment C: crushed intranasal IDT-001 60 mg plus intact oral IDT-001 placebo.
Treatment D: crushed intranasal IDT-001 placebo plus intact oral IDT-001 60 mg.

Of the 48 subjects enrolled, 21 failed the drug discrimination phase. Of the remaining 27, two
did not complete all treatment periods. The majority of subjects were male and white
nonhispanic. Ages ranged from 19 to 53 years for the safety/PK populations and from 19 to 31
years for the PD population.
The Cmax of morphine was 49% lower for crushed intranasal Morphabond (also referred to as
Morphine ARER) than for crushed intranasal MS Contin. The value for area under the time
curve (AUC)0-0.5h was 75% lower for morphine from Morphabond than for crushed intranasal
MS Contin. These results demonstrate that there is less systemic absorption following
(b) (4)
insufflation of
Morphabond compared to MS Contin. The pharmacokinetic results are
presented in the next figure and table, taken from Dr. Nallani’s review.
Figure: Pharmacokinetic Profile of Morphine Following Intranasal Abuse of 60 mg
Morphabond or MS Contin Compared to Intact Morphabond Taken Orally.
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The following information about the pharmacodynamic assessment are from Dr. Tolliver’s
review:
The 0-100 point bipolar Drug Liking VAS was the single primary measure used in study
M-ARER-002. This scale assesses “at the moment” perception of Drug Liking. Subjects
respond to the statement “Do you like the drug effect you are feeling now?” The
question was scored using a 0-100 point bipolar VAS anchored on the left with “strong
disliking” (score of 0); “neither like nor dislike” (score of 50) in the middle; and
anchored on the right with “strong liking” (score of 100).
Statistical parameters (Emax, TEmax, AUE0-1hr, and AUE0-2hrs) on the bipolar Drug Liking
VAS following the four treatments are shown in Table 5. Statistical analyses of
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differences in PD parameters between treatments, as provided by CDER Office of
Biostatistics are provided in Table 6.
Intranasal MS Contin produced an LS mean Emax of drug liking (84.79 mm) and AUE02hrs (143.10 h·mm) that was significantly (p<0.0001) higher than that produced by
placebo (54.22 mm and 101.04 h·mm) thereby validating study M-ARER-002.
Table 5. Statistical Parameters for Emax, TEmax, AUE0-1hr, and AUE0-2hrs on the Primary
Measure of Bipolar Drug Liking VAS in the Pharmacodynamic Population (N=25).
(Source: FDA CDER Office of Biostatistics)
Drug
Liking
VAS

Statistic
(N = 25)

Emax
(mm)

Morphabond 60 mg
Intact
Oral

Placebo
Crushed
Intranasal

MS Contin 60 mg
Crushed
Intranasal

Morphabond 60 mg
Crushed
Intranasal

Mean (SE)
Median
(Range)
LS Mean
(SEM)
95% CI

54.23 (1.63)
51.0 (50.0-80.0)

85.32 (2.42)
85.0 (56.0-100.0)

71.72 (2.87)
72.00 (50.0-100.0)

67.32 (3.13)
66.00 (50.0-99.0)

54.22 (2.6)

84.79 (2.6)

71.13 (2.6)

67.03 (2.6)

49.04, 59.40

79.61, 89.97

65/95, 76.31

61.85, 72.21

TEmax
(h)

Median
Range

1.0
(0.5–10)

1.5
(0.5-6.0)

2.0
(0.5-6.0)

2.0
(0.5-6.0)

49.60 (0.81)
48.33 (41.93 –
61.60)
49.6 (1.8)

63.25 (2.94)
59.88 (36.53 –
84.52)
63.0 (1.8)

54.75 (1.74)
52.50 (47.50 – 85.00)

49.88 (0.63)
48.58 (47.50 – 62.73)

AUE0-1hrs
(h·mm)

Mean (SE)
Median
(Range)
LS Mean
(SEM)
95% CI

54.4 (1.8)

49.8 (1.8

45.9, 53.2

59.4, 66.6

50.8, 58.0

46.2, 53.5

Mean (SE)
Median
(Range)
LS Mean
(SEM)
95% CI

101.01 (2.33)
98.33 (75.83 –
134.85)
101.04 (3.9)

143.10 (5.26)
140.88 (88.53 –
183.27)
142.6 (3.9)

118.63 (4.37)
116.08 (97.50 –
185.00)
117.9 (3.9)

110.01 (2.46)
111.58 (97.50 –
134.8)
109.9 (3.9)

93.2, 108.9

134.8, 150.4

110.1, 125.8

102.1, 117.7

AUE0-2hrs
(h·mm)

Figure: Mean Drug Liking Scores versus Time, by Treatment
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The following is also from Dr. Tolliver’s review:
The 0-100 point unipolar High VAS is anchored on the left by ‘none (score of 0)’ and on
the right by ‘extremely (score of 100).’ Subjects respond to the question “How High are
you now?”
Statistical parameters (Emax, TEmax, AUE0-1hr, and AUE0-2hrs) on the Unipolar High VAS
following the four treatments are shown in Table 7.
Table 7. Statistical Parameters for Emax, TEmax, AUE0-1hr, and AUE0-2hrs on the Unipolar High
VAS in the Pharmacodynamic Population (N=25). (Source: CDER Office of Biostatistics)
Unipolar High
VAS

Statistic
N=25

Placebo
Crushed
Intranasal

MS Contin 60 mg
Crushed
Intranasal

Morphabond 60
mg
Crushed
Intranasal

Morphabond 60
mg Intact
Oral

Emax
(mm)

Mean (SE)
Median (Range)
LS Mean (SEM)
95% CI

9.8 (4.02)
2.0 (0.0 – 78.0)
9.54 (5.2)
-0.77, 19.84

68.8 (4.81)
70.0 (8.0 – 100.0)
67.73 (5.2)
57.43, 78.04

44.3 (5.97)
42.0 (0.0 – 98.0)
43.01 (5.2)
32.70, 53.31

34.7 (5.47
38.0 (0.0 – 100.0)
34.24 (5.2)
23.94, 44.54

TEmax
(h)

Median
(Range)

0.5
(0.5 – 2.0)

2.0
(0.5 – 6.0)

2.0
(1.5 – 3.0)

2.0
(1.0 – 4.0)

AUE0-1hrs
(h·mm)

Mean (SE)
Median (Range)
LS Mean (SEM)
95% CI

3.3 (1.51)
0.2 (0.0 – 33.5)
3.33 (3.1)
-2.83, 9.49

31.1 (4.86)
26.1 (0.0 – 66.3)
30.80 (3.1)
24.64, 36.96

11.9 (3.10)
5.4 (0.0 – 54.6)
11.38 (3.1)
5.23, 17.54

3.7 (1.08)
1.7 (0.0 – 20.7)
3.71 (3.1)
-2.45, 9.86
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AUE0-2hrs
(h·mm)

Mean (SE)
Median (Range)
LS Mean (SEM)
95% CI

10.4 (5.06)
1.2 (0.0 – 111.3)
10.52 (7.1)
-3.64, 24.68

92.4 (10.03)
85.4 (2.7 – 164.1)
91.63 (7.1)
77.47, 105.79

38.1 (6.99)
39.8 (0.0 – 135.8)
36.65 (7.1)
22.50, 50.81

22.3 (4.49)
19.4 (0.0, 69.5)
22.19 (7.1)
8.03, 36.35

Results – Take Drug Again VAS
In the 0-100 point bipolar Take Drug Again VAS subjects responded to the statement
“Would you want to take the drug you just received again, if given the opportunity?”
The question was scored using a 0-100 point bipolar VAS anchored on the left with
“definitely would not” (score of 0); “do not care” (score of 50) in the middle; and
anchored on the right with “definitely would” (score of 100).
Statistical parameters for Emax on the Unipolar Take Drug Again VAS following the four
treatments are shown in Table 8. Statistical analyses of differences in Emax between
treatments are provided in Table 6. Study subjects displayed a willingness to take
crushed MS Contin (LS mean of 76.5 mm) intranasally again, but showed indifference to
retaking crushed placebo (LS mean 49.5 mm) intranasally. In addition, subjects
documented a similar (p=0.6306) low level of willingness (LS means of 66.6 mm and
64.3 mm) to retain either crushed Morphabond intranasally or oral Morphabond that was
significantly higher (p=0.0004, P=0.0019) than placebo intranasal but lower than crushed
MS-Contin intranasal (p=0.0341, p=0.0103).
Table 8. Statistical Parameters for Emax, on the Unipolar Take Drug Again VAS in the
Pharmacodynamic Population (N=25). (Source: CDER Office of Biostatistics)
Bipolar Take
Drug Again VAS

Statistic
(N=25)

Placebo
Crushed
Intranasal

MS Contin 60 mg
Crushed
Intranasal

IDT-001 60 mg
Crushed
Intranasal

IDT-001 60 mg
Intact
Oral

Emax

Mean (SE)
Median (Range)

49.1 (2.21)
50.0 (0.0 – 64.0)

76.4 (4.17)
75.0 (17.0 – 100.0)

64.0 (4.58)
60.0 (0.0 – 100.0)

LS Mean (SEM)
95% CI

49.5 (3.9)
41.7, 57.2

76.5 (3.9)
68.8, 84.3

66.4 (3.76)
64.0 (38.0 –
100.0)
66.6 (3.9)
58.8, 74.3

64.3 (3.9)
56.6, 72.1

As shown in the previous tables and confirmed by statistical analysis, the intranasal
administration of crushed Morphabond resulted in a substantially lower response to Drug Liking,
High, and Take Drug Again, compared to crushed MS Contin. The responses to crushed and
intact oral Morphabond were very similar.
Taken together, the results of the in vitro assessments of syringeability and low volume
extraction, and the results of the intranasal human abuse liability study demonstrate that
Morphabond has characteristics that are likely to deter intravenous and intranasal abuse as
compared to MS Contin.
Inspections
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The site where the human abuse liability study was conducted was inspected. No significant
deficiencies were observed and a Form 483 was not issued. OSI concluded that the data from
this HAL study appear reliable as reported in the NDA.
An inspection of the site of the clinical pharmacology studies was requested, but OSI
(b) (4)
recommended that inspection of the site,
not be conducted because the site had been inspected within the last four years
with the results classified as NAI.
Inspections were conducted for the bioanalytical portions of bioequivalence studies conducted by
(b) (4)
. As noted in Dr. Feeney’s review:
"As part of that study, the analytical component of Inspirion’s relative bioavailability
study of Morphabond 100 mg and MS Contin 100 mg was reviewed. “The audits
included a thorough examination of facilities and equipment, review of study records
(b) (4)
including correspondence, and interviews and discussions with
management
and staff. As global assessment of the firm’s bioanalytical operations, several key study
components were selected for audit, to represent the firm’s bioanalytical operations since
the previous inspection.”
The review notes that, during some studies (none directly involving morphine), there was
(b) (4)
different recovery of analytes and their internal standards.
acknowledged the
difference and located the root cause for the difference. Repeat results were improved and
(b) (4)
agreed to modify their SOP (standard procedure) so that a future difference in
recovery greater than 15% would result in an investigation to identify the source of the
difference.
The review concludes that the observation “…did not impact accuracy and precision of
study sample analyses. The study data for audited studies and for other studies conducted
during the interval since the last inspection can be accepted by the Agency for further
review… Following review of the inspectional findings, Form FDA 483 observations,
(b) (4)
and
responses to the observations, these reviewers conclude that data from the
audited studies were reliable.”
No concerns with the Applicant’s financial disclosure were found.
There are no other unresolved relevant regulatory issues

12.

Labeling

Consultations from DMEPA were obtained for the proprietary name, package insert, and carton
and container labels. While there was initial concern about the lack of use of an ER modifier in
the name, it was noted that there are a number of other extended-release opioid analgesics
marketed without the ER modifier in the proprietary name. Recommendations for labeling were
conveyed to the Applicant.
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•

Identify an unexpected risk of teratogenicity, serious embryo-fetal developmental, and/or
post-natal developmental adverse events due to chronic exposure to the excipient
(b) (4)
in Morphabond.

Furthermore, the new pharmacovigilance system that FDA is required to establish under section
505(k)(3) of the FDCA will not be sufficient to assess these serious risks.
Therefore, based on appropriate scientific data, FDA has determined that you are required to
conduct the following:
2065-1 Conduct one or more studies to provide quantitative estimates of the serious risks of
misuse, abuse, addiction, overdose, and death associated with long-term use of opioid
analgesics for management of chronic pain, among patients prescribed ER/LA opioid
products. Include an assessment of risk relative to efficacy.
These studies should address at a minimum the following specific aims:
a. Estimate the incidence of misuse, abuse, addiction, overdose, and death associated
with long-term use of opioids for chronic pain. Stratify misuse and overdose by
intentionality wherever possible. Examine the effect of product/formulation, dose
and duration of opioid use, prescriber specialty, indication, and other clinical factors
(e.g., concomitant psychotropic medications, personal or family history of
substance abuse, history of psychiatric illness) on the risk of misuse, abuse,
addiction, overdose, and death.
b. Evaluate and quantify other risk factors for misuse, abuse, addiction, overdose, and
death associated with long-term use of opioids for chronic pain, including but not
limited to the following: demographic factors, psychosocial/behavioral factors,
medical factors, and genetic factors. Identify confounders and effect modifiers of
individual risk factor/outcome relationships. Stratify misuse and overdose by
intentionality wherever possible.
2065-2 Develop and validate measures of the following opioid-related adverse events: misuse,
abuse, addiction, overdose and death (based on DHHS definition, or any agreed-upon
definition), which will be used to inform the design and analysis for PMR # 2065-1 and
any future post-marketing safety studies and clinical trials to assess these risks. This
can be achieved by conducting an instrument development study or a validation study
of an algorithm based on secondary data sources.
2065-3 Conduct a study to validate coded medical terminologies (e.g., ICD9, ICD10,
SNOMED) used to identify the following opioid-related adverse events: misuse, abuse,
addiction, overdose, and death in any existing post-marketing databases to be employed
in the studies. Stratify misuse and overdose by intentionality wherever possible. These
validated codes will be used to inform the design and analysis for PMR # 2065-1.
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2065-4 Conduct a study to define and validate “doctor/pharmacy shopping” as outcomes
suggestive of misuse, abuse and/or addiction. These validated codes will be used to
inform the design and analysis for PMR # 2065-1.
Additionally, the following individual postmarketing studies of MORPHABOND (morphine
sulfate) extended-release tablets are required:
2961-1 Conduct epidemiologic investigations to address whether the properties intended to
deter misuse and abuse of MORPHABOND (morphine sulfate extended release tablets)
actually result in a significant and meaningful decrease in misuse and abuse, and their
consequences, addiction, overdose, and death, in the community. The post-marketing
study program must allow FDA to assess the impact, if any, that is attributable to the
abuse-deterrent properties of MORPHABOND. To meet this objective, investigations
should incorporate recommendations contained in the FDA draft guidance, AbuseDeterrent Opioids—Evaluation and Labeling (January 2013) and proposed comparators
need to be mutually agreed upon prior to initiating epidemiologic investigations. There
must be sufficient drug utilization to allow a meaningful epidemiological assessment of
overall and route-specific abuse deterrence.
The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Study Completion:
Final Report Submission:

8/2016
8/2020
02/2021

2961-2 Conduct a 9-month repeat-dose oral toxicology study in the nonrodent model
(b) (4)
characterizing the toxicological potential of
.
The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Study Completion:
Final Report Submission:

07/2017
07/2018
12/2018

2961-3 Conduct a 6-month repeat-dose oral toxicology study in the rodent model
(b) (4)
characterizing the toxicological potential of
.
The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Study Completion:
Final Report Submission:

07/2016
05/2017
10/2017

2961-4 Conduct a fertility and early embryonic development study in both male and female rats
(b) (4)
with
.
The following timetable proposes the schedule by which this study will be conducted:
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Final Protocol Submission:
Study Completion:
Final Report Submission:

12/2017
05/2018
10/2018

2961-5 Conduct an embryofetal development study for

(b) (4)

in the rat model.

The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Study Completion:
Final Report Submission:

07/2017
10/2017
04/2018

2961-6 Conduct an embryofetal development study for

(b) (4)

in the rabbit model.

The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Study Completion:
Final Report Submission:

07/2017
10/2017
04/2018

2961-7 Conduct a pre- and post-natal development study for

(b) (4)

in the rat model.

The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Study Completion:
Final Report Submission:

12/2017
07/2018
12/2018

2961-8 Conduct a 2-year rodent oral carcinogenicity assessment of

(b) (4)

The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Study Completion:
Final Report Submission:

08/2017
04/2020
09/2020

have determined that only a clinical trial (rather than a nonclinical or observational study) will be
sufficient to assess the known serious risk of hyperalgesia associated with the class of ER/LA
opioid analgesics, of which MORPHABOND (morphine sulfate) is a member.
Therefore, based on appropriate scientific data, FDA has determined that you are required to
conduct the following:
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2065-5 Conduct a clinical trial to estimate the serious risk for the development of hyperalgesia
following use of ER/LA opioid analgesics for at least one year to treat chronic pain. We
strongly encourage you to use the same trial to assess the development of tolerance
following use of ER/LA opioid analgesics. Include an assessment of risk relative to
efficacy.
The following timetable proposes the schedule by which this study will be conducted:
Final Protocol Submission:
Trial Completion:
Final Report Submission:
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