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Signatory Authority Review Template

1. Introduction 

Collegium Pharmaceutical, Inc. submitted a 505(b)(2) new drug application for Xtampza ER 
(oxycodone extended-release capsules), an extended-release formulation of oxycodone with 
properties intended to deter abuse by the oral, intranasal and intravenous routes of 
administration.  The Applicant planned to rely on the Agency’s prior findings of efficacy and 
safety for OxyContin (oxycodone hydrochloride extended release tablets, NDA 022272).  The 
proposed indication is the same as the indication for OxyContin.  

2. Background
Xtampza ER (referred to as Xtampza and Oxycodone Deterx within this memo) was 
developed under IND 75,786.  Early in development, a food effect was identified and the 
Applicant was encouraged to reformulate to reduce the effect of food as opioids are generally 
not dosed with regard to food.  The Applicant continued development with the plan to have 
the product labeled for use with food.  The exposure to oxycodone from Xtampza is less than 
from OxyContin in the fasted state, but closer in the fed stated.  As the product was not 
bioequivalent to OxyContin, an efficacy study was required to evaluate efficacy and the 
Applicant was advised to include a patient diary documenting the timing of food with respect 
to dosing in order to determine whether any efficacy or safety concerns arose that could be 
attributed to the food effect.  Additional clinical pharmacology studies were also requested to 
explore the effect of different types and amount of food had on the exposure to oxycodone 
from Xtampza.  

Also during development, it was noted that there were a number of possible novel excipients.  
As a 505(b)(2) application referencing another extended-release oxycodone product with the 
same proposed indication, the Applicant was informed that no additional nonclinical studies 
of oxycodone would be required.  However, the Applicant was advised that all new excipients 
must be adequately qualified for safety as described in the guidance for industry, Nonclinical 
Studies for the Safety Evaluation of Pharmaceutical Excipients (excipients guidance).1  This 
Guidance defines new excipients as “inactive ingredients that are intentionally added to 
therapeutic and diagnostic products, but that: (1) we believe are not intended to exert 
therapeutic effects at the intended dosage, although they may act to improve product delivery 
(e.g., enhance absorption or control release of the drug substance); and (2) are not fully 
qualified by existing safety data with respect to the currently proposed level of exposure, 
duration of exposure, or route of administration.”  

Because opioid analgesics have no ceiling effect for efficacy, and because tolerance to 
efficacy and adverse events develops over time, a conservative approach has been taken for 

1 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM079250.pdf
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The Applicant has agreed to set specifications for  the beeswax, the carnauba wax, and 
the myristic acid to ensure levels remain within acceptable limits.  They have not yet 
identified a method to test for  the final drug product formulation.  This will be 
conducted post-marketing.

Drs. Lee and Mellon recommend the following studies be conducted as post-marketing 
requirements:

1. Conduct a chronic (6-month) repeat-dose general toxicology study in the rat 
model testing a mixture of beeswax, carnauba wax, and myristic acid that is 
representative of the drug product composition.

2. Conduct a chronic (9-month) repeat-dose general toxicology study in the dog 
model testing a mixture of beeswax, carnauba wax, and myristic acid that is 
representative of the drug product composition.

3. Conduct a fertility and early embryonic development study in the rat model 
testing a mixture of beeswax, carnauba wax, and myristic acid that is 
representative of the drug product composition.

4. Conduct an embryo-fetal development study in the rat model testing a mixture of 
beeswax, carnauba wax, and myristic acid that is representative of the drug 
product composition.

5. Conduct an embryo-fetal development study in the rabbit model testing a mixture 
of beeswax, carnauba wax, and myristic acid that is representative of the drug 
product composition.

6. Conduct a pre- and post-natal development study in the rat model testing a 
mixture of beeswax, carnauba wax, and myristic acid that is representative of the 
drug product composition.

7. Conduct a carcinogenicity assessment in the rat model testing a mixture of 
beeswax, carnauba wax, and myristic acid that is representative of the drug 
product composition.

8. Conduct a carcinogenicity assessment in the mouse model testing the mixture of 
beeswax, carnauba wax, and myristic acid that is representative of the drug 
product composition.

9. Complete a detailed analysis of the beeswax employed in your drug product for 
potential residual levels of environmental and apicultural sources of contaminants 
and provide justification or the limits of detection, the safety of the levels of 
contaminants present, and the need for route testing of the beeswax used in the 
manufacturing of your drug product.  

Dr. Mellon also notes that the Applicant could supply some of the information that the post-
marketing studies would provide through other means, such as evaluating the potential 
leachables from the mixture of beeswax and carnauba wax when exposed to simulated gastric 
fluids, including bile acids, or by demonstrating that there is no absorption of the components 
of the wax.  These are contingent on a demonstration of adequate purity control regarding 
possible assessment for environmental and apicultural contaminants.  Carcinogenicity studies 
could be waived if there were no preneoplastic lesions on repeat-dose toxicology studies and 
the purity issues were addressed.  
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In a tertiary review, Dr. McGovern notes that recommendations for flexibility with regard to 
the post-marketing studies described by Dr. Mellon are consistent with the flexibility 
incorporated in the excipients guidance.  Dr. McGovern concurred with the recommendations 
for chronic general toxicology studies, noting, “In general, when an excipient has been used in 
previously approved products by a similar route of administration and for similar durations of 
use, general toxicity studies are sufficient in the absence of an identified safety signal to 
address concerns with increased daily exposure.”  However, Dr. McGovern concludes that the 
reproductive toxicology and carcinogenicity studies are not necessary and that chronic 
toxicology studies are sufficient to address the concerns for toxicity raised by the higher 
levels of the excipients in Xtampza.  Lastly, Dr. McGovern concurs with a maximum daily 
dose equivalent to 320 mg of oxycodone hydrochloride and with the chronic toxicology 
studies conducted as post-marketing requirements.  

I concur with the conclusions reached by the pharmacology/toxicology reviewer and for the 
most part with Drs. Mellon and McGovern.  I do not agree that the chronic toxicology studies 
alone are sufficient as postmarketing requirements, but rather, that the additional studies 
suggested by Dr. Mellon should be obtained.  Exposure to the quantity of wax that would 
occur with the upper limit of dosing represents a novel situation and the Applicant was asked 
to conduct the appropriate studies to provide safety qualification from an early stage in 
development.  In order to label the product for more than 320 mg per day, the reproductive 
toxicology studies should be conducted in addition to the chronic toxicology studies for the 
reasons discussed by Dr. Mellon.  There are no outstanding pharm/tox issues that preclude 
approval of Xtampza with dosing up to 320 mg per day.  Note that the Xtampza total daily 
dose is actually 288 mg because it contains the free base.  The 320 mg dose refers to the 
hydrochloride salt of oxycodone.

5.    Clinical Pharmacology/Biopharmaceutics 

The pharmacokinetic profile of Xtampza was evaluated in eight studies addressing several 
critical aspects of the formulation.  As a 505(b)(2) intending to rely on the Agency’s prior 
findings of safety and efficacy for OxyContin, the relative bioavailability of Xtampza was 
compared to OxyContin.  In a single-dose pharmacokinetic study (Study CP-OXYDET-15, or 
Study CP-OXYDET-15), in healthy volunteers who were pretreated with naltrexone, 
Xtampza has a lower Cmax and AUC than OxyContin in the fasted state, as demonstrated in 
the following table from Dr. Nallani’s review.  (Note that all of the figures and tables in this 
section are from Dr. Nallani’s review unless otherwise stated.) The systemic exposure to 
oxycodone from Xtampza increased following a high fat/high calorie meal to the extent that 
the AUC was comparable to OxyContin in the fed state, but the Cmax remained lower.  

Table 1: Statistical analysis evaluating bioavailability/bioequivalence of Xtampza to 
OxyContin under fasting or fed condition. Least squares geometric mean (LSGM) of PK 
parameter, ratio and 90% confidence intervals of treatment to reference from Study 
CP-OXYDET-15.
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Study CP-OXYDET-18 was an open-label, randomized, four-way crossover study evaluating 
the effect of two different fed conditions at steady state.  Naltrexone-blocked healthy 
volunteers were dosed with Xtampza 40 mg or OxyContin 40 mg every 12 hours for five 
days.  Subjects were dosed in the fed state with a high fat/high calorie meal for all doses in 
one period, and fasted in the morning and with a high fat/high calorie meal for all evening 
doses.  The results in the following figures show very similar pharmacokinetic profiles for 
Xtampza and OxyContin under both conditions.  

Figure 3: Mean ± SD Concentrations of 
Oxycodone after Oxycodone DETERx 
and OxyContin OP (Fed AM/Fed PM), 
PK Population (5 day BID).

Figure 4: Mean ± SD Concentrations 
of Oxycodone after Oxycodone 
DETERx and OxyContin OP (Fasted 
AM/Fed PM), PK Population (5 day 
BID).

The extent of the food effect at steady-state was greater for Xtampza than OxyContin, as it 
was following a single dose.  The Cmax and AUC following the morning dosing of Xtampza 
were 54% and 32% higher for the fed state than fasted state.  The corresponding changes for 
OxyContin were 40% and 20% increases for Cmax and AUC, respectively, for the fed 
morning dose compared to the fasted morning dose.

Study CP-OXYDET-27 demonstrated that the contents of the Xtampza capsule could be 
sprinkled over applesauce without a change in exposure.

Figure 5: PK Profile of Xtampza intact and capsule contents sprinkled 
over applesauce under fasting and fed condition.
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Study CP-OXYDET-26 demonstrated no dose dumping from Xtampza following ingestion 
with 0%, 20%, and 40% alcohol in the fasted state.  The effect of food is greater than the 
effect of co-ingestion with alcohol.  

The pharmacokinetic profile of Xtampza was evaluated in the setting of the evaluation of 
Xtampza’s abuse-deterrent properties for the intranasal route of administration and are 
described below in the section on abuse deterrence.   

There is one remaining issue associated with the pharmacokinetic evaluation of Xtampza, the 
effect of naltrexone.  Because of the adverse events associated with opioids and the need to 
test the highest strengths in pharmacokinetic studies, often in normal volunteers who are not 
tolerant to the effects of opioids, naltrexone is administered to block the pharmacodynamic 
effects.  Naltrexone is usually administered as 50 mg by mouth, 12 hours and one hour before 
study drug, and then every 12 hours until a time when the opioid levels are no longer expected 
to result in sedation or respiratory depression.  This has been a standard approach used for 
many years because there are data that support a lack of effect of naltrexone on the 
pharmacokinetic profile of the opioid.  However, the Applicant has argued that naltrexone 
does have an effect on the pharmacokinetic profile of Xtampza.  

This is a critical issue because there are differences in the effect of food in CP-OXYDET-24, 
a human abuse liability study described in the abuse deterrence section, conducted in opioid-
experienced, recreational abusers dosed without naltrexone blockade, and the effect of food in 
the studies using naltrexone blockade.  The difference was a smaller increase in Cmax and 
AUC in the fed state in CP-OXYDET-24, relative to other studies.  The pharmacokinetic 
parameters were similar for the fasted state.  Dr. Nallani conducted an analysis of the data for 
Xtampza as well as a review of relevant literature on the topic of the effect of naltrexone on 
pharmacokinetic data in opioid studies.  As shown in the following table created by Dr. 
Nallani, while the effect of food on Cmax and AUC was less in CP-OXYDET-24, in another 
study without naltrexone blockade, CP-OXYDET-21, there was again less effect of food on 
Cmax, but AUC was comparable to the AUC in many studies with naltrexone blockade, and 
was higher than the Cmax in Study CP-OXYDET-24.  What can also be seen in the following 
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table is that there is a lot of variability across studies for the pharmacokinetic parameters in 
both the fasted and fed state.  With the amount of variability, cross-study comparisons should 
be avoided as an approach to support conclusions about the effect of naltrexone on the food 
effect for Xtampza.  The only way to support the Applicant’s argument about the effect of 
naltrexone on the pharmacokinetic profile of Xtampza is to conduct a study with and without 
naltrexone blockade.

Table 2: Mean (SD) PK parameters of oxycodone following single-dose administration 
of Xtampza 40 mg capsule in different studies that were conducted with or without 
naltrexone-block.

 Fasted HFHC Meal
Study

Number
Cmax

(ng/mL)
AUClast

(hr•ng/mL)
AUCINF

(hr•ng/mL)
Cmax

(ng/mL)
AUClast

(hr•ng/mL)
AUCINF

(hr•ng/mL)
Naltrexone-blocked studies

-15 31.5 (9.52) 343 (127) 373 (134) 51.9 (14.3) 498 (155) 518 (156)
-17 30.7 (7.09) 343 (85.6) 369 (89.5) 62.3 (13.0) 552 (123) 561 (124)
-19 ND ND ND 47.5 (7.89) 493 (110) 499 (110)
-25 ND ND ND 67.5 (17.6) 569 (139) 581 (138)
26 24.7 (9.41) 358 (120) 398 (114) 54.8 (14.6) 512 (105) 531 (105)
-27 22.3 (6.60) 317 (99.5) 339 (98.9) 55.3 (13.6) 529 (142) 540 (143)

Non-naltrexone blocked studies
-21 ND ND ND 41.0 (9.95) 470 (93.1) 477 (89.6)
-24 30.9 (9.91) 408 (113) 469 (107) 41.9 (12.4) 511 (155) 553 (131)

The implications of this issue are important as they relate to whether Study CP-OXYDET-24 
can be relied upon to support a finding that there is reduced drug liking for Xtampza by the 
oral route.  If the exposure to oxycodone from Xtampza in the fed state is low due to a lack of 
naltrexone effect, then the data can be relied upon.  However, if the lower exposure simply 
reflects variability from the subjects in the study, the results may not be applicable more 
broadly as the lower exposure to oxycodone could influence the pharmacodynamic results.   
This is discussed further in the context of the evaluation of abuse deterrence. 

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

7. Clinical/Statistical-Efficacy
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In addition to relying the Agency’s prior findings of safety and efficacy for OxyContin, one 
adequate and well-controlled study was conducted to support a finding of efficacy.  As noted, 
in the fasted state, Xtampza has a lower extent of absorption of oxycodone and a lower peak 
plasma concentration.  Following a high fat, high calorie meal, the extent of exposure and 
peak concentration of oxycodone is much closer to the levels achieved with OxyContin in the 
fed state.  The clinical study was conducted because Xtampza is not bioequivalent to 
OxyContin, but also to try and evaluate if there was a clinical correlation to what could be a 
greater extent of variability of oxycodone from Xtampza, than from OxyContin, because 
patients may not dose Xtampza consistently with food, or consistently with the same amount 
and type of food.  

Clinical trial CP-OXYDET-08 was a multi-center, enriched enrollment, randomized 
withdrawal, double-blind, placebo-controlled, safety, tolerability, and efficacy study.  The 
primary objective of the study was to evaluate the analgesic efficacy of Xtampza ER 
compared to placebo in opioid-experienced and opioid-naïve subjects with moderate-to-severe 
chronic low back pain who required around-the-clock opioid analgesia for an extended period 
of time.  The types of back pain permitted were based on the Quebec Task Force Scale as 
follows: non-malignant and non-neuropathic (Class 1 and 2), neuropathic (Class 3), or 
symptomatic for more than 6 months after low back pain surgery (Class 9).  Other types of 
back pain were excluded including lumbar radiculopathy.  Subjects with a history of major 
depressive disorder not controlled with medication, Beck Depression Inventory score over 19 
at screening, a history of alcohol and/or drug abuse, and positive urine drug screen were also 
excluded.

The study utilized an enriched-enrollment, randomized-withdrawal design, wherein the 
subjects who met the enrollment criteria (CLBP for at least 6 months and a pain score of 5 to 
9 on an 11-point numerical rating scale) entered an open-label titration phase of up to six 
weeks during which they were titrated to an effective (pain score of 4 or less and reduction of 
at least 2 points) and tolerated dose of Xtampza.  Once a subject was on a stable dose of 
Xtampza for seven days, they were eligible for randomization to receive either the dose they 
received at the end of the titration period or placebo.  Down titration was permitted at any 
time for safety and/or tolerability.  Subjects who did not reach an effective and tolerated dose 
of at least 20 mg twice daily by the end of the titration period were discontinued from the 
study.  Subjects were instructed to record the meal type in their e-diary.  The permitted rescue 
was acetaminophen 500 mg, one-two tablets as needed every four to 6 hours up to 2000 mg 
per day.  The double-blind treatment phase lasted 12 weeks.  Patients who received placebo 
were weaned off the study drug in a double-blind fashion during the first 2 weeks of the 
double-blind phase.  Following discontinuation of study drug after 12 weeks, there was a 2-
week follow-up in order to collect safety information. 

Treatment consisted of Xtampza doses ranging between 10 mg and 80 mg every 12 hours or 
matching placebo.  Patients were instructed to take their medication with food, and meal size 
was to be recorded.  Rescue medication, acetaminophen 500 mg, one-two tablets every four to 
six hours as needed up to a maximum of 4 grams per day, was allowed during titration as well 
as during the double-blind phase. Subjects already on opioids were converted from their 
current opioid to Xtampza using the following opioid conversion chart.
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Table 3: Starting Dose of Xtampza Based on Calculated Equivalent Daily Dose of 
Morphine Sulfate, CP-OXYDET-08
Equivalent Daily Dose of Morphine Sulfate 
(including rescue medication) 

Starting Daily Dose of Xtampza

Up to 88 mg 20 mg
90 - 128 mg 40 mg
130 - 188 mg 60 mg
180 - 240 mg 80 mg

Opioid naïve subjects were started on the lowest Xtampza dose, 10 mg every 12 hours.  For 
both types of subjects, Xtampza could be increased every 3 to 7 days for inadequately 
controlled pain to a maximum of 80 mg every 12 hours.  Other than the study drug and 
acetaminophen for rescue, all other analgesics were prohibited during the titration and double-
blind phases of the study.

Subjects recorded their 24-hour average pain intensity daily in an e-diary using an 11-point 
numerical rating scale where 0 is no pain, and 10 is the most severe pain.  Secondary 
assessments included quality of life, level of physical disability, patient global impression of 
change, and total amount of rescue medication, which were collected at intervals throughout 
the study.

Assessments of opioid withdrawal using two scales, the Clinical Opioid Withdrawal Scale 
(COWS) and the Subjective Opioid Withdrawal Scale (SOWS) were collected during 
titration, randomization baseline, during the first three weeks of the double-blind period, and 
at the end of the study.

Seven-hundred forty subjects were enrolled in the study, 351 (47.4%) discontinued during 
titration, and 389 (52.6%) were randomized to receive either Xtampza (193) or placebo (196) 
for the double-blind treatment period.  The most common reasons for discontinuation during 
the titration phase were failure to meet entrance criteria (18% did not achieve a stable and 
tolerated dose or at least 20 mg twice daily), adverse event (13%), subject request (7%), and 
lack of efficacy (5%). 

In the Xtampza group, 122 subjects completed the study, and 100 completed in the placebo 
group.  The majority of subjects were female (53%) and Caucasian (70%).  The Xtampza 
group was made up of approximately 50% each of opioid-naïve and opioid-experienced 
subjects.  

Of note, Dr. Galati stated in his review that the Applicant reported 10.9% of subjects in the 
Xtampza ER group and 14% of subjects in the placebo group used additional opioids during 
the double-blind phase, although the only allowed rescue medication was acetaminophen.  An 
inquiry was sent to the Applicant, to which they responded, after completion of Dr. Galati’s 
review, that of the 48 subjects who took an opioid during the double-blind phase, all but four 
had discontinued the study drug prior to commencing the opioid, which was on or after their 
Early Discontinuation Visit, but prior to their safety follow-up visit, which was allowed by the 
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protocol.  Of the four subjects (three in the Xtampza group and one in placebo) who were 
reported to have taken an opioid during the double-blind phase, one was found to be an error 
in reporting, one was discontinued from the study, one was reported as a protocol deviation, 
and one should have been a protocol deviation but was not.  This small number of events (two 
in the Xtampza group and one in placebo) would not be expected to affect the efficacy results.  

Overall the study groups were comparable with regard to protocol violations (17% in 
Xtampza group and 13% in placebo subjects).  Dr. Galati reviewed the narratives and 
concluded it was unlikely they would have an effect on the efficacy findings of the study.

The following text and table are from Ms. Meaker’s review:

The Applicant’s analyses for the primary efficacy endpoint, the change from baseline 
(randomization) to Week 12 in average daily pain, are presented in Table 3.  This 
model estimates a slope and intercept separately for each subgroup according to 
reason for discontinuation.  The overall result is a weighted average of the four 
subgroups, with weights determined by number of subjects in each subgroup.  

Table 4: Applicant’s Primary Efficacy Analysis of CP-OXYDET-08: Change from 
Baseline to Week 12 in Avg. Pain

Completers or
Discontinuation
Reason 
Subgroups

Xtampza 
ER

N=193

Placebo
N=196

Difference
(Xtampza ER 

– Placebo)

Completers n (%)
Estimated Mean a
Std Error

122 (64)
0.2
0.15

100 (51)
0.7
0.18

Lack of Efficacy n (%)
Estimated Mean
Std Error

8 (4)
3.4
0.96

34 (17)
6.3
0.54

Adverse Event n (%)
Estimated Mean
Std Error

16 (8)
0.1
0.57

14 (7)
1.4
0.72

Other n (%)
Estimated Mean
Std Error

46 (24)
0.1
0.34

48 (25)
1.2
0.36

Marginal Mean b n (%)
Estimated Mean
Std Error
p-value

192
0.3
0.15

196
1.9
0.22

-1.6
0.27

<0.0001
 a Estimated change from Randomization Baseline to Week 12 in average weekly pain score based on 
the
2-piece linear mixed model.
b The marginal mean is the weighted average across mixture components where the weights are 
probabilities of component membership. The SE was estimated using the delta method taking into 
account the variability in the estimation of the probability of group membership and the variability of 
the within component mean. The p-value was calculated using a z-test.
Source: Clinical Study Report Table 11-2.
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Ms. Meaker confirmed the results in an analysis using an ANCOVA model with terms for 
treatment, opioid use, and baseline pain as the covariate and she concluded that the analysis 
provides evidence for the efficacy of Xtampza versus placebo.  The following table is from 
her review.

Table 5: Statistical Reviewer’s Primary Efficacy Analysis of CP-OXYDET-08:  Change 
from Baseline to Week 12 in Avg. Pain

Xtampza ER
N=193

Placebo
N=196

Difference
(Xtampza ER – placebo)

LS Mean a
Std Error
p-value

0.3
0.13

1.1
0.13

-0.8
0.27

<0.001

 a Estimated change from Randomization Baseline to Week 12 in average weekly pain score based on the
ANCOVA model with treatment, opioid use, and baseline pain.
Source: SAS datasets

There was no pre-specified plan for statistical testing of secondary endpoints, including 
subgroup analyses, although the Applicant provided P-values for a large number of analyses.  
A review of the scores by the subgroups of opioid-naïve or opioid-experienced found a 
similar treatment effect.  Additional subgroup analyses are available in Dr. Galati’s review 
based on the Applicant’s.  The following table shows the results of the use of rescue 
medication, taken from Ms. Meaker’s review.  Placebo patients used a more rescue 
acetaminophen than patients on Xtampza.  

Table 6:  Secondary Efficacy Analysis - Acetaminophen Rescue Use during Double-blind 
12 Week Treatment Phase, CP-OXYDET-08

Xtampza ER
N=193

Placebo
N=196

Number of Doses per Day
     Mean (SD) 0.15 (0.30) 0.23 (0.46)
Dosage (mg) per Day
     Mean (SD) 145 (289) 189 (318)
Total Number of Doses
     Mean (SD) 8.0 (16.4) 11.2 (31.6)
Total Amount Used (mg)
     Mean (SD) 7873  (16666) 9028 (20442)
Source: Clinical Study Report Table 14.2.5.2

Other analyses of the pain scores generally supported a finding of efficacy for Xtampza.  
There were some changes in other secondary endpoints generally reflective of the analgesic 
efficacy such as improvement in nonspecific quality of life measures and the patient global 
impression of pain.  

8. Safety
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The safety database consisted of 740 patients exposed to study drug in CP-OXYDET-08, with 
122 of the 193 responders completing the 12-week efficacy period.  In addition, there were 
360 subjects exposed to at least one dose in the Phase 1 studies.  

There was one death during development, a 29 year old morbidly obese woman man who died 
of sudden cardiac arrest 6 days after titrating up to 40 mg twice daily.  There were reports of 
dyspnea the night prior and vomiting the morning of death.  She was found dead in bed later 
that day.  The last dose of study drug was the day prior to death.  Having tolerated the study 
drug for several days, and had awakened in the morning without further dosing prior to death 
makes death due to opioid overdose very unlikely. 

There were a number of serious adverse events all reviewed in depth by Dr. Galati.  The 
serious adverse events were: two reports of asthma and pneumonia, and single reports of 
emphysema, gastric reflux, unstable angina, noncardiac chest pain, erectile dysfunction, 
hydatiform mole, anxiety and pituitary tumor, none of which appear to be related to study 
drug.  One report of ischemic colitis seems unlikely related as it occurred nine days after the 
last dose of study drug.  

One report of suicidal ideation occurred in a patient with a history of bipolar disorder, alcohol 
use, and recurrent suicidal ideation.  The patient reported to an emergency room having fallen 
and injuring his eye.  He had run out of study drug and reported feeling his heart racing, 
possibly reflecting opioid withdrawal symptoms.  It is possible that the withdrawal symptoms 
may have contributed to the suicidal ideation.  More notably, this patient seemed to have been 
a poor candidate for long-term opioid use. 

Early discontinuations due to adverse events during titration occurred with an inversely 
relationship to dose: 34.3%, 13.5%, 8.2%, 9.3%, 6.3%, and 3.2% for 20, 40, 60, 80, 120, and 
160 mg/day, respectively.  Dr. Galati examined all of the cases of early discontinuations due 
to adverse events.  The following is from review:

A total of 105 subjects (14.2%) experienced AEs leading to study drug termination in 
the titration phase.  The most common reasons were events commonly seen with 
opioids: nausea (4.2%), vomiting (2.3%), somnolence (1.8%), dizziness (1.6%), 
pruritus (1.2%), headache (0.9%), hyperhidrosis (0.5%), and drug withdrawal 
syndrome (0.5%). All AEs leading to study drug termination during the titration phase 
resolved, except for the following 8 events that were ongoing in 5 subjects (subjects 
104-1022, 104-1027, 112-1017, 114-1009, and 144-1046): somnolence, intervertebral 
disc protrusion, nausea (2 subjects), vomiting, dizziness, migraine, and euphoric 
mood. I requested narratives and case-report forms for all of the subjects who 
discontinued due to a TEAE and subsequently reviewed over the narratives.  Given the 
delayed Tmax between fasting and fed states may be a safety concern, I paid particular 
attention to AEs that persisted beyond the study phase of treatment.  Below is a 
description of each of the subjects who had an AE that persisted beyond the titration 
phase.  My conclusion, after a review of these narratives, is there are no obvious 
additional safety concerns regarding the reported ongoing AEs beyond what is 
expected for an opioid drug product.    
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The most common adverse events are described in the following table.  Nausea, headache, 
and constipation were the most frequent adverse events during both the titration and double-
blind periods.  Somnolence and dizziness were also prominent during the titration period.  
The adverse event profile is as one would expect for an opioid.  

Table 7:  Common Treatment Emergent Adverse Events in at Least 3 Xtampza-Treated 
Patients, CP-OXYDET-08

Titration Double-Blind Period
Xtampza
N=740

Xtampza
N=193

Placebo
N=196

System Organ Class
Preferred Term

N(%) n (%) n (%)

Nausea 123 (16.6%) 21 (10.9%) 9 (4.6%)
Headache 103 (13.9%) 12 (6.2%) 23 (11.7%)
Constipation 96 (13.0%) 10 (5.2%) 1 (0.5%)
Somnolence 65 (8.8%)
Dizziness 42 (5.7%)
Urinary Tract Infection 9 (4.7%) 2 (1.0%)
Diarrhea 14 (1.9%) 8 (4.1%) 7 (3.6%)
Drug Withdrawal Syndrome 14 (1.9%) 8 (4.1%) 3 (1.5%)
Dry Mouth 28 (3.8%)
Fatigue 27 (3.6%) 8 (4.1%) 2 (1.0%)
Vomiting 47 (6.4%) 8 (4.1%) 3 (1.5%)
Upper Respiratory Tract Infection 6 (3.1%) 8 (4.1%)
Decreased Appetite 11 (1.5%)
Anxiety 10 (1.4%)
Nasopharyngitis 10 (1.4%) 6 (3.1%) 4 (2.0%)
Sedation 10 (1.4%)
Back Pain 5 (2.6%) 4 (2.0%)
Hot Flush 13 (1.8%) 5 (2.6%) 1 (0.5%)
Pruritus 55 (7.4%) 5 (2.6%) 3 (1.5%)
Tremor 8 (1.1%) 5 (2.6%) 1 (0.5%)
Arthralgia 9 (1.2%) 4 (2.1%) 2 (1.0%)
Influenza 8 (1.1%) 4 (2.1%) 2 (1.0%)
Rhinorrhea 4 (2.0%) 4 (1.0%)
Sinusitis 4 (2.1%) 3 (1.5%)
Abdominal Pain 8 (1.1%) 4 (2.1%) 2 (1.0%)
Abdominal Pain Upper 3 (1.6%) 0
Dizziness 3 (1.6%) 0
Gastroenteritis 9 (1.2%) 3 (1.6%) 1 (0.5%)
Irritability 3 (1.6%) 0
Hyperhidrosis 18 (2.4%) 3 (1.6%) 1 (0.5%)
Hypertension 3 (1.6%) 1 (0.5%)
Ligament Sprain 3 (1.6%) 0
Musculoskeletal Pain 3 (1.6%) 1 (0.5%)
Rash 3 (1.6%) 0
Pyrexia 3 (1.6%) 2 (1.0%)
Withdrawal Syndrome 3 (1.6%) 0

In clinical studies of opioid analgesics, additional attention is paid to evidence of study drug 
misuse or abuse.  In Study CP-OXYDET-08, any accounting of study medication off by 10% 
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To evaluate whether Xtampza was susceptible to particle size reduction, 11 methods were 
tested: rotating food chopper, blade-based pill cutter, cheese grater, mortar and pestle, 
hammer, metal garlic press, pill crusher (with teeth), pepper mill, herb mill, and coffee 
grinder.  Nine of these tools resulted in a less than 10% reduction in particle size, with 
grinding by a mortar and pestle for two minutes being the most effective.  All testing was then 
conducted for two minutes with Xtampza and OxyContin for comparison.  In contrast, eight 
of the tools created a change in the OxyContin tablets tested, ranging from deformation, to 
small particles.  The most effective was the fine grater.  Using pretreatment with heat, the 
Applicant found that the Xtampza particles melted and reformed into a large mass that was 
not very amenable to particle size reduction.  Freezing and grinding in a coffee grinder 
followed by a mortar and pestle resulted in the most reduction in particle size, but this still 
amounted to less than a 20% change.

Dissolution was tested for up to 24 hours and Xtampza particles ground with a mortar and 
pestle without prior heating or freezing released the most oxycodone.  

To evaluate the ability to create a solution for injection via syringe, the Xtampza capsule was 
ground with a mortar and pestle for two minutes and the powder obtained extracted with 
either 5 mL or 10 mL diluent by shaking for 5 seconds.  Four sizes of needle, 18, 22, 25 and 
27 gauges, were used to try and draw the mixture into a syringe.  Not more than 1.4% of the 
oxycodone was recovered for Xtampza.  By comparison, 54% and 95% of the oxycodone was 
recovered from OxyContin and Roxicodone, respectively.  Dr. Mehta notes that using heat to 
increase extraction from Xtampza was unlikely to increase the yield based on the earlier in 
vitro manipulation studies.  Attempting to syringe and inject Xtampza by suspending the 
beads in 5 ml and 10 mL of water required an 18 gauge needle, and yielded only 0.6% and 
18% of the beads, respectively.  Even melted, an 18 gauge needle was necessary, but the 
material solidified by 10 seconds.  Needless to say, injecting the beads directly would not 
enhance release of the oxycodone, but if clumping occurred, could result in microemboli.  
Using 2, 5, and 10 mL volumes, ground test product were extracted at room temperature and 
with boiling. The maximum result for Xtampza with all of the conditions and volumes tested 
was 4% of the oxycodone.  Substantially more oxycodone was recovered from OxyContin 
and Roxicodone.  Extending the extraction time to 30 minutes, with and without heating did 
not result in much release from Xtampza.  Figure 6 from Dr. Mehta’s review shows the results 
for a variety to extraction times using a 5 mL volume, with and without heating.  
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Oxycodone release from a 40 mg Xtampza was evaluated after pretreatment in 30 mL of 
seven different common beverages: Gatorade, Dasani (water), Cranberry Juice, Coca-Cola, 
Rockstar, 40% ethanol, vinegar, and allowed to soak for 10 minutes. The mixtures were then 
introduced into the dissolution apparatus and tested for oxycodone release over 24 hours.  The 
beads retain their extended-release characteristics after soaking for 10 minutes in all 
beverages tested.  Using 30 mL of water, 3% sodium bicarbonate, Coca-Cola, olive oil, 40% 
ethanol, vinegar, and water at pH 4.9, the most oxycodone was obtained from Xtampza using 
olive oil and ethanol, but only up to approximately 10% by 24 hours.  With prior crushing, 
extraction of up to 20% by 15 minutes and 50% by 2 hours from Xtampza.  Heat did not 
increase the yield.  

More advanced extraction techniques were conducted as noted by Dr. Mehta:

Testing was conducted using 30 mL of each solvent at room temperature. The solvents 
include acetone, ethyl acetate, 1N HCl, 1 N NaOH, methanol, isopropanol and 95% 
ethanol. The samples were shaken continuously at 250 rpm. This first extraction is 
defined as the primary extraction. Since the solvents are not ingestible, a secondary 
extraction was conducted using 5 mL of water to further extract the active into a non-
toxic abusable form for injection or ingestion.

Complete extraction of oxycodone from Xtampza occurred in methanol but was not recovered 
in the secondary extraction with water.  Dr. Mehta attributes this to the likelihood that the 
oxycodone existed as oxycodone myristate following the primary extraction.  Extraction from 
OxyContin and Roxicodone yielded more oxycodone in most conditions.  

Category 2 - Pharmacokinetic Studies
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The pharmacokinetic studies of the effects of manipulation were reviewed by Dr. Nallani.  
The effect of crushing and chewing were examined as part of the evaluation of the abuse-
deterrent effects of the Xtampza formulation for the oral route of administration.  Study CP-
OXYDET-17 evaluated the relative bioavailability of Xtampza in naltrexone-blocked normal 
volunteers under the following conditions with immediate-release oxycodone solution as a 
reference:

 Xtampza (Oxycodone DETERx) 40 mg (capsule intact) with a HFHC meal
 Xtampza 40 mg (capsule contents crushed) with a HFHC meal
 Xtampza 40 mg (capsule contents chewed) with a HFHC meal
 Xtampza 40 mg (capsule intact) in the fasted state
 Xtampza 40 mg (capsule contents crushed) in the fasted state
 Xtampza 40 mg (capsule contents chewed) in the fasted state
 Oxycodone Solution 40 mg in the fasted state

Study CP-OXYDET-25 also evaluated the effects of crushing Xtampza followed by 
administration with food.  The results of Study CP-OXYDET-17 are shown side by side in the 
two figures below.  The oxycodone oral solution was not included in the figures.  On the 
right, it can be seen that Xtampza retained its extended-release properties after chewing and 
after crushing in the fed state.  In the fasted state, there was some enhanced early release as 
shown in the figure on the left, but the extent of the difference overall was less than the effect 
of food.  

Figure 7: Pharmacokinetic profile of oxycodone following administration of Xtampza 
intact, chewed or crushed under fasting (Left) or Fed HFHC (Right) conditions, Study 
CP-OXYDET-17.

The next figure, from Study CP-OXYDET-25, shows that the effect of crushing Xtampza was 
much less than the effect of crushing OxyContin, in the fed state.  The pharmacokinetic 
profile of crushed OxyContin was comparable to crushed immediate-release oxycodone.

Figure 8: Oxycodone PK Profile following intact and crushed administration of 
Xtampza and OxyContin, compared to Crushed IR oxycodone after high-fat meal, 
Study CP-OXYDET-25.
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Studies CP-OXYDET-19 in naltrexone-blocked normal volunteers and CP-OXYDET-21 in 
unblocked opioid-experienced, non-dependent subjects evaluated Xtampza crushed and 
administered by the intranasal route.  The results are similar for both studies.  Intranasal 
administration of crushed Xtampza resulted in a lower Cmax than fed oral administration, 
with a similar AUC. 

Figure 9: Oxycodone PK Profile following 
intranasal abuse of crushed Xtampza or IR 
oxycodone compared with intact Xtampza 
taken orally with high-fat meal. (Study CP-
OXYDET-19) 

Figure 10: Oxycodone PK Profile following 
intranasal abuse of crushed Xtampza or IR 
oxycodone compared with intact Xtampza 
taken orally with high-fat meal. (Study CP-
OXYDET-21)
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The studies described fully characterize pharmacokinetic profile of Xtampza under a variety of 
conditions of manipulation for abuse by the oral and intranasal routes of administration.   

Category 3 - Human Abuse Liability Studies

Two studies evaluated the subjective pharmacodynamic effects of manipulation of Xtampza 
and these were reviewed by Dr. Tolliver.  

Study CP-OXYDET-24 was a randomized, double-blind, triple-dummy, active- and placebo-
controlled, single-dose, 6-treatment, 6-period, crossover study in were non-dependent, 
recreational opioid users.  During the Discrimination Phase, a naloxone challenge was used 
confirm subjects were not physically dependent upon opioids, and then subjects were 
evaluated for their ability to discriminate crushed, immediate-release oxycodone HCl 20 mg 
from placebo.  The double-blinded Treatment Phase consisted of a 6-way crossover study with 
the following treatment arms:

 Xtampza 40 mg intact fasted (Xtampza placebo chewed and IR placebo)
 Xtampza 40 mg intact fed (Xtampza placebo chewed and IR placebos)
 Xtampza 40 mg chewed fasted (Xtampza placebo intact and IR placebo)
 Xtampza 40 mg chewed fed (Xtampza placebo intact and IR placebo)
 Immediate-release oxycodone 40mg fasted (Xtampza placebo intact and chewed)
 Placebo (Xtampza placebo intact and chewed and IR placebo)

Of the initial 111 subjects enrolled, 64 entered the treatment phase and 38 completed all 
treatment periods.  Details of subject disposition are described in Dr. Tolliver’s review.  The 
results of the pharmacokinetic analysis are provided in the following table from Dr. Tolliver’s 
review.

Table 8. Descriptive Statistics of Plasma Oxycodone Pharmacokinetic Parameters, CP-
OXYDET-24. 

(Source: Table 56 on page 169 of the Clinical Study Report for Protocol CP-OXYDET-24)

As noted in the Clinical Pharmacology section, the effect of the high fat, high calorie meal on 
the exposure to oxycodone from Xtampza was less than in other studies. 
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with intranasal (IN) opioid abuse.  The primary objective of the study was to evaluate the 
deterrent effects of Xtampza for abuse by the intranasal route of administration.  During the 
Discrimination Phase, a naloxone challenge was used confirm subjects were not physically 
dependent upon opioids, and then subjects were evaluated for their ability to discriminate 
crushed, immediate-release oxycodone HCl 20 mg IN from placebo.  The double-blinded 
Treatment Phase consisted of a 4-way crossover study with the following treatment arms:

 Crushed Xtampza 40 mg IN (Xtampza placebo, oral)
 Crushed Xtampza placebo IN, (Xtampza 40 mg,  intact oral)
 Crushed immediate-release oxycodone 40mg IN (Xtampza placebo, oral)
 Crushed Xtampza placebo (Xtampza placebo, oral)

Study drug was crushed using a mortar and pestle.  Dosing occurred 20 minutes after a high 
fat, high calorie meal.  Of the initial 64 subjects enrolled, 39 entered the treatment phase and 
36 completed all treatment periods.  Details of subject disposition are described in Dr. 
Tolliver’s review.  The results of the pharmacokinetic analysis are provided in the following 
table from Dr. Tolliver’s review and show that there was a much higher Cmax from the 
immediate-release oxycodone IN, than from either oral or IN Xtampza.  Further, the Cmax 
following Xtampza IN was lower than following oral intact Xtampza.

Table 10. Pharmacokinetic Parameters for Oxycodone in Plasma Following Active 
Treatments during the Treatment Phase (Pharmacokinetic Population N = 36) (Source: 
Table 29 on page 133 of the Clinical Study Report for Protocol CP-OXYDET-21)

The pharmacodynamic results are presented in the following two figures and table, modified 
from Dr. Sun’s review.  The responses for Drug Liking and Drug High after administration of 
Xtampza IN were considerably lower compared to immediate-release oxycodone for four 
hours following dosing.

Figure 13.  Mean Drug Liking Scores (Bipolar Scale) over time PD Population, (N=36), 
Study CP-OXYDET-21
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oxycodone IN as shown in the following table.  This provides context to show that the 
reductions in drug liking and drug high are likely to be associated with a deterrent effect of the 
formulation for abuse by the intranasal route of administration.    

Table 11:  Descriptive Statistics for Maximum Drug Liking (Bipolar Scale), Drug High 
(Unipolar Scale), and Take Drug Again (Bipolar Scale), PD population (N=36), Study 
CP-OXYDET-21

Parameter Treatment Mean Std Dev Min Q1 Median Q3 Max
A: Oxycodone DETERx IN 61.81 15.64 16.00 50.00 59.50 72.50 94.00
B: Oxycodone DETERx PO 67.75 13.84 46.00 58.00 67.50 78.00 100.00
C: IR Oxycodone IN 82.72 10.95 60.00 74.00 84.00 90.00 100.00

Drug Liking 
VAS

D: Placebo 54.50 11.77 28.00 50.00 51.00 53.00 93.00
A: Oxycodone DETERx IN 23.81 24.63 0.00 2.50 22.00 38.00 92.00
B: Oxycodone DETERx PO 34.83 25.12 0.00 13.00 29.50 51.50 97.00
C: IR Oxycodone IN 69.50 25.18 12.00 53.00 71.50 88.00 100.00

Drug High 
VAS

D: Placebo 14.64 25.30 0.00 1.00 1.50 14.50 88.00
A: Oxycodone DETERx IN 47.67 27.84 0.00 30.00 50.00 60.00 100.00
B: Oxycodone DETERx PO 58.61 22.54 2.00 50.00 59.00 71.50 100.00
C: IR Oxycodone IN 71.36 23.49 18.00 56.50 78.50 87.50 100.00

Take Drug 
Again VAS

D: Placebo 45.92 17.50 0.00 50.00 50.00 50.00 97.00

Summary of the Evaluation Abuse-Deterrent Properties 
The results of the in vitro evaluation of the abuse-deterrent properties support the conclusion 
that Xtampza has properties that resist attempts to manipulate the formulation by dissolution  
and small volume extraction for injection by syringe and is likely to deter abuse by the 
intravenous route of administration.

The human pharmacokinetic studies and the human abuse liability studies support the 
conclusion that Xtampza resists attempts to defeat the extended-release profile by physical 
crushing followed by oral or intranasal administration, and by chewing the contents of the 
capsule.  These findings together with the reduction in Drug Liking and the rating to Take 
Drug Again following insufflation, relative to an active control support the conclusion that 
Xtampza is likely to deter abuse by the intranasal route of administration.  The current data do 
not support a finding that Xtampza is likely to deter abuse by the oral route of administration, 
however, this may due to a problem with the oral abuse liability study.  It is possible that 
further evaluation by the Applicant may be able to support an oral abuse-deterrent effect, as 
the pharmacokinetic data support a lack of dose dumping when crushed or chewed. 

9. Advisory Committee Meeting  

Opioids are generally dosed without regard to food.  Once the food effect was identified, the 
Division was concerned that labeling an extended-release oxycodone product to dose with 
food would result in poor patient compliance and, and the resulting variability in oxycodone 
levels could represent a safety risk.  The Applicant was asked to conduct an adequate and well-
controlled clinical trial with instructions for patients to dose study drug with food and to keep 
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a food diary.  The purpose of this study was to confirm efficacy as Xtampza is not 
bioequivalent to the approved, referenced drug, OxyContin, and to have data to permit an 
evaluation of whether any product-specific safety concerns were associated with individual 
patient’s compliance with the instructions to dose with food.  A Joint Meeting of the 
Anesthetic and Analgesic Drug Products Advisory Committee and the Drug Safety and Risk 
Management Advisory Committee was held on September 11, 20152.  The Applicant 
presented their efficacy, pharmacokinetic, and safety data, along with the results of the 
evaluation of abuse-deterrent properties, and their interpretation of the effect of naltrexone on 
oxycodone levels from pharmacokinetic studies.  Members of the FDA review team also 
presented the results of analyses of the food effect, the effect of naltrexone on opioid levels in 
pharmacokinetic studies the oral human abuse liability study, and an assessment of the clinical 
implications of the food effect.  There was also a presentation on patient-centered prescription 
communication for strategies to mitigate risk by an invited speaker.  

The committee voted 23 to 0 in favor of approval of Xtampza, noting that the product should 
be labeled for use with food, but acknowledging that patients may not be compliant with that 
condition of use.  The committee discussed the Applicant’s safety data from Study CP-
OXYDET-08 and concluded that even with the considerable variability in the amount and 
timing of food, no safety signals of concern arose during the trial.  Other key points discussed 
by the committee that factored into the decision included the potential value of having an 
extended-release oxycodone formulation that could be sprinkled on food to provide chronic 
pain patients with dysphagia another option, and the results of the evaluation of the abuse-
deterrent properties of the formulation.  

10. Pediatrics

This application triggers the requirements to conduct pediatric studies according to the 
Pediatric Research Equity Act.  The pediatric plan was discussed at the Pediatric Research 
Committee and the proposed plan accepted.  These studies will be required as postmarketing 
requirements upon final approval of the application.  

2http://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/AnestheticAndAnalgesicDrugPro
ductsAdvisoryCommittee/ucm433361 htm
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Table 12: Planned Pediatric Clinical Studies 

The Division of Pediatric and Maternal Health was consulted and provided input for 
appropriate labeling of the pregnancy and lactation subsections of Xtampza labeling with 
conversion to Pregnancy and Lactation Labeling Rule (PLLR) format that was incorporated in 
the package insert. 

11. Other Relevant Regulatory Issues

Financial Disclosure
Dr. Galati reviewed the financial disclosure reports and found no evidence of impropriety. 

OSI Inspections
Study CP-OXYDET-08 and the human abuse liability Study CP-OXYDET-24 were identified 
for audit at good clinical practice inspections of four clinical investigator sites, three from 
Study CP-OXYDET-08, based on large subject enrollment, and for Study CP-OXYDET-24, 
the single site was inspected, as shown in the following table from Dr. Lee’s review.   No 
problems were found and the inspection reports were finalized as NAI.

Table 12: Clinical Inspection Sites
Clinical Investigator Study, Site, Subjects Inspection Outcome

1

Egilius Spierings, M.D.
Medvadis Research Corporation
72 Mount Auburn Street
Watertown, Massachusetts

Study CP-OXYDET-08
Site 143

12 randomized

April 22 – May 6, 2015

NAI

2

Samir Azzam, M.D.
Global Research
3055 West Orange Avenue
Anaheim, California

Study CP-OXYDET-08
Site 133

19 randomized

May 5 - 8, 2015

NAI

3

Robert Buynak, M.D.
Buynak Clinical Research Center
55 University Drive
Valparaiso, Indiana

Study CP-OXYDET-08
Site 113

20 randomized

August 24 - 28, 2015

Pending, preliminary NAI
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4

Lynn R. Webster, M.D.
PRA Health Sciences
3838 South 700 East
Salt Lake City, Utah

Study CP-OXYDET-24

63 randomized and treated
(blinded crossover phase)

June 22 – July 10, 2015

Pending, preliminary NAI

505(b)(2) Patent Certification
The Applicant has filed a 505(b)(2) application for Xtampza that relies upon the Agency’s finding 
of safety and/or effectiveness for Purdue’s OxyContin (NDA 022272).  The Applicant sent notice 
of its Paragraph IV certification to Purdue, and Purdue initiated two infringement actions within 45 
days, giving rise to a 30-month stay of approval under section 505(c)(3)(C) of the FD&C Act.  The 
details of the legal activity in relation to this situation are described in detail a memo to file by Mr. 
Jay Sitlani of the Office of Regulatory Policy, written in conjunction with the Office of the Chief 
Counsel.  As stated by Mr. Sitlani, “The precise issue here is whether the Delaware district 
court’s dismissal of the infringement action for lack of personal jurisdiction terminated the 30-
month stay, even though the district court later vacated that decision and the patent issues continue 
to be litigated. We conclude that the stay remains in effect.” 

Mr. Sitlani goes on to conclude, “For the reasons described above, we conclude that the 30-month 
stay currently is in effect for NDA 208090 and FDA cannot grant final approval to this application 
at this time.”

12. Labeling

Labeling reviews of the package insert were conducted by the Division of Medication Error 
Prevention and Analysis in the Office of Medication Error Prevention and Risk Management, 
Office of Surveillance and Epidemiology.  The suggested changes were incorporated into the 
labeling.  The proprietary name, Xtampza ER, was found acceptable.  

At the time of this action, most of the language for the package insert has been agreed upon 
with the Applicant with the exception of the final language describing Xtampza’s abuse-
deterrent properties in Section 9.  

13. Decision/Action/Risk Benefit Assessment
 Regulatory Action – Tentative Approval

 Risk Benefit Assessment

The Applicant has provided adequate evidence of efficacy and safety to support approval for 
the proposed indication, even with the demonstrated effect of food on the bioavailability of 
oxycodone from Xtampza.  In addition, the Applicant has provided adequate evidence to 
support that Xtampza has properties likely to deter abuse by the intranasal and intravenous 
routes of administration.  However, what stands out about this product is that the formulation 
is resistant to dose dumping when chewed, crushed, and can be sprinkled on soft food for 
dosing in patients with dysphagia  This results in a safety advantage for Xtampza over other, 
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currently approved extended-release oxycodone products that benefits the intended patient 
population.  These properties are the result of the novel formulation.  The  

 lack of adequate nonclinical 
coverage for these excipients results in the need to limit the maximum daily dose of Xtampza 
to the equivalent of 320 mg of oxycodone hydrochloride per day.  This amount is likely to be 
more than the total daily dose needed by the majority of patients who use opioid analgesics on 
a chronic basis.  However, because some patients do require more than this, sponsors are 
generally required to provide adequate safety qualification as a condition of approval.  Because 
Xtampza has abuse-deterrent properties, and especially because Xtampza has the ability to 
resist dose dumping when taken orally after chewing or crushing, and can be sprinkled on food 
for patients with dysphagia, it offers safety advantages for patients not available in other 
oxycodone extended-release formulations.  

It is therefore, highly unfortunate, from a public health perspective, that a 30-month stay is in 
effect at this time.  

 Recommendation for Postmarketing Risk Management Activities

As a member of the extended-release and long acting opioid class of analgesics, at the time of 
final approval, the following postmarketing requirements will be put into place as for all of the 
members of this class, based on the following rationale. 

An analysis of spontaneous postmarketing adverse events reported under subsection 505(k)(1) 
of the FDCA will not be sufficient to:

 Assess the known serious risks of misuse, abuse, addiction, overdose, and death 
associated with the long-term use of ER/LA opioid analgesics, of which Xtampza 
(oxycodone) is a member;

 Identify an unexpected risk of serious adverse outcome of cancer due to chronic 
exposure to the excipient  in Xtampza; 

 Identify an unexpected risk of serious adverse outcomes such as focal myocarditis and 
hepatotoxicity due to chronic exposure to the excipient  in Xtampza; and

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

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.

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.
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8. Conduct a carcinogenicity assessment in the mouse model testing the mixture of
beeswax, carnauba wax, and myristic acid that is representative of the drug product
composition.

9. Complete a detailed analysis of the beeswax employed in your drug product for
potential residual levels of environmental and apicultural sources of contaminants,
based on a thorough review of the apicultural practices across the globe and known
contaminants in wax. Provide full validated analytical methods used for testing of
the contaminants, including the level of detection. Provide a justification of the
safety levels of contaminants present and the need for routine testing of the beeswax
prior to use in the manufacture of the drug product.

10. Conduct a study to characterize the levels of  in the drug product and propose a
release specification to adequately control  in the drug product.

 Recommendation for other Postmarketing Study Commitments

None 
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1 Recommendations/Risk Benefit Assessment

1.1 Recommendation on Regulatory Action

Complete Response

1.2 Risk Benefit Assessment

To support the efficacy and safety of their product, the Applicant submitted the results of 
a pivotal Phase 3 trial using the to-be-marketed formulation, in conjunction with the 
Agency’s previous findings of safety and efficacy for the reference drug OxyContin
(NDA 22272), for the management of pain severe enough to require daily, around-the-
clock, long-term opioid treatment and for which alternative treatment options are 
inadequate.  Although the statistical review is still pending, the trial was designed and 
conducted in a reasonably adequate and well-controlled fashion that is sufficient to rely 
upon for a determination of efficacy.  The data reviewed in the pivotal controlled clinical 
trial, in patients with chronic low back pain, support the effectiveness of Xtampza 
(oxycodone extended-release) for the treatment of acute pain in this population as 
evidenced by the statistical significance of the primary endpoint compared to placebo 
and the clinically meaningful benefit of this finding.  The safety data did not demonstrate 
any new safety signals beyond what is already known for oxycodone.  However, the 
safety of the drug comes into question in light of the substantial food effect.  Relative to 
the low bioavailability in fasting condition, some subjects could have up to a 5-fold 
increase in Cmax when taken with a high-fat-high-calorie meal.  Given this substantial 
food effect, it becomes extremely difficult to maintain drug concentrations in a particular 
patient without the likely excursions that are dependent on the timing and composition 
of meals for this product.  The reference drug, OxyContin, does not require any specific 
instructions with regard to food intake.  Based upon this substantial food effect, and 
potential consequences of inadequate or overdosing of the drug product coupled with 
variability in a typical person’s food intake, the usefulness of this drug is questionable.

In addition to the clinical studies, human abuse liability studies were completed as part 
of this NDA.  These studies are still under review by Dr. James Tolliver (Control 
Substance Staff-CSS) and only a preliminary review will be discussed.  An oral 
(chewing) study CP-OXYDET-24 is not conclusive regarding possible claims towards 
deterrence for oral abuse.  Although a statistically significant difference was noted 
between chewed and positive control with respect to drug liking, the differences were 
small.  There was no statistical difference between active treatments with respect to the 
secondary measure of Take Drug Again VAS, thereby not providing support of an abuse 
deterrent claim.  An intranasal study CP-OXYDET-21 shows evidence of a possible 
deterrent effect of Xtampza to intranasal abuse.  This was supported by the measures 
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of Drug Liking VAS (primary), High VAS (secondary) and Take Drug Again VAS 
(secondary) results.  

Benefits:
 Evidence of effectiveness was established in a single, pivotal, placebo-controlled 

trial using the primary endpoint and was further confirmed in a number of 
sensitivity analyses (see Section 6 for more details). 

 The primary efficacy analysis is further supported by results in favor of Xtampza 
on various secondary endpoints.

 Oxycodone is a well-established analgesic and this dosage form offers an 
additional treatment option for patients with chronic pain conditions require an 
opioid level of treatment.

 This potentially provides an abuse- deterrent option of an extended-release 
oxycodone for patients with chronic pain conditions who require an opioid level of 
treatment. 

Risks:
 No new safety signal was identified in review of this application.
 The variability of the pharmacokinetics between the fasted and fed states is 

substantial and may lead to inconsistent serum levels of oxycodone.  Therefore, 
this formulation may pose real-world efficacy and safety concerns.

 The reference drug, OxyContin, does not have the same concerns regarding 
food-effect.

 Preliminary review of oral abuse study did not support claims towards deterrence 
for oral abuse.

Overall, the risk-benefit profile of Xtampza in this patient population is questionable.  
The real-world scenario of patients taking a high-fat-high-calorie meal on a consistent 
basis is not realistic, especially when other opioid products do not have this restriction.  
A major concern would be the variably serum levels leading to inconsistent dosing in an 
individual.  If a patient does not achieve the desired analgesic effect (due to not taking 
with food) and then takes another dose with food the serum levels may rapidly rise and 
lead to serious complications.  Therefore, I recommend a Complete Response.  This 
review is prior to the upcoming Advisory Committee scheduled September 11, 2015.  
The key issues, most notably the food effect and potential clinical impact, will be further 
discussed at that time.  

1.3 Recommendations for Postmarket Risk Evaluation and Mitigation 
Strategies

I recommend a Complete Response, and therefore, any postmarket evaluation 
recommendations are not relevant.  
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Table 5:  OSI Site Inspections

Site # (Name,Address, 
Phone number, email, 

fax#)

Protocol 
ID

Number of Subjects

Indication/Primary 
endpoint and other 

endpoints for 
verification

Site ID-133 (Samir Azzam, 
Global research, 3055 West 
Orange Avenue, Suite 201
Anaheim, California 92804)

P: 714-220-1251
F: 714-220-1250

CP-
OXYDET
-08

19

Primary endpoint: 
Average pain intensity 
change from baseline to 
week 12.

Secondary: PGIC, total 
rescue, quality of life, 
time to exit

Site ID -124 (Louise Taber, 
Arizona Research Center
2525 West Greenway Road, 
Suite 114 Phoenix, Arizona 
85023)

P: 602-863-6363
F: 602-863-6611

CP-
OXYDET
-08

19

Primary endpoint: 
Average pain intensity 
change from baseline to 
week 12.

Secondary: PGIC, total 
rescue, quality of life, 
time to exit

Site ID – 113 (Robert 
Buynak, Buynak Clinical 
Research 55 University 
Drive, Suite 106
Valparaiso, Indiana 46383)

P: 219-464-8302
F: 219-531-1825

CP-
OXYDET
-08

20

Primary endpoint: 
Average pain intensity 
change from baseline to 
week 12.

Secondary: PGIC, total 
rescue, quality of life, 
time to exit

Site ID – 143 (Egilius 
Spierings, Medvadis 
Research Corporation
72 Mount Auburn Street
Watertown, Massachusetts 
02472-3930)

P: 617-744-1310
F: 617-744-1285

CP-
OXYDET
-08

12

Primary endpoint: 
Average pain intensity 
change from baseline to 
week 12.

Secondary: PGIC, total 
rescue, quality of life, 
time to exit
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Table 6.  The initial PK studies indicated that the bioavailability of Xtampza under 
fasting conditions was variable and lower when compared to OxyContin with improved 
bioavailability noted after administration with a high-fat meal.  Therefore, the Applicant 
proposed to instruct their product to be taken with food.  During a number of interactions 
between the Agency and the Applicant, the Agency noted concern regarding the food 
effect and how the variability in patients’ diets and or behaviors may lead to inconsistent 
serum levels of oxycodone (Teleconference -February 19, 2009 and End-of-Phase 2 
meeting).  However, after several attempts to reformulate, the Applicant arrived at a 
final formulation that was still susceptible to increased bioavailability with food.  
Therefore, the Agency informed the Applicant they must include additional clinical 
studies to document safety and efficacy of Xtampza when taken with food.  This review 
covers only some of the key findings of the clinical pharmacology program completed by 
the Applicant.  For a full detailed review, please refer to Dr. Srikanth Nallani’s (clinical 
pharmacology) review.  

In a relative bioavailability study (CP-OXYDET-15) conducted in naltrexone-blocked healthy volunteers (n= 
45), the PK of Xtampza 40 mg capsule was examined when taken with high-fat high-calorie (HFHC) meal, with 
a medium-fat medium-calorie (MFMC) meal, and with a low-fat low-calorie (LFLC) meal, as well as in the 
fasted state, compared with OxyContin 40 mg dosed with an HFHC meal and in the fasted state.  Descriptive 
statistics of oxycodone pharmacokinetics in healthy volunteers following different treatments of Xtampza 
and OxyContin at 40 mg dose are described in 
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Table 6 below. Some key points include:  the Tlag or delay in oxycodone absorption for 
up to 4 hours was noted when Xtampza was taken with MFMC or HFHC food; Tmax 
values for fasted vs HFHC meals for Xtampza (5.5 vs. 12 hours respectively) compared 
to OxyContin (8 vs. 8 hours respectively).  Relative to OxyContin fasted, Xtampza 
fasted treatment has 26% lower Cmax and 28% lower AUC.  OxyContin fed treatment 
bioavailability was 52% higher with regard to Cmax without significant increase in AUC 
compared to fasting state.  

Table 6: Pharmacokinetic Parameters of Oxycodone in Healthy Subjects Receiving Xtampza 40 mg capsule
and OxyContin 40 mg Tablet
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Source:  Clinical study report, CP-OXYDET-15, p.52

The data above shows that Xtampza exhibited higher Cmax values after dosing with either MFMC or HFHC 
meal relative to the fasted state.  Therefore, additional statistical analysis was conducted by our clinical 
pharmacologist to understand the impact of food administration on Xtampza PK (

Table 7).  Relative to Xtampza taken when fasting, oxycodone exposure (Cmax and 
AUC) increased with increased meal size and caloric/fat content of the food consumed 
just prior to Xtampza dosing.   
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Table 7: Effect of differing meal composition (Study CP-OXYDET-15) on Xtampza PK parameters (Geometric 
mean, Ratio to fasted, 90% Confidence Interval)

Parameter Fasted
(Reference)

LFLC Ratio %a

(90% CI)
MFMC Ratio %a

(90% CI)
HFHC Ratio %a

(90% CI)
Cmax
(ng/mL)

29.84 35.9 120
(112 – 128)

54.9 184.2
(172 – 196)

49.75 166.7
(156 – 177)

AUClast
(ng h/mL)

317.9 372.6 117
(111 – 123)

440.7 138
(132 -145)

472.6 148.6 
(141 – 156)

AUCinf
(ng h/mL)

337.8 384.02 113.7 
(108 -119)

451.2 133.6
(127 – 139)

485.5 143.7
(137 – 150)

FDA analysis of data submitted to CP-OXYDET-15.  
LFLC: Low-Fat Low-calorie; MFMC: Medium-fat Medium Calorie; HFHC: High-fat High-calorie
aRatio to fasted Xtampza treatment and 90% CI.  Bold face numbers indicates significant increase in PK parameter 
as indicated by the 90% CI beyond the 80 – 125 limits.  

Source: Dr. Srikanth Nallani’s Advisory Committee Presentation

Variability in the observed food-effect in terms of peak plasma oxycodone concentration 
was also compared between OxyContin and Xtampza (Table 8). As shown in the Table 
above, Xtampza MFMC and HFHC treatments produced a mean 84% and 66% higher 
Cmax ratio, respectively compared to the fasting state.  However, a greater degree of 
variability in food-effect was noted in Xtampza treatments compared to OxyContin.  
While a limited number of subjects receiving OxyContin with HFHC had a 2-fold 
increase in Cmax, significant number of subjects receiving Xtampza had increase in Cmax

as high as 3-fold compared to fasted state.  This observation is mainly because of the 
low and variable bioavailability with Xtampza under fasting condition.

Table 8:  Ratio of Cmax for each individual receiving OxyContin fed Vs. fasted (Left), Xtampza MFMC Vs. 
fasted (middle), and Xtampza HFHC Vs. fasted (right)

Source: Dr. Srikanth Nallani’s Advisory Committee Presentation
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In relative bioavailability study (or Category 2 PK only Abuse Liability Study) CP-
OXYDET-17, pharmacokinetics of Xtampza taken intact in naltrexone-blocked healthy 
volunteers under fasting or HFHC condition was compared with Xtampza taken orally 
after different physical manipulations.  This study was an open-label, randomized, 
active-controlled, cross-over comparison study.  Systemic exposure of oxycodone was 
lowest following intact Xtampza capsule administration in fasted state (Table 9).  As 
noted previously, Cmax and AUC of Xtampza increased when given intact with HFHC
meal.

Table 9: Study CP-OXYDET-17: Summary of Xtampza PK parameters following intact, chewed or crushed 
ingestion in fasted or fed (HFHC) state

Source: Dr. Srikanth Nallani’s Advisory Committee Presentation

The effect of crushing and chewing is limited compared to intact Xtampza when taken 
with a high-fat meal. As shown in Figure 1, peak plasma concentrations of oxycodone 
following all treatments (intact or manipulated) when taken with high-fat meal are higher 
than any of the treatments (intact or manipulated) taken while fasting.  

Additional statistical analysis showed that crushing Xtampza did not impact PK under 
fasting condition, while after chewing Xtampza the Cmax increased by 28% under fasting 
condition.  The analysis also showed that the two-fold increase in Cmax noted when 
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Xtampza is taken with food mitigated any additional impact of crushing or chewing 
Xtampza under fed state.

Figure 1: Pharmacokinetic profile of oxycodone following administration of Xtampza intact, 
chewed or crushed under fasting (Left) or Fed HFHC (Right) conditions

Source: Dr. Srikanth Nallani’s Advisory Committee Presentation

In summary, Xtampza’s relative bioavailability is lower compared to OxyContin under 
fasting condition and taking Xtampza with food increases the bioavailability.  Based on 
the increase in fat and calorie content, bioavailability of Xtampza increased in terms of 
both Cmax and AUC by an average 2-fold increase in exposure.  Relative to the low 
bioavailability in fasting condition, some subjects could have up to a 5-fold increase in 
Cmax when taken with HFHC meal.  This observed variability in food-effect with 
Xtampza, due to low and variable PK of Xtampza in fasted-state, is not noted with the 
reference drug OxyContin in the fasted or fed-state.  Of note, OxyContin does not have 
labeling restrictions with regard to diet.  The Applicant is proposing to label Xtampza to 
be taken with food.  This variability is PK, notably when taken with food, brings the 
safety and utility of this drug product into question.  This is one of the main subjects for 
discussion at the upcoming advisory committee meeting. 

5 Sources of Clinical Data

5.1 Tables of Studies/Clinical Trials

The clinical trials conducted in support of this NDA are listed in below in Table 10.  
These clinical studies provided the primary data for efficacy and safety of this review.  
Additional studies to support the pharmacokinetic bridging of the Applicant’s product 
Xtampza to the reference product, as well as abuse liability assessments, were also 
performed (Table 11).  Subjects in the pharmacokinetic studies were naltrexone blocked 
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CP-OXYDET-19

Healthy 
subjects with a 

history of 
insufflating 
opioids but 
were not 

dependent

15 randomized
13 completed

Single-dose separated by a
washout period of at least 7 days.  

Crushed Xtampza IN resulted in a 
lower mean peak plasma 
concentration than both intact
Xtampza and crushed oxycodone.

 crushing and insufflating 
Xtampza capsule contents 
did not produce the 
relatively high plasma 
concentrations over short 
duration that abusers seek

CP-OXYDET-25

Healthy 
subjects with a 

history of 
insufflating 
opioids but 
were not 

dependent

42 randomized
38 completed

37 received all doses as
planned

Single-dose separated by a
washout period of at least 5 days.

PK results show that intact 
Xtampza and intact OxyContin
have similar PK profiles, but upon 
physical manipulation (crushing),
OxyContin loses its ER profile and
while Xtampza retains its ER 
profile

CP-OXYDET-21

Healthy 
subjects with a 

history of 
insufflating 
opioids but 
were not 

dependent

Naloxone Challenge Test: 
64/64

Drug Discrimination Phase:
64/39

Double-blind Treatment
Phase: 39/36

Randomized, double-blind, double-
dummy, positive- and placebo
controlled drug-liking study

Crushed Xtampza IN resulted in 
less drug liking than crushed IR
oxycodone IN

CP-OXYDET- 24

Healthy 
subjects with a 
history of opioid 

use but were 
not dependent

Naloxone Challenge Test: 
111/110

Drug Discrimination Phase:
107/64

Double-blind Treatment
Phase: 64/38

Randomized, double-blind, triple-
dummy, active- and placebo
controlled, drug-liking study

Chewed and intact Xtampza in 
both the fed and fasted state 
resulted in less drug liking than 
crushed IR oxycodone in solution

Source: Derived from Applicant’s submission, NDA 208090

5.2 Review Strategy

CP-OXYDET-8 (controlled trial) is the pivotal trial reviewed for efficacy and safety.  The 
primary analyses of both safety and efficacy will rely on CP-OXYDET-8, along with the 
Agency’s previous findings of safety and effectiveness for oxycodone [505(b)(2)].  The 
Applicant submitted other studies that will provide support for the pivotal trial and 
outlined in Table 10 and Table 11.   These studies will mainly serve as support for 
safety, but not as a primary source of data given the study design, population and 
naltrexone block provided in the PK studies.  The design and results from the individual 
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controlled trials submitted in support of efficacy in the indicated population are reviewed 
in Section 5.3, Discussion of Individual Studies/Clinical Trials.  The primary efficacy 
analyses of trial CP-OXYDET-8 will be confirmed by Dr. Katherine Meaker, statistical 
reviewer.  

5.3 Discussion of Individual Studies/Clinical Trials

Trial CP-OXYDET-8

“A Phase 3, Multi-Center, Randomized, Double-Blind, Placebo-Controlled, Safety,
Tolerability, and Efficacy Study of Oxycodone DETERx™ Versus Placebo in Opioid-
Experienced and Opioid-Naive Subjects with Moderate-to-Severe Chronic Low
Back Pain”

Clinical sites in 49 U.S. locations

Date of Final Report: November 12, 2014

Protocol

Objective/Rationale
The primary objective is to evaluate the analgesic efficacy of Xtampza compared with 
placebo in opioid-experienced and opioid-naïve subjects with moderate-to-severe 
chronic low back pain (CLBP), requiring continuous around-the-clock (ATC) opioid 
analgesia for an extended period of time.

The secondary objectives are the following:
 Evaluate safety and tolerability of Xtampza compared with placebo in patients 

with CLBP
 Evaluate quality of life (Short Form 12-Item Health Survey Version 2 [SF-12v2])
 Evaluate level of physical disability (Roland-Morris Disability Questionnaire 

[RMDQ])
 Evaluate global impression of change (Patient Global Impression of Change 

[PGIC])
 Evaluate the total amount of rescue medication used
 Evaluate the time-to-exit from the study for all causes
 Conduct responder analyses, including the cumulative distribution of subjects 

with an improvement in pain intensity and the proportion of responders with at 
least a 30% and at least a 50% reduction in pain intensity

 Evaluate weekly changes in pain intensity from Randomization Baseline to 
Weeks 2, 4, 6, 8, and 10

Overall Design
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This was to be a Phase 3, randomized withdrawal, double-blind, placebo-controlled,  
enriched enrollment, parallel-group, multicenter study intended to demonstrate the 
safety, tolerability, and analgesic efficacy of Xtampza compared with matching placebo 
in subjects with moderate-to-severe CLBP who require an ATC opioid analgesic for an 
extended period of time. Subjects were treated in the double-blind maintenance phase 
for 12 weeks.  Both opioid-experienced and opioid-naive1 subjects were eligible for 
participation. Opioid-naive subjects must have had moderate-to-severe pain warranting 
ATC use of an opioid medication for an extended period of time and had failed prior 
therapy with acetyl-para-aminophenol (APAP) and/or non-steroidal anti-inflammatory 
drugs (NSAIDs) (i.e., had moderate-to-severe pain [≥ 5 on an 11-point pain intensity-
numerical rating scale {PI-NRS}] while on APAP and/or NSAIDs) or were unable to 
tolerate NSAIDs.  In order to enter the double-blind phase, subjects must have an 
average PI-NRS score of ≤4 for the last 7 days of titration phase.  

Treatment

Xtampza capsules (and matching placebo) were to be available in 10 mg, 20 mg, and 40 mg oxycodone 
strengths.  In the titration phase, an opioid-experienced subject was to be converted from his/her current 
opioid medications to Xtampza at the appropriate starting dose using the Opioid Conversion Table (

Table 12).  For inadequately controlled pain, study drug (Xtampza) was to be increased 
every 3 to 7 days up to a maximum daily dose of 160 mg (80 mg q12h) or until a stable 
dose was reached.  Opioid-naïve subjects were to start at 10 mg q12h and titrate via 
that same schedule as the opioid experienced subjects.  Down titrations were to be 
made by the Investigator at any time for safety and/or tolerability.  Subjects who 
reached the maximum permitted daily dose of 160 mg (80 mg q12h) during the titration
phase, but could not maintain a stable dose of study drug were to be discontinued from 
the study. Subjects who could not achieve a stable dose of at least 40 mg (20 mg q12h) 
were to be discontinued from the study.

                                           
1

Opioid-naive subjects were subjects that were not on any opioid medication or on ≤ 10 mg per day 
morphine sulfate equivalent (MSE) for the 14 days prior to screening
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Table 12: Starting Dose of Xtampza Based on Calculated Equivalent Daily Dose of Morphine Sulfate

Source: Table S-3, Appendix 16.1.1

The study drug and placebo were to be administered orally according to the subject’s 
individual stable dosing regimen. In order to maintain the study blind, capsules were to 
be packaged using a double dummy design. Doses were to be taken with food in the 
morning and in the evening at approximately the same time every day. Subjects were 
instructed to take study drug/placebo with food and to record the meal type in their e-
diary.

Rescue (acetaminophen (APAP); one-two tablets as needed every four-six hours) was 
supplied as 500 mg tablets to be used as rescue in both phases of the study.  

Population and Procedures
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Opioid-experienced subjects were to be on a daily dose of opioid medication ≥ 30 mg 
per day of morphine sulfate equivalent (MSE) for a minimum of 14 days prior to the 
Screening Visit. Subjects must not have been on > 240 mg per day of MSE.  

Inclusion/Exclusion Criteria
To account for subject early discontinuation and non-compliance, approximately 390 
subjects (195 per treatment group) were to be randomized.  The trial enrolled 740 
subjects into the titration phase and a total of 389 were to be randomized.  Subjects 
were to be randomized 1:1 to active treatment or placebo.  

Inclusion Criteria

Screening:
 Had the cognitive ability to provide written informed consent; to be able to 

correctly and consistently use the assessment tool; and able to complete all 
required study-related procedures

 Male or non-pregnant female 18-75 years of age
 Clinical diagnosis of moderate-to-severe CLBP for a minimum of 6 months prior 

to screening
 Average 24-hour pain intensity score ≥ 5 and ≤ 9 on an 11-point PI-NRS at the 

Screening Visit (Visit 1), on opioid or non-opioid analgesic medication
 Classified as non-malignant and non-neuropathic (Class 1 and 2), neuropathic 

(Class 3), or symptomatic for more than 6 months after low back pain surgery 
(Class 9) based on the Quebec Task Force Scale score

 Qualified, in the Investigator’s opinion, for ATC opioid therapy for treatment of 
CLBP

 For opioid-naive subjects, must have had moderate-to-severe pain warranting 
the use of opioid medication and had failed2 prior APAP and/or NSAID therapy 
and/or were unable to tolerate NSAIDs

 Subjects agreed to stop the use of all analgesics other than study drug from the 
day of the first Titration Phase visit (Visit 2) through to the End-of-Study

 Subjects were willing to discontinue all prohibited medications including non-
opioid medications used for low back pain and local regional pain treatments 
during the study

 Adjunct therapy for back pain such as physical therapy, biofeedback therapy, 
transcutaneous electrical nerve stimulation, acupuncture, nutraceuticals, herbal 
remedies, and water aerobics must have been unchanged for at least 4 weeks 
prior to the Screening Visit through the End-of-Study Visit

                                           
2

Failure to respond to APAP and/or NSAIDs was defined as a subject who experienced moderate-to-
severe pain (≥ 5 on an 11-point PI-NRS) while on APAP and/or NSAIDs
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 Female subjects of child bearing potential must have had a negative serum 
pregnancy test at the Screening Visit and a negative urine pregnancy test at Visit 
2 (prior to the start of the Titration Phase)

 Female subjects of child-bearing potential were to use an acceptable method of 
birth control3

 Subjects must have been in general good health based on screening physical 
examination (defined as the absence of any clinically relevant abnormalities), 
medical history, 12-lead ECG, and clinical laboratory values (hematology, 
chemistry, serology, and urinalysis)

Titration Phase Entry Criteria:
 Subjects continued to meet the Screening Phase inclusion criteria
 Screening Phase Average Pain Score (defined as the average of the PI-NRS for 

Visits 1 and 2) between ≥ 5 and ≤ 9
 Subjects had started discontinuation of all prohibited medications at least 7 days 

prior to the start of the Titration Phase

Double-blind Maintenance Phase Entry Criteria:
 Subjects continued to meet all Screening Phase and Titration Phase inclusion 

criteria
 Subjects must have attained a stable dose of study drug, defined as:

o Unchanged dose of Xtampza during the last 7 consecutive days prior to 
randomization

o The 24-hour pain intensity score on the 11 point PI-NRS was ≤ 4 for 6 out 
of the last 7 days prior to the Randomization Visit

o The average 24-hour pain intensity score on the 11 point PI-NRS was ≤ 4 
for the last 7 days prior to the Randomization Visit. 

 Note: In the event of missing scores, subjects were eligible with 6 
out of 7 days of scores prior to the Randomization Visit as long as 
the average of the score was ≤ 4

o Reduction of at least 2 points in the average 24-hour pain intensity score 
for the last 7 days prior to the Randomization Visit compared with 
Screening Phase Average Pain Score4

o Subjects had taken ≤ 2000 mg of APAP daily during the last 7 consecutive 
days prior to randomization

 Subjects must have been on a stable dose of study drug of at least 20 mg every 
12 hours but not more than 80 mg of Xtampza

 Subjects must have reached a stable dose within 6 weeks of entry into the 
Titration Phase

 Subject must have had at least 80% compliance with each of the following: a) 
taking study drug, b) taking each dose with food, and c) e-diary completion

                                           
3

total abstinence from heterosexual intercourse, a vasectomized partner, contraceptives (oral, parenteral, 
or transdermal), intrauterine device, or double barrier method
4

Defined as the average of the PI-NRS scores for Visits 1 and 2
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 Subject must have been able to tolerate any side effects

Exclusion Criteria

None of the following criteria could be applied to any subject:
 Opioid-experienced subject on the equivalent of > 240 mg per day of MSE
 Subjects known to be refractory or intolerant to the analgesic effects of opioids
 Failed previous opioid therapy
 Female subjects who were pregnant, planning a pregnancy, or breastfeeding
 Contraindication to any opioid, any component(s) in the test product(s), or APAP
 Active diagnosis of lumbar radiculopathy, complex regional pain syndrome, 

neurogenic claudication due to spinal stenosis, spinal cord compression, acute 
nerve root compression, lower extremity weakness or numbness, bowel or 
bladder dysfunction as a result of cauda equine compression, acute compression 
fracture, seronegative spondyloarthropathy, gout (unless controlled without any 
attacks for ≥ 2 years), pseudogout, psoriatic arthritis, active Lyme disease,  
diabetic amyotrophy, meningitis, diskitis, back pain because of infection or tumor, 
or pain caused by a neoplasm

 Botulinum toxin injection in the lower back region within 3 months of screening
 Nerve/plexus block within 4 weeks prior to screening
 Selective serotonin reuptake inhibitor used for a condition other than chronic 

pain, where the dose had not been fixed for at least 4 weeks prior to the 
screening

 Neuroleptics, monoamine oxidase inhibitors, serotonin–norepinephrine reuptake 
inhibitors, tricyclic anti-depressants, anti-convulsants, or anti-parkinsonian drugs 
used within 14 days prior to the screening visit

 Corticosteroids5

 CYP3A4 inhibitors/inducers unless the dose had remained unchanged for at 
least 1 month of screening

 A medical condition that, in the opinion of the Investigator, would have 
compromised the subject’s ability to swallow, absorb, metabolize, or excrete the 
study drug6

 Surgical procedure for back pain within 6 months of screening
 Chronic pain condition other than CLBP7

 Uncontrolled blood pressure (i.e., subject had a resting systolic blood pressure > 
160 mmHg or < 90 mmHg, and/or a resting diastolic blood pressure > 90 mmHg 
or < 50 mmHg at screening

                                           
5

Oral or topical administration within 1 month; Intramuscular or soft tissue administration within 2 months; 
Intra-articular administration within 3 months; Injection of depot steroids within 6 months of screening
6

E.g., intractable nausea and/or vomiting and/or severe gastrointestinal (GI) narrowing (pathologic or 
iatrogenic), bowel obstruction, ileostomy, colostomy, or is suspected of having paralytic ileus
7

E.g., osteoarthritis, rheumatoid arthritis, post-herpetic neuralgia, pain associated with diabetic 
neuropathy, fibromyalgia, migraine headaches requiring opioid therapy
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 History of major depressive disorder that was not controlled with medication or
had other conditions that produced significant cognitive or emotional disability

 Beck Depression Inventory score > 19 at screening
 Clinically significant unstable medical abnormality or acute or chronic disease8

 Clinically significant deviation from normal in physical examination, vital signs, 
ECG, or laboratory tests

 History of alcohol and/or drug abuse
 Positive urine drug screen
 History of seizure disorder, epilepsy, convulsions, or increased intracranial 

pressure anytime during the subject’s life except pediatric febrile seizures
 Head injury within 6 months
 Malignancy or a history of malignancy within 2 years before screening
 Investigational study within 30 days prior to the screening
 Positive test for HIV, HBV, or HCV
 Involved in a worker’s compensation claim or litigation related to his/her back

The inclusion/exclusion and entry criteria appear appropriate for safety and efficacy 
study in a chronic low back pain population.  

Procedures 
The study was to consist of a screening phase, a titration phase and a double-blind 
treatment phase.  Subjects were to be eligible if were given a clinical diagnosis of 
moderate-to-severe CLBP for a minimum of 6 months prior to screening as well as 
average 24-hour pain intensity score ≥ 5 and ≤ 9 on an 11-point pain intensity numerical 
rating scale (PI-NRS) at the Screening Visit (Visit 1).  After screening, subjects were to 
enter an open-label titration phase (up to 6 weeks).  Once subjects achieved a stable 
dose of Xtampza for seven days, they were to be eligible for randomization (i.e., 
Xtampza or placebo) into the 12-week double-blind phase.  The subjects were to 
receive the study medication after eligibility confirmed and met pain requirements on the 
NRI scale as detailed under the inclusion criteria above.  The medication was to be 
administered BID with food and the meal size was to be recorded in a diary meal size.  
After completion of the double-blind phase there was to be a follow-up phase of 2 
weeks.

Screening (-28 to -1)
 Informed consent signed
 Inclusion/exclusion criteria reviewed
 Demographic information 
 Medical history

                                           
8

cardiovascular, GI, respiratory (eg, chronic obstructive pulmonary disease), hepatic, or renal systems; 
subject with aspartate aminotransferase (AST) or alanine aminotransferase (ALT) > 2.5 times the upper 
limit of normal or alkaline phosphatase > 3.0 times the upper limit of normal or creatinine > 2.0 mg/dL
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 Physical examination, vital signs, height and weight
 Beck Depression Inventory
 Quebec Task Force Scale
 ECG
 HIV/HBV/HCV Screen
 Clinical labs9

 Serum Pregnancy
 Urine Drug Screen
 In-Clinic PI-NRS
 SF-12v2o
 RMDQ
 AEs/SAEs

Titration Phase (up to 6 weeks)
 Urine Pregnancy
 Vital Signs
 Review entry criteria (detailed above under inclusion/exclusion)
 Urine drug screen
 In-Clinic PI-NRS
 PI-NRS scores
 COWS/SOWS
 E-diary review10

 Rescue Medications
 AEs/SAEs
 Oxycodone Blood Samples

Double-Blind Phase (12 weeks)
 Urine Pregnancy
 Vital Signs
 Clinical labs 
 Urine Drug Screen 
 PI-NRS 
 SF-12/ RMDQ
 COWS/SOWS
 PGIC
 AEs/SAEs
 PK samplings

Follow-Up Phase (2 weeks)

                                           
9

Chemistry, hematology, urinalysis
10

Record the time of each study drug dose, 24 hour pain intensity assessments, the use of any rescue 
medication, use of APAP for fever and headache, pain intensity just prior to use of rescue medication, 
food intake with medication
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 AEs/SAEs
 Telephone call for assessment of safety
 Discharge from study

Details of the full schedule of assessments are in 

Table 13.

Table 13:  Schedule of Assessments in Trial CP-OXYDET-8
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Source: Clinical Study Report, Table 9-1

The safety assessments were appropriate to capture safety signals in this population 
and study design.  
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Subject Withdrawal
Subjects in this clinical study were to be discontinued for any of the following reasons:

 Adverse event (AE)
 Opioid withdrawal
 Subject request (e.g., withdrew consent)
 Pregnancy
 Lost-to-follow-up
 Lack of efficacy
 Protocol violation
 Unblinding of a subject based on medical need
 Confirmed or suspected study drug diversion
 Other reasons (e.g., Sponsor decision to terminate study); the specific reason 

was clearly documented in the electronic case report form (eCRF)
 For Titration Failure subjects only: Entered Titration Phase, but did not qualify for 

randomization (was not randomized)

Evaluations/Endpoints

Primary Endpoint:
The pre-specified primary efficacy variable was to be the change in average pain 
intensity measured by the change in PI-NRS scores from Randomization Baseline to 
Week 12 of the Double-Blind Maintenance Phase.  For Week 12, the value was to be 
the average of the daily 24-hour PI-NRS scores for the final 7 days that the subject was 
on the study drug. For the Randomization Baseline, the value was to be the average of 
the daily 24-hour PI-NRS scores from the last 7 days prior to the Randomization Visit. If 
rescue medication was to be used, the PI-NRS score recorded just prior to taking 
rescue medication was to be used to replace the daily 24-hour PI-NRS score for that 
day in the calculation of average weekly pain intensity scores. If rescue medication was 
to be used several times on the same day, the worst PI-NRS score prior to taking 
rescue medication was used to be replaced by the daily 24-hour PI-NRS score.

The pre-specified primary endpoint, with its subsequent sensitivity analyses, are 
acceptable for the measure of efficacy in a chronic pain population.  

Secondary Efficacy Endpoints:
Secondary efficacy endpoints were to include changes from Randomization Baseline to 
Week 12 of the Double-blind Maintenance Phase as measured by:

 Quality of life (SF-12v2)
 Level of physical disability using the RMDQ
 Global impression of change (PGIC)
 Total amount of rescue medication used (number of doses per day, number of 

doses
 per week, mg per day, total amount used in mg)
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 Time-to-exit from the study for all causes from Randomization Baseline to Week 
12

 of the Double-blind Maintenance Phase
 Responder analyses, including the cumulative distribution of subjects with an
 improvement in pain intensity from Screening Baseline to Week 12 of the
 Double-blind Maintenance Phase and the proportion of responders with at least a 

30% and at least a 50% reduction in pain intensity at Week 12 of the Double-
blind Maintenance Phase

 Weekly changes in pain intensity from Randomization Baseline to Weeks 2, 4, 6, 
8,10

Safety Assessments
 Incidence of TEAEs/SAEs
 Vital sign measurements
 Physical examinations

Clinical lab variables (

 Table 14) were assessed at Screening and at the End-of-Study Visit/Early 
Discontinuation Visit

 Urine Drug Screens
 ECG
 Prior and concomitant medications
 Pregnancy tests
 Opioid withdrawal11 was assessed at multiple time points during the first week of 

the Titration Phase and during the first 3 weeks of the opioid taper in the Double-
blind Maintenance Phase

 Blood samples for determination of oxycodone plasma concentration were 
collected from all subjects at Visit 3, the Randomization Visit (Visit 8), and at Visit 
11; these baseline blood samples were analyzed only in subjects with a 
SAE/severe AE. 

o An attempt was made to collect additional samples for any subject who 
experienced a study drug/placebo-associated SAE/severe AE

                                           
11

COWS/SOWS
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Table 14: Clinical Lab Assessments Trial CP-OXYDET-8

Source: Clinical study report, p. 39-40

Statistical Plan

Primary Analysis
The primary efficacy endpoint was to be the change in average pain intensity measured 
by the change in PI-NRS scores from randomization baseline through Week 12 of the
double-blind maintenance phase.   
The primary analysis was to be a 2-piece linear mixed model for the responses from 
baseline through week 12 to model the mean trajectory over time.  The introduction of a 
change point as a parameter in the growth curve model changes the estimation problem 
from a linear model to a non-linear model. Estimation of the parameters in this model 
was to be done by any Mixed Model Repeated Measure (MMRM) software.  
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Secondary Analysis of the Primary Endpoint (24-hour Daily Pain)
The weekly PI-NRS average scores were to be calculated based on 24-hour daily PI-
NRS scores using the same rules as the primary endpoint for Week 12, for Weeks 1 to 
11, with the exception that pain scores at the time of rescue medication use were not 
used in computing the averages.

Sensitivity Analyses of the Primary Endpoint – Non-mixture Mixed Model Repeated
Measures
As an alternate likelihood based method, the unimputed observed data were analyzed 
using non-mixture MMRM.  

Sensitivity Analysis of the Primary Endpoint - Last Observation Carried 
Forward/Baseline Observation Carried Forward Analysis of Covariance
Sensitivity of the results of the primary endpoint analysis to both the method for 
handling missing data and the statistical assumptions of the analysis were to be 
assessed through the following additional analysis. As an alternate method for handling 
missing data, an imputation based method (ANCOVA with LOCF/baseline observation 
carried forward [BOCF]) was to be used. For the imputation based sensitivity analysis, 
the following algorithm was to be used:

 For subjects who discontinued after randomization, after receiving at least one 
dose of study drug, and prior to the first post-randomization efficacy data point, 
the Screening Phase Baseline PI-NRS score was carried forward (i.e., BOCF)

 For subjects who discontinued due to an AE, the Screening Phase Baseline PI-
NRS score was carried forward (BOCF)

 For placebo subjects who discontinued due to opioid withdrawal symptoms, the 
Randomization Baseline PI-NRS score was carried forward (BOCF)

 For all other subjects, the last available PI-NRS score was carried forward (i.e., 
LOCF)

Sensitivity Analysis of the Primary Endpoint – Analysis for Adverse Event 
Discontinuation Subgroup (Varying Lambda)

This analysis was an alternate method for handling missing data, an alternate likelihood 
based method (analysis by AE discontinuation subgroup).  This method was to be used 
to see how the overall results change depending on the weight given to the results from 
subjects who dropout due to AEs..

Sensitivity Analysis of the Primary Endpoint – Analysis for Missing at Random (MAR) 
Assumptions

Because MAR assumes characteristics about the data that were not observed, it was 
not possible to verify such assumptions using the observed data.  The Applicant 
assessed the extent of possible departures from MAR.  Because the primary endpoint 
analysis used a likelihood-based analysis that assumed the dropout mechanism was 
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MAR, further analyses were undertaken to try and gauge the extent to which these 
results might change if the MAR assumption did not hold.   These analyses were to be 
conducted using the Markov Chain Monte Carlo (MCMC) methodology.  

Results  

Subject Overview
Overall, 740 subjects were enrolled and 351 (47.4%) subjects discontinued during the 
Titration Phase and 389 (52.6%) subjects were randomly assigned to the Xtampza (n = 
193) and placebo (n = 196) treatment groups.  The safety population consisted of 740 
subjects and the intention to treat (ITT) population included 389 subjects from the 
double-blind phase.  No subjects discontinued after randomization and prior to active 
treatment.  The number of subjects were acceptable for both measures of safety and 
effectiveness.  

Subject Disposition
Seven subjects discontinued during the Titration Phase without receiving study drug
and therefore were not included in safety population.  Section 7.3.3 details my review of 
subject disposition and the relevance to the safety analysis of this study.  A general 
overview of subject disposition is shown in Table 15.  

Table 15: Subject Disposition Study Trial CP-OXYDET-8
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Source: Clinical Study Report, p. 65

Demographics
The majority of subjects were female (52.6%), white (69.9%), and not Hispanic/Latino 
(91.6%); median age was 51 years. Demography was generally comparable between 
the subjects in the safety population, the subjects who discontinued during the titration 
phase, and the two treatment groups during the double-blind phase.  The safety 
population was diverse, consisting of American Indian, Asian, Black or African 
American, native Hawaiian, and White males and females with ages ranging from 18 to 
75 years (Table 16). 

Table 16: Demographics and Baseline Characteristics (Safety Population) CP-OXYDET-8
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Source: Clinical Study Report, p.70

Prior and Concomitant Drug Treatments
In addition to medications not allowed as specified in the exclusion criteria, also 
prohibited were any analgesics (including NSAIDs, COX-II-inhibitors) other than study 
drug or the allowed amount of APAP from the first day of the titration phase through the 
end-of-study visit/early discontinuation visit.  

Concomitant medications that were allowed during the study included:
 Contraceptives 
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 Anti-constipation agents
 Anti-emetics
 Acetylsalicylic acid (aspirin) at doses ≤ 325 mg by mouth per day for cardiac 

prophylaxis
 Inhaled corticosteroids
 Selective serotonin reuptake inhibitors, if on a fixed dose for at least 4 weeks 

prior to screening and not anticipated to require dose adjustment during the 
study

 Benzodiazepines or hypnotics on an as-needed basis for occasional use 
under Investigator supervision

 APAP for rescue/fever

Of the 193 subjects in the Xtampza group, about one-half (49.7%) were opioid naive 
and about one-half (50.3%) were opioid experienced. The results were similar for the 
196 subjects in the placebo group (49.0% opioid naive and 51.0% opioid experienced).  
During the titration phase, the most frequently reported concomitant medications were 
natural opium alkaloids (33.5%), propionic acid derivatives (15.9%), and softeners, 
emollients (12.2%).  

Concomitant medication use during the double-blind phase was lower than during the 
titration phase.  As expected, analgesics use was slightly higher in the placebo group 
(18.4%) than in the Xtampza group (15.0%).  Of the analgesic medications, natural 
opium alkaloids were the most frequently reported (12.3% overall), and were used by 
more subjects in the placebo group (13.8%) than those in the Xtampza group (10.9%).  
This difference is minor and I do not expect this to affect the results.  

Subjects were scheduled to have APAP as their rescue medication.  Thus, it is unclear 
why subjects received opioid medications during the double-blind phase.  The following 
information request was sent to the Applicant on 7/22/2015.  At the time of this review 
the Applicant had not responded.  

“In the study report for CP-OXYDET-08, there is reference to subjects taking opioids in the 
double-blind phase “natural opium alkaloids were the most frequently reported (12.3% overall), 
and were used by more subjects in the placebo group (13.8%) than those in the Xtampza group 
(10.9%). “  Subjects were supposed to receive APAP as rescue.  Please clarify why subjects 
were taking additional opioids during the double-blind phase of your study and whether these 
were considered protocol violations.” 

The use of concomitant medications appeared to be comparable across treatment 
groups.  A higher percentage of subjects in the Xtampza group [12 (6.2%)] required 
laxative use compared with the placebo group [4 2.0%)].  This is to be expected given 
the gastrointestinal side-effect profile of any opioid medication.

Protocol Violations
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A protocol violation was to be a reason for study discontinuation and was to be used to 
prevent placing subjects who discontinued from the study, specifically due to protocol 
violation(s), into incorrect disposition categories, for example, “Other”.  There were five 
protocol violations in the titration phase.  In the double-blind phase there were 33 
(17.1%) protocol violation in the Xtampza group and 25 (12.8%) protocol violations in 
the placebo group.  The treatment groups were comparable with regard to protocol 
violations.  The narratives were reviewed for all subjects who were discontinued, 
including protocol violations, and discussed in the safety section of this review.  In brief, 
I concluded that these discontinuations did not have a significant impact on the safety 
analysis.  

Dosing Information
The planned dosing of the double-blind phase was to be 12 weeks for both groups (i.e., 
Xtampza and placebo).

Efficacy Results

Overview
The Applicant’s analysis demonstrated the superiority of Xtampza with respect to 
placebo for the primary endpoint, change in average PI-NRS between baseline and 
week 1212, with statistical significance.  Results for the ITT population are presented for 
the primary and secondary efficacy variables. For a detailed description of the 
statistical methods and analysis, please refer to the review by our statistician Dr. 
Katherine Meaker.  

Primary endpoint results:
Treatment with Xtampza compared to placebo was statistically significant for all groups when compared to 
placebo measuring change in average pain score from Randomization Baseline to Week 12 for the ITT 
Population (p <0.0001) shown in 

                                           
12

PI-NRS average of the last 7 days prior to the Randomization Visit and for Week 12 the value was the 
average of the daily PI-NRS scores for the final 7 days that the subject was on study. If rescue medication 
was to be used, the PI-NRS score recorded immediately prior to receiving rescue medication replaced the 
daily 24-hour PI-NRS score for that day in the calculation of average weekly pain intensity scores.  
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 Table 17

     Secondary efficacy endpoints:
 Safety and tolerability assessments
 Quality of life (Short Form 12-Item Health Survey Version 2 [SF-12v2])
 Level of physical disability (Roland-Morris Disability Questionnaire [RMDQ])
 Global impression of change (Patient Global Impression of Change [PGIC])
 Evaluate the total amount of rescue medication used (number of doses per 

day, number of doses per week, mg per day, total amount used in mg)
 Evaluate the time-to-exit from the study for all causes
 Responder analyses, including the cumulative distribution of subjects with an 

improvement in pain intensity and the proportion of responders with at least a 
30% and at least a 50% reduction in pain intensity

 Weekly changes in pain intensity from Randomization Baseline to Weeks 2, 4, 
6, 8, and 10

Primary Efficacy Results:
The primary efficacy analysis was based on the primary endpoint, change in average 
PI-NRS score from baseline and 12-weeks through the double-blind phase, in the ITT 
population.  A 2-piece linear mixed model for the responses from baseline through week 
12 was used to model the mean trajectory over time.  The primary model included the
change from baseline as the dependent variable, and treatment group, opioid subtype 
(opioid-experienced and opioid-naïve) as factors, and baseline pain score as a 
covariate.
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Table 17: Primary Analysis of Change in Average Pain Score from Randomization Baseline to Week 12 in 
Study CP-OXYDET-08
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Source: Summary of Clinical Efficacy, p.37

Subgroup Analyses of the Primary Endpoint
The primary efficacy endpoint was further examined in various subpopulation sets of the 
ITT Population:

 Age (<65 years; ≥65 years)
 Sex (male; female)
 Race (Caucasian; Non-Caucasian)
 BMI (<25 kg/m2; ≥25 kg/m2)
 Prior opioid experience
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With the exception of BMI <25 kg/m2 and Non-Caucasians (may be due to the small 
sample size) the pooled analysis revealed a significant difference between the Xtampza 
and placebo groups consistent with the overall findings in the primary analysis (Table 
18). Results from the sensitivity analyses were similar to the primary analyses
suggesting that no specific subgroup was driving the efficacy results.

Table 18: Summary of Cumulative Subgroup Primary Analyses for Change in Average Pain Score from 
Baseline to Week 12 in Study CP-OXYDET-08

Source: Summary of Clinical Efficacy, p. 56

Secondary Analysis of the Primary Endpoint (24-Hour Daily Pain)
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Secondary analysis of change in average 24-hour pain score from Randomization Baseline to Week 12 for 
the ITT Population is summarized in 

Table 19.  The weekly PI-NRS average scores were calculated based on 24-hour daily 
PI-NRS scores using the same rules as the primary endpoint for Week 12, for Weeks 1 
to 11, with the exception that pain score at the time of rescue medication use for break-
through pain episodes were not used in computing the averages.  The results were 
similar to those of the primary analysis; the marginal mean of the difference between 
the Xtampza and placebo groups for completers or discontinuation reason subgroups 
was statistically significant (p < 0.0001).  
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Table 19: Change in Average 24-Hour Pain Score from Randomization Baseline to Week 12 in Study CP-
OXYDET-08 (Intent-to-Treat Population)
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Source:  Summary of Clinical Efficacy, p.38-39

Sensitivity Analyses of the Primary Endpoint– Non-Mixture Mixed Model Repeated 
Measures
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The unimputed observed data were analyzed using a mixed model repeated measures 
(MMRM) analysis. The MMRM model included a random effect for subject, visit, and 
treatment, including the interaction term between treatment and visit. The results were 
similar to the primary analysis, with the marginal mean (SEM) of the difference between 
the 2 treatment groups showing statistical significance (-1.40 [0.333]; p < 0.0001), 
indicating Xtampza showed statistically significant greater efficacy over placebo (Table 
20).

Table 20: Analysis of Change in Average Pain Score from Randomization Baseline on Nonmixture Mixed 
Model with Repeated Measures (Intent-to-Treat Population)
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Source:  Summary of Clinical Efficacy, p. 40-41

In addition to the primary analysis and the MMRM approach, descriptive statistics (N, 
mean, standard deviation [SD], standard error of the mean [SEM], median, interquartile 
limits, minimum, and maximum) were performed.   Differences between the 2 treatment 
groups (Xtampza and placebo) in responses were assessed using an analysis of 
covariance (ANCOVA) model, performed independently at each week.  

Sensitivity Analysis of Primary Endpoint - Last Observation Carried Forward/Baseline 
Observation Carried Forward Analysis of Covariance

As alternate methods for dealing with missing data, both an imputation based method 
(ANCOVA with last observation carried forward [LOCF]/baseline observation carried 
forward [BOCF]) and an alternate likelihood based method (analysis by AE 
discontinuation subgroup) were to be used.  

The resulting imputed final score was to be analyzed using ANCOVA with 
randomization baseline as the covariate and treatment and opioid subtype as the 
factors in the model.  The least squares (LS) means difference in change in average 
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pain score from baseline between the 2 treatment groups was statistically significant (p 
= 0.0002).

Sensitivity Analysis of the Primary Endpoint – Analysis for Adverse Event 
Discontinuation Subgroup (Varying Lambda)

This analysis was an alternate method for handling missing data, an alternate likelihood 
based method (analysis by AE discontinuation subgroup).  This method was to be used 
to see how the overall results change depending on the weight given to the results from 
subjects who dropout due to AEs. The results showed all p-values are < 0.0001.

Sensitivity Analysis of the Primary Endpoint – Analysis for Missing at Random (MAR)
Assumptions

Because MAR assumes characteristics about the data that were not observed, it was 
not possible to verify such assumptions using the observed data.  The Applicant 
assessed the extent of possible departures from MAR.  Because the primary endpoint 
analysis used a likelihood-based analysis that assumed the dropout mechanism was
MAR, further analyses were undertaken to try and gauge the extent to which these 
results might change if the MAR assumption did not hold.   These analyses were to be 
conducted using the Markov Chain Monte Carlo (MCMC) methodology.  The MAR 
results were consistent with the primary endpoint results and demonstrated that the 
marginal mean differences between treatments show little change across the various 
MAR scenarios. 

Secondary Efficacy Results
Because there was no statistical correction for the analysis of multiple endpoints, the p-
values for the secondary efficacy analyses are only descriptive in nature. 

Quality of Life – Short Form 12-Item Health Survey
The difference in the change from baseline between the two treatment groups 
demonstrated statistically significant improvement for the Xtampza group for the 
physical domain at week 12 (p = 0.0218) and at the final visit (p = 0.0096), and for the 
bodily pain domain at week 12 (p = 0.0398) and the final visit (p = 0.0080).  

Roland-Morris Disability Questionnaire (RMDQ)
The difference between the two treatment groups in changes from baseline was not 
statistically significant for week 12 or the final visit (p = 0.4555 and 0.2333).  The 
Applicant notes that the disability scores were lower at each time point relative to 
literature-cited disability scores along with higher SD scores.  This may indicate the 
population in this study had a lower than expected level of disability according to this 
measure.
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Patient Global Impression of Change (PGIC)

Over twice as many subjects (36 [18.7%] subjects) in the Xtampza group reported “very 
much improved” at week 12 than in the placebo group (17 [8.7%] subjects). More 
subjects in the Xtampza group reported “improved” (52 [26.9%] subjects) than in the 
placebo group (39 [19.9%] subjects reported “improved”). Results were similar for the 
final visit; the difference between the 2 treatment groups was statistically significant at 
Week 12 (p = 0.0040) and at the Final Visit (p < 0.0001).  The results for the PGIC 
findings are shown in Table 21.  A graphic representation is also shown in Figure 2.  

Table 21: Patient Global Impression of Change in Study CP-OXYDET-08 (Intent-to-Treat Population)

Source: Summary of Clinical Efficacy, p. 44

Reference ID: 3799075



Steven Galati MD
NDA 208090
Xtampza (oxycodone extended release)

58

Figure 2: Subject Ratings of Analgesic Satisfaction at the Final Visit in Study CP OXYDET- 08 (Intent-to-Treat 
Population)

Source: Summary of Clinical Efficacy, p. 44

Rescue Medication Use for Breakthrough Pain
As expected, the mean number of doses of rescue medication used per day, number of 
doses per week, total number of doses, dosage (mg) per day, dosage (mg) per week, 
and total amount used were numerically higher for the placebo group than for the 
Xtampza group during the double-blind phase (Table 22).  The median total amount of 
rescue medication used was approximately 150% higher in the placebo group (1250 
mg) than the Xtampza group (500 mg).
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Table 22: Rescue Medication Use During Double-blind Maintenance Phase of Study CP-OXYDET-08 (Intent-
to-Treat Population)
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Source: Summary of Clinical Efficacy, p. 47-48

Time-to-Exit From Study
Time-to-exit from the study using the Kaplan-Meier method is plotted for the ITT 
Population in Figure 3.  The proportion of subjects who discontinued was consistently 
higher for the placebo group than for the Xtampza group beginning at about Week 4.  
The time-to-exit was longer for subjects in the Xtampza group (58 days) than for those 
in the placebo group (35 days).  The proportion of placebo subjects who
discontinued due to lack of efficacy was significantly higher than the proportion of 
Xtampza subjects who discontinued due to lack of efficacy (log-rank test p < 0.0001).  
These findings are consistent with an efficacious treatment effect when compared to a 
placebo.  

Figure 3: Time to Exit from the Study CP-OXYDET-08 Using Kaplan-Meier Method (Intent-to-Treat Population)

Source: Summary of Clinical Efficacy, p. 49
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Responder Analyses
A greater proportion of subjects in the Xtampza group experienced a 10% to 60% 
reduction in pain compared with patients randomized to receive placebo (Table 23).  As 
seen in Table 24, the responder analysis showed that the difference in pain intensity for 
subjects with 30% and 50% improvement between the two treatment groups was 
statistically significant (p = 0.0013 for 30% improvement and p = 0.0032 for 50% 
improvement).

Table 23: Responder Analysis for Pain Intensity: Percentage Reduction/Improvement (Intent-to-Treat 
Population)

Source: Summary of Clinical Efficacy, p. 50
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Table 24: Subjects with Minimum 30% and 50% Improvements in Pain Intensity at Week 12 in Study CP-
OXYDET-08 (Intent-to-Treat Population)

Source: Summary of Clinical Efficacy, p. 51

Weekly Changes in Pain Intensity from Randomization Baseline to Weeks 2, 4, 6, 8, 
and 10

Weekly changes in pain intensity were analyzed overall (by MMRM) and independently 
at each week (by ANCOVA). For the ITT Population, the LS mean difference for change 
from baseline between the 2 treatment groups was statistically significant at Week 2 (p 
= 0.0036) and remained significant through Week 12 (p = 0.0471). A summary of 
average weekly 24-hour pain score by week (analyzed by ANCOVA) for the ITT is 
shown in Table 25.  
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Table 25: Average Change from Baseline in Weekly 24-Hour Pain Score During Double-blind Maintenance 
Phase of Study CP-OXYDET-08 (Intent-to-Treat Population) 
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Source: Summary of Clinical Efficacy, p. 52

Change in Average Pain Score from Randomization Baseline to Week 12 with
Respect to Prior Opioid Experience

Randomized subjects in the ITT population were generally well balanced with respect to 
prior opioid experience, with opioid-experienced subjects composing approximately half 
of the analysis set.  The primary analysis of change in average pain score from baseline 
to week 12 for the ITT population with respect to prior opioid experience is displayed in 
Figure 4 and Figure 5.  Both populations show a decrease in pain in the Xtampza 
treated group compared to placebo reaching statistical significance for week 12 and 
overall.  These findings were similar to the primary analysis suggesting there was no 
difference in effectiveness between opioid experienced and opioid naïve subjects.  
Therefore, the Applicant proposes no specific language be included in labeling with 
respect to prior opioid experience.  Given these results, that conclusion appears 
reasonable.  
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Figure 4: Average Weekly Pain Score in Opioid Naïve Subjects (Intent-to-Treat Population)

Source:  Clinical Study Report, p. 452
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Figure 5: Average Weekly Pain Score in Opioid Experienced Subjects (Intent-to-Treat Population)

Source:  Clinical Study Report, p. 454

Food Effect and Efficacy

The proposed label language for Xtampza will include instructions to take with food.  
Overall compliance with taking study drug with food was 99.5% during the titration 
phase and 99.8% during the double-blind maintenance phase.  Therefore, a 
comparative food effect of efficacy and safety between fasting and fed states is not 
available.  In real world scenarios, compliance with a high-fat-high-calorie meal would 
likely not reach the level of compliance seen in this study.  Although study CP-
OXYDET-08 demonstrated a high percentage of compliance in its subjects, the 
generalizability of this compliance, and therefore its results, come into question.

Safety Findings
A brief summary of the safety findings for this clinical trial is provided herein.  A 
complete discussion of safety can be found in Section 7.  
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Deaths
One subject died during the titration phase of the trial due to sudden cardiac death (did 
not appear to be related to study drug).

Serious Adverse Events (SAEs)
Eight subjects during the titration phase and four subjects (two Xtampza subjects; two 
placebo subjects) during the double-blind phase experienced SAEs, including 1 death 
due to sudden cardiac death caused by cardiac arrest in the titration phase.

Discontinuations Due to Adverse Events (AEs)
Discontinuations during both the titration and double-blind phases due to AEs were 
consistent with the know profile of opioid analgesics.

Common Adverse Events
More subjects experienced AEs in the Xtampza group as compared to the placebo 
group, 64.8% and 48.5% respectively.  The system organ class (SOC) with the greatest 
number of TEAEs overall, and also in the Xtampza group, was gastrointestinal disorders 
(24.4% vs. 11.2% in placebo group). These results were expected based on known 
effects of opioid analgesics.  

6 Review of Efficacy

Efficacy Summary
The Agency’s statistical analyses had not been completed at the time of this review.  
However based on internal discussion, it appears that the statistical reviewer has thus 
far have confirmed the Applicant’s efficacy results and conclusions for study.  A large 
treatment effect and very small p-values were noted, and nothing at this point
suggested any subset is driving the results.  Therefore, my interpretation of the 
Applicant’s results is that the drug is efficacious when compared to placebo based on 
the pivotal clinical trial CP-OXYDET-8.  

6.1 Indication

Management of pain severe enough to require daily, around-the-clock (ATC), long-term 
opioid treatment and for which alternative treatment options are inadequate.  
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7 Review of Safety

Safety Summary

The clinical safety database for this NDA comprises 11 clinical studies, one of which 
(Study CP-OXYDET-08) was an adequate and well-controlled Phase 3 study examining 
the safety, tolerability, and efficacy of Xtampza (oxycodone). The other 10 studies in the 
safety program consist of eight Phase 1 studies evaluating the safety and PK of 
Xtampza with naltrexone block and two Phase 1 studies evaluating the safety, 
pharmacodynamics (PD) (abuse potential), and PK of oxycodone conducted without 
naltrexone block. The entire safety database consists of 1100 subjects (740 from CP-
OXTDET-08) who received the to-be-marketed formulation of the Applicant’s abuse-
deterrent formulation of oxycodone.  

The Applicant submitted a 505(b)(2) application referencing the approved drug
OxyContin (NDA 22-272).  The Applicant is relying in part on the Agency’s previous 
findings of safety and efficacy of the active drug moiety covered under NDA 22-272 in 
addition to safety findings from their clinical program. The Applicant proposes the 
product labeled to be taken with food.  There is a theoretical safety concern due to a 
significant change in pharmacokinetics based on food intake.  However, I was unable to 
identify any adverse events related to the altered pharmacokinetics in my review.

The placebo-controlled pivotal efficacy trial, CP-OXYDET-08, serves as the primary 
source of new safety information and will be the emphasis of the safety discussion. The 
safety profile of Xtampza appears to be consistent with the established safety profile of 
oxycodone.  A review of the adverse events (AEs), vital signs, clinical laboratory 
measures and additional safety assessments did not identify any new safety signals.   
Pooled safety data from the Phase 1 pharmacokinetic and human abuse liability safety 
results did not reveal any new safety findings.  I have concluded from my review that no 
new significant safety concerns were identified for oxycodone in general or that were 
unique to safety profile of the Applicant’s drug product Xtampza.

7.1 Methods

7.1.1 Studies/Clinical Trials Used to Evaluate Safety

Trial CP-OXYDET-08 is the primary study used for the safety analysis and is described 
in detail in Section 5.3. Trial CP-OXYDET-08 was a controlled-trial conducted in the 
United States which consisted of 740 total exposures (titration phase plus double-blind 
phase) with 389 subjects randomized in the double-blind phase to Xtampza (n = 193) or 
placebo (n = 196).  The trial was 24 weeks in duration.  The trial consisted of a 
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screening phase (up to four weeks), a titration phase (up to six weeks), a maintenance 
phase (12 weeks) and a follow-up phase (two weeks).   

The Phase 1 studies included a total of 485 subjects who received at least 1 dose of the 
study drug. Eight of the 10 Phase 1 studies enrolled healthy volunteers, who also 
received a naltrexone block; two studies enrolled subjects who were recreational drug 
users and were treated without the naltrexone block. This section will only provide a 
brief description of the safety findings found in the Phase 1 studies given the primary 
safety analysis is based on the Phase 3 trial CP-OXYDET-08, and that the safety profile 
of subjects receiving naltrexone will likely reflect the adverse events associated with 
naltrexone rather than the study drug.  However, The AE profile for subjects in the 
Phase 1 studies was generally consistent with that expected with oxycodone and 
naltrexone.

The following sections were deleted due to no available information submitted/required
by the Applicant:

7.2.2 Explorations for Dose Response
7.2.3 Special Animal and/or In Vitro Testing
7.2.5 Metabolic, Clearance, and Interaction Workup
7.4.5 Special Safety Studies/Clinical Trials 
7.4.6 Immunogenicity
7.5.4 Drug-Disease Interactions
7.5.5 Drug-Drug Interactions
7.6.1 Human Carcinogenicity
7.6.3 Pediatrics and Assessment of Effects on Growth

7.1.2 Categorization of Adverse Events

All treatment emergent adverse events (TEAEs) were coded by using the Medical 
Dictionary for Regulatory Activities (MedDRA), version 15.1 (MedDRA MSSO, McLean,
VA).  A TEAE was defined as an AE which (1) occurred after treatment when it was not 
present pre-treatment; or (2) worsened in severity during treatment relative to the pre-
treatment state.  TEAEs that started in the Titration Phase were summarized by SOC 
and PT separately. TEAEs that started on or after the randomization date were 
summarized by SOC and PT, and by treatment group.  

7.1.3 Pooling of Data Across Studies/Clinical Trials to Estimate and Compare 
Incidence

Pooled safety information from the Phase 1 studies will be described in the relevant 
sections below.  The Phase 3 trial will not be pooled with the Phase 1 studies due to 
differences in dosing, study design, and population. 

Reference ID: 3799075



Steven Galati MD
NDA 208090
Xtampza (oxycodone extended release)

71

7.2 Adequacy of Safety Assessments

7.2.1 Overall Exposure at Appropriate Doses/Durations and Demographics of 
Target Populations

Exposure

CO-OXYDET-08:

The mean treatment duration was 25.3 days with a minimum of one day and a 
maximum of 60 days during the titration phase.  The mean treatment duration was 64.7 
days for the oxycodone group and 55.9 days for the placebo group during the double-
blind phase.  During the course of the study, 740 subjects were exposed to study drug.  
The number of subjects exposed to the study drug is adequate given the established 
safety profile of oxycodone.  The duration is adequate to assess safety for the intended 
population of chronic pain.  

Phase 1 Studies:

The Phase 1 studies included a total of 485 exposures, 360 with the to-be-marketed 
formulation, who received at least one dose of the study drug.  All Phase 1 studies 
evaluated a single dose of Xtampza 40 mg, with the exception Study CP-OXYDET-18, 
in which subjects were treated with Xtampza 40 mg twice daily for up to five days.

Demographics

CO-OXYDET-08:

The majority of subjects were female (52.6%), white (69.9%), and not Hispanic/Latino 
(91.6%); median age was 51 years. The percentage of doses taken with food was 
99.5%, with the percentage of doses taken in the fasted state being only 0.5%. The 
most frequent meal size consumed with doses was a light meal (49.8%), followed by 
snacks (26.8%) and heavy meals (23.0%). Demographic information is reviewed in 
more detail in Section 5.3.   

Phase 1 Studies:

The Phase 1 studies consisted mostly of healthy adults in the PK studies and 
recreational users in the abuse potential studies. The majority of subjects in the Phase 1 
studies were male with a median age younger than in the Study CP-OXYDET-08, 
ranging from 24.0 years to 43.0 years of age.  The predominant race was Caucasian or 
White (range 52.4% to 90.5%), followed by African American or Black (range 6.3% to 
47.6%).  
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7.2.4 Routine Clinical Testing

The safety monitoring plan is outlined for the pivotal trial in Section 5.3, which appears 
adequate for this population.

7.2.6 Evaluation for Potential Adverse Events for Similar Drugs in Drug Class

The Applicant collected and evaluated adverse event reports and assessed vital signs 
throughout all trials. This would be expected to capture adverse events related to the 
opioid class of medications.

7.3 Major Safety Results

7.3.1 Deaths

CO-OXYDET-08:

There was one death in the trial.  The death was due to sudden cardiac death during 
the titration phase of the study.  Subject 123-1034 died from sudden cardiac death 
caused by cardiac arrest during the Titration Phase   The subject received 
the first dose of study drug on 1/17/2013 and the last dose on 2/11/2013.  The case 
narrative describes the subject as a 29-year-old morbidly obese (screening weight of 
179.4 kg [395.5 lbs]), white male with a medical history significant for back pain.  The 
starting dose was 10 mg BID and titrated upwards to 20 mg BID on 1/24/2013 and 
again to 30 mg BID on 1/29/2013.  On 2/5/2013 the dose was increased to 40 mg BID.  
The TEAE prevented the subject from entering the randomized double-blind 
maintenance phase.   There were no concomitant medications taken within 14 days 
before the onset date of the event.  A relative of the patient informed the site that the 
subject experienced dyspnea the night before his death as well as vomiting the morning 
of his death.  The subject was found in his bed pulseless by his wife later that day.  The 
Investigator assessed the serious adverse event (SAE) of sudden cardiac death as 
severe in intensity and not related to study drug.  There is limited information about 
additional risk factors (i.e., family history, cholesterol levels, hypertension, smoking), 
however, his severe obesity is one clear risk factor for a number of cardiovascular 
disorders.  Dyspnea may be an adverse event from opioids, but the acute nature of the 
event, and the fact that he had been on a stable dose of 40 mg BID for six days prior to 
the event, is more consistent with a myocardial infarction leading to sudden cardiac 
death.  I have concluded that this event is likely not related to the study drug.
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7.3.2 Nonfatal Serious Adverse Events

CO-OXYDET-08:
After a review of the case narratives and case report forms, I have determined that the 
following cases were either unrelated to study drug or are adverse events typical of an 
opioid.  Below is a brief description of each case listed under each phase of the study.  

Screening Phase:
 Emphysema (subject 101-1003)

o Subject experienced the SAE during screening and was considered a 
titration failure

o The SAE did not appear to be related to the study medication

Titration Phase:
There were a total of seven nonfatal SAEs during the titration Phase (Table 26). 

 GERD (subject 102-1001) –35 year-old woman with a history of dyspepsia, 
hypothyroidism, and obesity who ate a heavy meal followed by her study 
medication (started 10 mg bid on 10/23/12 and event occurred at 20 mg bid)
which may have exacerbated condition.  Hospitalized  due to chest 
pain, vertigo, nausea and vomiting.  Symptoms resolved with standard of care 
treatment for nausea, GERD and vertigo.  I have determined that this SAE is 
likely exacerbation of pre-existing medication conditions and an event consistent 
with the known profile of an opioid.  

 Unstable angina (subject 104-1002) – 70 year-old man with history of scoliosis, 
hypothyroidism, hypertension, hyperlipidemia who developed nausea, anxiety 
and chest pain  (while taking the study drug at 20 mg BID).  The 
subject was hospitalized for SAE of unstable angina.  Cardiac catheterization
showed 80% stenosis of his left marginal branch of the circumflex artery.  I have 
determined that this SAE is not related to the study drug and is likely secondary 
to long-term cardiovascular disease.  

 Asthma (subject 105-1002) – 39 year-old woman with a history of asthma, 
GERD, and osteoarthritis who developed an asthma attack  while 
taking the study drug at a dose of 20 mg BID.  The subject was hospitalized for 
sudden shortness of breath, cough and a runny nose.  The subject was treated 
with the standard of care for asthma and recovered.  I have determined that the 
SAE is unlikely related to the study drug and likely secondary to her pre-existing 
asthma. 

 Ischemic colitis (subject 122-1002) – 57 year-old woman with a history of obesity, 
gout, hypertension, back pain, GERD, and hypercholesterolemia developed 
ischemic colitis  after her last dose of study drug (20 mg BID) during the 
titration phase.  Her relevant finding included an ischemic polyp on endoscopy.  
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       PT – PNEUMONIA 1 (0.1%)

SOC – NEOPLASMS

       PT – BENIGN PITUITARY ADENOMA

1 (0.1%)

1 (0.1%)

SOC – PSYCHIATRIC DISORDERS

       PT – SUICIDAL IDEATION

1 (0.1%)

1 (0.1%)

SOC – Respiratory Disorders

       PT - Asthma

1 (0.1%)

1 (0.1%)

Source:  Adapted from Applicant’s clinical study report p. 760

Double-Blind Treatment Phase:

 Benign hydatidiform mole (subject 115-1023) – 22 year-old woman who received 
study drug up to 20 mg bid on 3/26/13, but what randomized to placebo by 
3/4/15.  The event occurred on 3/15/13 and does not appear to be related to the 
drug exposure.

 Asthma (subject 124-1011) - 54-year-old woman with a history of asthma, 
obesity, GERD, and  back pain developed flu-like symptoms on  (also 
final dose) while taking the study drug at a dose of 30 mg BID during the double-
blind maintenance phase.  The subject was hospitalized and diagnosed with an 
acute asthma exacerbation secondary to atypical mycobacterial pneumonia.  I 
have determined that the SAE is likely secondary to the acute infection 
exacerbating her pre-existing condition of asthma and not related to the study 
drug.

 Atypical pneumonia (subject 126-1017) - 54-year-old woman with a history of 
back pain, hypertension, depression, asthma and GERD developed atypical 
pneumonia  while taking 20 mg BID of the study drug during the 
double-blind phase.  No hospital records was available, however, the SAE is 
unlikely secondary to the study drug.

 Non-cardiac chest pain (subject 133-1003) – This subject was taking placebo for 
24 days and the SAE is not related to the study drug.  

 Erectile dysfunction (subject 143-1008) - 59-year-old man with a history of 
osteoarthritis, depression, hypercholesterolemia, hypertension and erectile 
dysfunction who developed erectile dysfunction while taking 20 mg BID of the 
study drug during the double-blind maintenance phase.  Given the subject’s 
previous history of erectile dysfunction, it is unlikely that the SAE is related to the 
study drug however it possibly may have exacerbated his existing condition.

 Anxiety (subject 143-1033) - 35-year-old woman with a history of back pain and 
anxiety who developed “social issues with her family and her pet” with severe 
anxiety while receiving placebo for nine days in the double-blind phase.  The 
Investigator assessed the severe AE of anxiety as probably related to study drug.  
It is possible the anxiety was precipitated by some withdrawal of the opioid from 
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mg/day to continue.  The most common reasons for discontinuation during the titration 
phase were failure to meet entrance criteria (ineligibility for randomization 18.2%), AE 
(12.7%), subject request (6.5%), and lack of efficacy (5.4%).  Three subjects (0.4%) 
discontinued for a reason of “other” and none of these were related to tolerability or 
safety concerns.  The proportion of subjects discontinuing from the study because of an 
AE showed a trend to decrease with increasing doses (34.3%, 13.5%, 8.2%, 9.3%, 
6.3%, and 3.2% for 20, 40, 60, 80, 120, and 160 mg/day, respectively).   In contrast, the 
proportion of titration failures due to lack of efficacy was higher in subjects receiving 
Xtampza 160 mg/day (highest dose) than in subjects receiving lower doses (19.1% 
versus range of 1.0% to 7.4%). These findings suggest that patients who are more 
sensitive to opioids-related AEs tend to drop out at lowers doses and/or are less likely to 
request dose increases.  Also, these findings suggest  a larger proportion of subjects 
titrated to the highest dose level of Xtampza may have required a higher dose to treat 
their chronic back pain and also may represent a subset whose pain is refractory to 
typical doses of opioids.  

Table 28: Subject Disposition in Study CP-OXYDET-08

Source:  Table-5, summary of clinical safety
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Analysis of discontinuation during the titration phase according to age, sex, race, BMI, 
and prior opioid experience showed a pattern similar to overall safety population (Table 
29).   There were a few notable exceptions including the following:  

 Caucasian subjects had a higher overall incidence of discontinuation due to lack 
of efficacy than non-Caucasian subjects (6.4% versus 3.1%)

 Subjects with a BMI <25 kg/m2 had a higher overall incidence of discontinuation 
due to lack of efficacy than subjects with a BMI ≥25 kg/m2 (8.5% versus 4.7%)

 Subjects who were opioid-experienced had a higher overall incidence of 
discontinuation due to lack of efficacy (7.3% versus 3.2%)

Table 29: Subjects Discontinued from Study during the Titration Phase of Study CP-OXYDET-08 by Dose at 
Time of Discontinuation

Source:  Summary of Clinical Safety, Table-6, p.51

CP-OXYDET-08 Double-Blind Treatment Phase:
Of the 167 subjects discontinued during the double-blind phase, the proportion in the
Xtampza group was smaller than in the placebo group (36.8% versus 49.0%).  Details 
of the reasons for discontinuation are shown in Table 30.  Discontinuation from the 
study over time due to all causes was significantly less in the Xtampza group than the 
placebo group as measured by the log-rank test (p-value = 0.0090). The observed 
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reasons for early discontinuation were most notable for the higher rate for lack of 
efficacy in the placebo group compared to the Xtampza group (17.3% versus 4.1%). 
Discontinuation over time due to AEs was similar between treatment groups (p-value 
=0.7981). Three subjects (0.4%) discontinued from the double-blind phase due to a 
reason of “other” and none were related to findings of tolerability or safety.

Table 30:  Subjects Discontinued from Study during the Double-blind Maintenance Phase of Study CP-
OXYDET-08

Source: Summary of Clinical Safety, Table-7

Phase 1 Studies:

Twenty-five subjects in the Phase 1 studies discontinued study drug because of AEs, 18 
of whom discontinued from the non-naltrexone-blocked studies (CP-OXYDET-21 and -
24) due to protocol-specified criteria for emesis or vomiting.  Three discontinued from 
the multiple-dose study, Study CP-OXYDET-18 due to facial palsy (one subject, also an 
SAE) and vomiting (two subjects). Two subjects discontinued from Study CP-OXYDET-
24 due to non-emesis AEs (irritability and toothache).  Two subjects in Study CP-
OXYDET-15 discontinued due to AEs, one because of nausea and diarrhea and the 
other for unidentified AEs.  These findings are consistent with the safety profile of an 
opioid drug product.  
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7.3.4 Significant Adverse Events

CP-OXYDET-08 Titration Phase:
A total of 105 subjects (14.2%) experienced AEs leading to study drug termination in the 
titration phase.  The most common reasons were events commonly seen with opioids: 
nausea (4.2%), vomiting (2.3%), somnolence (1.8%), dizziness (1.6%), pruritus (1.2%), 
headache (0.9%), hyperhidrosis (0.5%), and drug withdrawal syndrome (0.5%). All AEs 
leading to study drug termination during the titration phase resolved, except for the 
following 8 events that were ongoing in 5 subjects (subjects 104-1022, 104-1027, 112-
1017, 114-1009, and 144-1046): somnolence, intervertebral disc protrusion, nausea (2 
subjects), vomiting, dizziness, migraine, and euphoric mood. I requested narratives and 
case-report forms for all of the subjects who discontinued due to a TEAE and 
subsequently reviewed over the narratives.  Given the delayed Tmax between fasting 
and fed states may be a safety concern, I paid particular attention to AEs that persisted 
beyond the study phase of treatment.  Below is a description of each of the subjects 
who had an AE that persisted beyond the titration phase.  My conclusion, after a review 
of these narratives, is there are no obvious additional safety concerns regarding the 
reported ongoing AEs beyond what is expected for an opioid drug product.  Cases of 
diversion are discussed below in section 7.3.5 Submission Specific Primary Safety 
Concerns.  

Subject 104-1022:
A 55-year-old woman with a history significant for obesity, spinal, hip  and knee 
osteoarthritis who developed mild somnolence the day after drug initiation at 10 mg bid.  
About one week after start of the study drug, she developed somnolence (excessive 
drowsiness) became moderate in intensity and continuous in frequency at a dose of 20 
mg bid.  She was discontinued from the study 13 days after starting the study drug due 
to the somnolence.  The AE resolved by about three weeks after drug discontinuation.  
Somnolence is an expected AE with any opioid, the persistence of the AE may be 
related to the inconsistent food effect but without details of drug intake in relation to 
food, the finding is inconclusive.

Subject 104-1027:
A 34-year-old male with a history significant for C5-6 and C6-7 intervertebral disc 
protrusion and post-traumatic stress disorder who developed moderate intervertebral 
disc protrusion that was continuous in frequency.  I have concluded this event is not 
related to the study drug.

Subject 112-1017:
A 54-year-old female with a history significant for obesity, back pain, diabetes type II
and hypertension began experiencing moderate nausea that was continuous in 
frequency as well as mild vomiting and mild dizziness that were intermittent two days 
after drug initiation.  The subject was discontinued from the study about six days after 
drug initiation (10 mg bid at discontinuation) due to the AEs of nausea, vomiting, and 
dizziness.  The subject was unable to be contacted following the early discontinuation 
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visit.  The AEs are likely related to the study drug and is a typical AE associated with an 
opioid.  It is unclear whether the AEs persistence is related to any food effect.

Subject 114-1009:
A 31-year-old female with a history significant for intervertebral disc degeneration, 
osteoarthritis, and migraine headaches who developed a moderate migraine that was 
continuous in frequency the same day as drug initiation.  The subject was discontinued 
from the study 19 days after drug initiation due to the AE of migraine.  A safety follow-up 
call was performed about two weeks after discontinuation from the study.  The AE of 
migraine is possibly related to the study drug and its persistence may be related to the 
inconsistent food effect, but based on the information available, the finding is 
inconclusive.

Subject 144-1046:
A 22-year-old male with a history significant for back pain who developed euphoric 
mood seven days after drug initiation at a dose of 20 mg bid.  The subject was 
discontinued from the study about 23 days after drug initiation due to the events of 
euphoric mood and nausea.  The site was unable to reach the subject for the safety 
follow-up call.  The Sponsor’s interpretation of the AE was potential abuse of the 
substance.  This AE is likely related to the study drug, however, its relation to any food 
effect is unclear.  

CP-OXYDET-08 Double-Blind Phase:
Fewer subjects (25 subjects, 6.4% safety population) experienced AEs leading to study 
drug termination during the double-blind maintenance phase than during the previously 
described titration phase.  The incidence was comparable between the oxycodone and 
placebo groups (7.8% and 5.1%, respectively).  The most common AEs consisted of 
drug withdrawal syndrome (3.1% vs. 1% placebo) and arthralgias (2% vs 0% placebo). I 
reviewed the narratives for the subjects who discontinued due to an AE, and given the 
delayed Tmax between fasting and fed states may be a safety concern, I paid particular 
attention to AEs that persisted beyond the study phase of treatment. Below is a 
description of each of the subjects who had an AE that persisted beyond the double-
blind phase. All AEs that were ongoing at the end of the double-blind phase or reported 
during the follow-up phase were followed until resolution or for up to 30 days after the 
subject’s last study drug dose, whichever came first. My conclusion, after a review of 
these narratives, is there is no obvious additional safety concerns regarding the 
reported ongoing AEs beyond what is expected for an opioid drug product.  

Subject 109-1002
A 50-year-old female with a history significant for back pain, anxiety, and 
hypothyroidism developed moderate, continuous anxiety about two months after 
initiation of drug treatment during the titration phase.  The dose of Xtampza had been 
increased to 30 mg bid about five weeks prior to the AE and was discontinued from this 
study two days later due to her anxiety.  The AE was ongoing as of her two-week follow-
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up.  Given the pre-existing condition of anxiety, it is unclear whether there is any 
relationship between this event and the study drug.    

Subject 114-1007
A 50-year-old female with a medical history significant for back pain, obesity, left hip 
osteonecrosis and hypertension developed symptoms of moderate fatigue about one 
month after initiation of the study drug during the titration phase.  The subject was 
discontinued from the study the following day due to this AE.  The AE of fatigue was 
ongoing at the time of last reporting. The subject’s dose of Xtampza at the time of event 
onset was 30 mg bid.  This AE is possibly related to the study drug.

Subject 123-1008
A 32-year-old female with a medical history significant for back pain, migraines and 
hyperactivity disorder who developed moderate elbow tendonitis about two months after 
initiation of Xtampza during the initiation phase.  The subject’s dose of blinded Xtampza 
at the time of event onset was 10 mg bid.  At the time of last reporting, the AE of 
tendonitis was ongoing.  This AE does not appear to be related to the study drug. 

7.3.5 Submission Specific Primary Safety Concerns

Diversion

CP-OXYDET-08:

The study drug was monitored during the study for potential cases of study drug 
diversion.  Drug diversion reports were reviewed by the investigator and if the 
suspected diversion was ≥ 10% of the difference in the number of oxycodone capsules 
dispensed initially by a site and the number of capsules returned by the subject in the 
dispensed study drug cards to the site.   Cases were followed-up until dismissed as 
non-diversion or categorized as suspected or confirmed diversion.  There were 12 
cases of suspected diversion and one case was confirmed as diversion.  Nine of these 
cases occurred during titration phase and four of these cases occurred during the 
double-blind phase.  There were no detectable differences between sites. 

Phase 1 Studies:

Eight subjects were discontinued because of suspected substance abuse. All of the 
Phase 1 studies were conducted in the clinic and, therefore, the opportunity to abuse 
investigational product was negligible.

Opioid Withdrawal

Overall, 35 subjects were reported to have AEs of withdrawal; 21 subjects during the 
titration phase (14 in SOC general disorders, 7 in SOC psychiatric disorders) and 14 
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(3.6%) subjects during the double-blind phase.  Three subjects (1.6%) had study drug 
termination in the Xtampza group.  All AE of withdrawal in the Xtampza group in the 
double-blind phase began during Weeks 1-3.  The incidence of AE of withdrawal in the 
Xtampza group during the double-blind phase was greater that reported in some other 
drug labels of comparative opioids.   The different incidence of withdrawal may be due 
to several possibilities: different study designs, type of rescue, pain etiology, frequency 
of assessments, weaning strategies as well as a possible food effect of this product.  If 
subjects were inconsistent with taking food (or amount of food) with their medicine, 
levels may fluctuate and lead to unintended withdrawal.  

7.4 Supportive Safety Results

7.4.1 Common Adverse Events

Titration Phase Study CP-OXYDET-08

The system organ class (SOCs) with the highest AE incidences were gastrointestinal 
disorders (33.5%), nervous system disorders (29.2%), skin and subcutaneous tissue 
disorders (13.1%), infections and infestations (10.0%), and general disorders and 
administration site conditions (9.6%).  The most common preferred terms (PTs) were 
nausea (16.6%), headache (13.9%), constipation (13.0%), somnolence (8.8%), pruritus 
(7.4%), vomiting (6.4%), and dizziness (5.7%).  Table 31 shows the most common AEs 
in the titration phase.  These common adverse events appear consistent with reported 
AEs for other opioid drug products.
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Table 31: Incidence of Most Common (Incidence ≥1%) Adverse Events during the Titration Phase of Study 
CP-OXYDET-08 by System Organ Class and Preferred Term
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  Nausea 21 (10.9%) 9 (4.6%)
  Diarrhea 8 (4.1%) 7 (3.6%)
  Constipation 10 (5.2%) 1 (0.5%)
  Vomiting 8 (4.1%) 3 (1.5%)

General Disorders 26 (13.5%) 14 (7.1%)
  Drug Withdrawal    8 (4.1%) 3 (1.5%)
  Fatigue 8 (4.1%) 2 (1.0%)

Musculoskeletal and 
Connective Tissue
Disorders

18 (9.3%) 15 (7.7%)

  Back Pain 5 (2.6%) 4 (2.0%)
  Arthralgia 4 (2.1%) 2 (1.0%)

Psychiatric Disorders 13 (6.7%) 9 (4.6%)
  
Skin and Subcutaneous 
Tissue Disorders

13 (6.7%) 5 (2.6%)

  Pruritus 5 (2.6%) 3 (1.5%)
Source: Adapted from Applicant’s clinical study report p. 71-76

7.4.2 Laboratory Findings

Clinical laboratory variables in Study CP-OXYDET-08 were analyzed using descriptive 
statistics and were measured at randomization baseline, Week 12, and the final visit 
(End-of-Study/Early Discontinuation Visit) and the changes from randomization baseline 
to Week 12 and the final visit.  During the titration phase of study CP-OXYDET-08, five
PTs of AEs involving clinical laboratory results were reported.  The events consisted of 
blood cholesterol increased, blood potassium increased, gamma glutamyltransferase 
increased, glycosylated hemoglobin increased, and platelet count decreased.  None of 
these events appeared to be related to treatment.  During the double-blind phase, 
Xtampza groups experience five PTs of AEs (seven PTs of AEs in placebo group) 
related to laboratory tests, consisting of alanine aminotransferase increased, blood 
creatinine increased, blood phosphorus increased, gamma glutamyltransferase 
increased, and hepatic enzyme increased.  None of the AEs associated with laboratory 
test results were considered serious or severe, and none led to study drug termination.  

7.4.3 Vital Signs

During the titration phase of CP-OXYDET-08, two PTs of AEs involving abnormalities in
vital signs (blood pressure systolic increased and heart rate increased) were reported in 
one subject each.  During the double-blind phase, one subject in the Xtampza group 
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experienced an AE related to an abnormality in vital signs, which was heart rate 
increased.   Vital signs AEs were infrequent and none of the AEs associated with vital 
signs, physical examination, height, or weight results were considered severe or 
serious.  

7.4.4 Electrocardiograms (ECGs)

Electrocardiogram results are not discussed because these data were collected only at 
screening in Study CP-OXYDET-08.  

7.5 Other Safety Explorations

7.5.1 Dose Dependency for Adverse Events

Adverse events were assessed by dose during both the titration and double-blind 
phases.  During the titration phase, as expected, the highest dose (160 mg/day) was 
associated with a greater incidence of AEs by SOC and PTs typical of opioids (e.g., 
drug withdrawal, constipation, sedation).  Adverse events assessed by the titrated 
doses during the double-blind phase also tended to have the highest  incidence in the 
highest dose levels (80, 120, and 160 mg/day).  The AEs showing an association with 
higher doses were typical of an opioid drug product (e.g., sedation).  Therefore, no new 
safety information, with respect to dose, was identified with this product compared to 
other opioids.  

7.5.2 Time Dependency for Adverse Events

There was no formal analysis performed on time dependency for AEs.  As previously 
described above, I reviewed all the persistent adverse events that led to discontinuation 
given there is a difference between fasted and fed state pharmacokinetics.  I was not 
able to draw a clear conclusion regarding the effect of time dependency and any safety 
signals from the data provided.  

7.5.3 Drug-Demographic Interactions

Age

The incidence of AEs in CP-OXYDET-08 was analyzed for subjects aged <65 years and
subjects aged ≥65 years with the majority of subjects being  <65 years of age (652/740 
[88.1%]. During the titration phase, the incidence of AEs was generally similar between 
subjects aged ≥65 years and subjects aged <65 years (58.0% and 63.0%, respectively), 
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as was the incidence of SAEs (1.1% and 1.1%, respectively), TEAEs (51.1% and 
49.2%), and AEs leading to study drug termination (13.6% and 14.3%).  The ≥65 year –
old subgroup did have a greater incidence of the following: dry mouth (6.8% versus 
3.4%), dizziness (10.2% versus 5.1%), tremor (5.7% versus 0.5%), pruritus (13.6% 
versus 6.6%), and upper respiratory tract infection (6.8% versus 2.3%), but had a lower 
incidence of vomiting (2.3% versus 6.9%).  This is not surprising given older populations 
may be more sensitive to certain adverse events

During the double-blind phase of study CP-OXYDET-08 the incidences of AEs and 
TEAEs in the Xtampza group were comparable between subjects aged ≥65 years and 
subjects aged <65 years (65.4% and 64.7%, respectively, for AEs; 34.6% and 33.5% for
TEAEs).  Subjects aged ≥65 years had a lower incidence of AEs leading to study drug 
termination than subjects aged <65 years (3.8% versus 8.4%), whereas in the placebo 
treatment group, older subjects had a higher incidence of these AEs than younger 
subjects (15.4% versus 3.5%). Subjects aged ≥65 years than in subjects aged <65 
years taking Xtampza had a greater incidence of the following: diarrhea (15.4% versus 
2.4%), nasopharyngitis (7.7% versus 2.4%), tremor (7.7% versus 1.8%), dizziness 
(7.7% versus 0.6%), and rash (7.7% versus 0.6%).  Conversely, the older subgroup had 
a lower incidence of headache than the younger subgroup (3.8% versus 6.6%). No SAE 
was reported in more than 1 subject in either age subgroup and showed no association 
with age.

Sex

Pharmacokinetic analyses have shown that exposure to this drug, as well as OxyContin,
is generally higher in females than in males, irrespective of the fed state.  The Sponsor 
describes a “modest sex-specific delay in drug absorption was observed when 
Oxycodone DETERx was taken with food versus the fasted state.”  This difference was 
a larger delay in the Tmax in females.  Study CP-OXYDET-08 consisted of about equal 
number of male and female subjects.  

7.6 Additional Safety Evaluations

7.6.2 Human Reproduction and Pregnancy Data

No specific information related to human reproduction or pregnancy was obtained in this 
clinical program.  There was one pregnancy in the Phase 3 trial CP-OXYDET-08, 
however, this occurred in a subject taking placebo.  
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7.6.4 Overdose, Drug Abuse Potential, Withdrawal and Rebound

Overdose was defined as taking study drug with the intent to harm or achieve a 
psychotropic effect.  Based on a search of the terms “overdose,” “misadministration,” 
and “error,” as well as a review of all PTs in the SOC of injury, poisoning and procedural 
complications, no AEs associated with drug overdose were identified in Study CP-
OXYDET-08 or Phase 1 studies were identified by the Applicant.  See Section 7.3.5
Submission Specific Primary Safety Concerns for additional information. 

8 Postmarket Experience

Xtampza has not been registered in any country and there are no postmarketing data.

9 Appendices

9.1 Literature Review/References

The Applicant submitted approximately 113 literature references including original 
articles, reviews, guidelines and textbook chapters.  The references were not specific to 
Xtampza but were mostly general reviews of chronic pain and opioids.  

9.2 Labeling Recommendations

At this time I recommend a Complete Response and therefore no labeling 
recommendations.

9.3 Advisory Committee Meeting

An advisory committee will be held September 11, 2015 to discuss the food effect and 
its effects on the safety and efficacy of this product.  This review was completed prior to 
this meeting.  

9.4 Clinical Investigator Financial Disclosure

Clinical Investigator Financial Disclosure
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Application Number:  208090

Submission Date(s):  12/12/14

Applicant:  Collegium

Product:  Xtampza (oxycodone ER)

Reviewer:  Steven Galati

Date of Review:  7/29/15

Covered Clinical Study (Name and/or Number):  CP-OXYDET-08, CP-OXYDET-14, CP-
OXYDET-15, CPOXYDET- 16, CP-OXYDET-17, CP-OXYDET-18, CP-OXYDET-19, 
CP-OXYDET-21, CP-OXYDET-24, CP-OXYDET-25, and CP-OXYDET-27

Was a list of clinical investigators provided:  Yes   No (Request list from 
applicant)

Total number of investigators identified:  348

Number of investigators who are sponsor employees (including both full-time and 
part-time employees):  Two investigators were previous consultants but at sites with 
very few subjects

Number of investigators with disclosable financial interests/arrangements (Form FDA 
3455):  Two

If there are investigators with disclosable financial interests/arrangements, identify 
the number of investigators with interests/arrangements in each category (as defined 
in 21 CFR 54.2(a), (b), (c) and (f)):

Compensation to the investigator for conducting the study where the value 
could be influenced by the outcome of the study:  0

Significant payments of other sorts:  0

Proprietary interest in the product tested held by investigator:  2 previous 
consultants

Significant equity interest held by investigator in sponsor of covered study:  2 
previous consultants

Is an attachment provided with 
details of the disclosable financial 
interests/arrangements:  

Yes   No (Request details from 
applicant)

Is a description of the steps taken to 
minimize potential bias provided:

Yes   No (Request information 
from applicant)

Number of investigators with certification of due diligence (Form FDA 3454, box 3) 
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344

Is an attachment provided with the 
reason:  

Yes   No (Request explanation 
from applicant)

A total of 344 investigators signed a document disclosing no financial interests.  Two 
investigators had left the site and inadvertently not signed the form prior to leaving the 
position at the CRO.  However, it was documented that they only received payment related 
to work for the CRO.  Two investigators disclosed previous consultation with the Applicant 
(Collegium) however they were at sites with minimal number of subjects (1 at each site) and 
were not included in the pivotal trial.  In my opinion, there does not appear to be any impact 
of any financial interest affecting the results of any of the studies.  

Reference ID: 3799075



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

STEVEN A GALATI
07/29/2015

ELLEN W FIELDS
07/29/2015

Reference ID: 3799075



CLINICAL FILING CHECKLIST FOR NDA/BLA or Supplement

File name: 5_Clinical Filing Checklist for NDA_BLA or Supplement 010908

1

NDA/BLA Number: 208090 Applicant: Collegium Stamp Date: 12/12/14

Drug Name: Xtampza (oxycodone 
ER)

                   NDA/BLA Type: Standard

On initial overview of the NDA/BLA application for filing:

Content Parameter Yes No NA Comment
FORMAT/ORGANIZATION/LEGIBILITY
1. Identify the general format that has been used for this 

application, e.g. electronic CTD.
X

2. On its face, is the clinical section organized in a manner to 
allow substantive review to begin?

X

3. Is the clinical section indexed (using a table of contents) 
and paginated in a manner to allow substantive review to 
begin? 

X

4. For an electronic submission, is it possible to navigate the 
application in order to allow a substantive review to begin 
(e.g., are the bookmarks adequate)?

X

5. Are all documents submitted in English or are English 
translations provided when necessary?

X

6. Is the clinical section legible so that substantive review can 
begin?

X

LABELING
7. Has the applicant submitted the design of the development 

package and draft labeling in electronic format consistent 
with current regulation, divisional, and Center policies?

X

SUMMARIES
8. Has the applicant submitted all the required discipline 

summaries (i.e., Module 2 summaries)?
X

9. Has the applicant submitted the integrated summary of 
safety (ISS)?

Reference to 2.7.3

10. Has the applicant submitted the integrated summary of 
efficacy (ISE)?

Reference to 2.7.4

11. Has the applicant submitted a benefit-risk analysis for the 
product?

X Page 57 Clinical 
overview

12. Indicate if the Application is a 505(b)(1) or a 505(b)(2).  X
505(b)(2) Applications
13. If appropriate, what is the reference drug? X OxyContin OP

(NDA #22-272)
14. Did the applicant provide a scientific bridge demonstrating 

the relationship between the proposed product and the 
referenced product(s)/published literature?

X

15. Describe the scientific bridge (e.g., BA/BE studies) X Single and multiple 
PK/food effect studies

DOSE
16. If needed, has the applicant made an appropriate attempt to 

determine the correct dosage and schedule for this product 
(i.e., appropriately designed dose-ranging studies)?

X Reference to 
OxyContin with 
known dose and 
schedule

EFFICACY
17. Do there appear to be the requisite number of adequate and 

well-controlled studies in the application?
X
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Pivotal Study #1
Study Number: CP-OXYDET-08

Study Title: A Phase 3, Multi-Center, Randomized, Double-
Blind, Placebo-Controlled, Safety, Tolerability, and
Efficacy Study of Oxycodone DETER Versus Placebo in 
Opioid-Experienced and Opioid-Naive Subjects with
Moderate-to-Severe Chronic Low Back Pain
  
Sample Size:   740 total; 389 randomized (193 oxycodone); 
222 completers (122 oxycodone)                                     

Arms: Oxycodone AD and placebo 1:1

Location in submission: Module 5.3.5.1
                                                

18. Do all pivotal efficacy studies appear to be adequate and 
well-controlled within current divisional policies (or to the 
extent agreed to previously with the applicant by the 
Division) for approvability of this product based on 
proposed draft labeling?

X

19. Do the endpoints in the pivotal studies conform to previous 
Agency commitments/agreements?  Indicate if there were 
not previous Agency agreements regarding 
primary/secondary endpoints.

X

20. Has the application submitted a rationale for assuming the 
applicability of foreign data to U.S. population/practice of 
medicine in the submission?

X

SAFETY
21. Has the applicant presented the safety data in a manner 

consistent with Center guidelines and/or in a manner 
previously requested by the Division?

X

22. Has the applicant submitted adequate information to assess 
the arythmogenic potential of the product (e.g., QT interval 
studies, if needed)?

X

23. Has the applicant presented a safety assessment based on all 
current worldwide knowledge regarding this product?

X Did not explicitly 
present current 
worldwide knowledge 
but referenced  some 
literature for PK in 
special pops in 
addition to safety 
analysis/505(b)(2) 
reference
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24. For chronically administered drugs, have an adequate 

number of patients (based on ICH guidelines for exposure1) 
been exposed at the dose (or dose range) believed to be 
efficacious?

X 1100 total exposures,
740 in Phase 3 study;
193 finished titration 
(min of 7 days stable 
dose), 122 completers
in oxycodone group

25. For drugs not chronically administered (intermittent or 
short course), have the requisite number of patients been 
exposed as requested by the Division?

X

26. Has the applicant submitted the coding dictionary2 used for 
mapping investigator verbatim terms to preferred terms?

X

27. Has the applicant adequately evaluated the safety issues that 
are known to occur with the drugs in the class to which the 
new drug belongs?

X

28. Have narrative summaries been submitted for all deaths and 
adverse dropouts (and serious adverse events if requested 
by the Division)?

X Not for dropouts due 
to AE – we sent IR 
2/2/15

OTHER STUDIES
29. Has the applicant submitted all special studies/data 

requested by the Division during pre-submission 
discussions?

X

30. For Rx-to-OTC switch and direct-to-OTC applications, are 
the necessary consumer behavioral studies included (e.g., 
label comprehension, self selection and/or actual use)?

X

PEDIATRIC USE
31. Has the applicant submitted the pediatric assessment, or 

provided documentation for a waiver and/or deferral?
X

ABUSE LIABILITY
32. If relevant, has the applicant submitted information to 

assess the abuse liability of the product?
X HAL studies, 

diversion and drug 
abuse monitoring

FOREIGN STUDIES
33. Has the applicant submitted a rationale for assuming the 

applicability of foreign data in the submission to the U.S. 
population?

X

DATASETS
34. Has the applicant submitted datasets in a format to allow 

reasonable review of the patient data? 
X

35. Has the applicant submitted datasets in the format agreed to 
previously by the Division?

X

36. Are all datasets for pivotal efficacy studies available and 
complete for all indications requested?

X

37. Are all datasets to support the critical safety analyses X

                                                
1 For chronically administered drugs, the ICH guidelines recommend 1500 patients overall, 300-600 
patients for six months, and 100 patients for one year. These exposures MUST occur at the dose or dose 
range believed to be efficacious.
2 The “coding dictionary” consists of a list of all investigator verbatim terms and the preferred terms to 
which they were mapped. It is most helpful if this comes in as a SAS transport file so that it can be sorted 
as needed; however, if it is submitted as a PDF document, it should be submitted in both directions 
(verbatim -> preferred and preferred -> verbatim).
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available and complete?

38. For the major derived or composite endpoints, are all of the 
raw data needed to derive these endpoints included? 

X

CASE REPORT FORMS
39. Has the applicant submitted all required Case Report Forms 

in a legible format (deaths, serious adverse events, and 
adverse dropouts)?

X

40. Has the applicant submitted all additional Case Report 
Forms (beyond deaths, serious adverse events, and adverse 
drop-outs) as previously requested by the Division?

X

FINANCIAL DISCLOSURE
41. Has the applicant submitted the required Financial 

Disclosure information?
X 2 participants did not 

complete form, left 
before study 
completion.

GOOD CLINICAL PRACTICE
42. Is there a statement of Good Clinical Practice; that all 

clinical studies were conducted under the supervision of an 
IRB and with adequate informed consent procedures?

X

IS THE CLINICAL SECTION OF THE APPLICATION FILEABLE? ___Yes_____

If the Application is not fileable from the clinical perspective, state the reasons and provide 
comments to be sent to the Applicant.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-
day letter.

No filing issues at this point.  

Steven Galati 2/9/15

Reviewing Medical Officer Date

Ellen Fields

Clinical Team Leader Date
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