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MEMORANDUM 
REVIEW OF REVISED LABELS

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: February 25, 2019

Requesting Office or Division: Division of Psychiatry Products (DPP)

Application Type and Number: NDA 212038

Product Name and Strength: Adhansia XR (methylphenidate hydrochloride)                  
Extended-release Capsules
25 mg, 35 mg, 45 mg, 55 mg, 70 mg, and 85 mg 

Applicant/Sponsor Name: Purdue Pharma L.P.

FDA Received Date: February 22, 2019 (via email)

OSE RCM #: 2018-1102-3

DMEPA Safety Evaluator: Loretta Holmes, BSN, PharmD

DMEPA Team Leader: Sevan Kolejian, PharmD, MBA

1 PURPOSE OF MEMORANDUM
The Division of Psychiatry Products (DPP) requested that we review the revised container labels 
for Adhansia XR (Appendix A) to determine if they are acceptable from a medication error 
perspective.  The revisions are in response to a recommendation from the Agency that the 
Applicant submit revised container labels that reflect the full NDC numbers and updated 
barcodes when the pending labeler code becomes available.  We also refer to our previous 
container labels review memorandum.a

2  CONCLUSION
The revised container labels are acceptable from a medication error perspective.  We have no 
further recommendations at this time.

a Holmes L. Labels Review Memo for Adhansia XR (NDA 212038). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2019 Feb 20. RCM No.: 2018-1102-2.

Reference ID: 4395613Reference ID: 4398191

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

LORETTA HOLMES
02/25/2019 04:20:10 PM

SEVAN H KOLEJIAN
02/25/2019 04:29:36 PM

Signature Page 1 of 1

Reference ID: 4395613Reference ID: 4398191



1

MEMORANDUM 
REVIEW OF REVISED LABELS

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: February 20, 2019 

Requesting Office or Division: Division of Psychiatry Products (DPP)

Application Type and Number: NDA 212038

Product Name and Strength: Adhansia XR (methylphenidate hydrochloride)                  
Extended-release Capsules
25 mg, 35 mg, 45 mg, 55 mg, 70 mg, and 85 mg 

Applicant/Sponsor Name: Purdue Pharma L.P.

FDA Received Date: February 14, 2019 (via email)

OSE RCM #: 2018-1102-2

DMEPA Safety Evaluator: Loretta Holmes, BSN, PharmD

DMEPA Team Leader: Sevan Kolejian, PharmD, MBA

1 PURPOSE OF MEMORANDUM
The Division of Psychiatry Products (DPP) requested that we review the revised container labels 
for Adhansia XR (Appendix A) to determine if they are acceptable from a medication error 
perspective.  The revisions are in response to recommendations that we made during a 
previous labels review memorandum in which we requested the Applicant revise the 70 mg or 
85 mg container labels to ensure adequate differentiation between the two strengths.a 
2  CONCLUSION
The Applicant revised the 70 mg and 85 mg container labels and we find they are acceptable 
from a medication error perspective.  We note the labeler code is still pending and the 
container labels will be updated with the full NDC number and barcode information when 
available.  We have no further recommendations at this time.

a Holmes L. Labels Review Memo for Adhansia XR (NDA 212038). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US); 
2019 Feb 01. RCM No.: 2018-1102-1.
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Date: February 6, 2019

To: Tiffany Farchione, M D., Director (Acting)
Division of Psychiatry Products

Through: Dominic Chiapperino, Ph.D., Director 
Silvia Calderon, Ph.D., Senior Pharmacologist
Martin S. Rusinowitz, M.D., Senior Medical Officer
Controlled Substance Staff

From: Shalini Bansil, M.D., Medical Officer 
Controlled Substance Staff

Subject: Product name: Methylphenidate Hydrochloride Extended-Release Capsules 
(PRC-063)
NDA:  212038
Trade Name, dosages, formulations, routes: Adhansia XR 25 mg, 35 mg, 45 
mg, 55 mg, 70 mg, and 85 mg oral capsules once daily
IND: 118297
Indication: Treatment of Attention Deficit Hyperactivity Disorder (ADHD).

. Sponsor: Purdue Pharma
PDUFA Goal Date: February 27, 2019

Materials Reviewed:

 1.14 Labeling
 2.3, 2.4 Quality Overall Summary, Nonclinical Overview
 5.3.1., 5.3.5. Clinical study reports
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I. SUMMARY 

1. Background 

This memorandum responds to a consult request by the Division of Psychiatiy Products (DPP) dated 
June 28, 2018, to the Conti·olled Substance Staff (CSS) to evaluate abuse-related preclinical and clinical 
data submitted by Purdue Phaima in NDA 212038 (developed under IND 118297) for Methylphenidate 
Hydrochloride Extended-Release Capsules (PRC-063), with proposed ti·ade name, Adhansia XR. The 
drng is indicated for the ti·eatinent of Attention Deficit Hyperactivity Disorder (ADHD). The 
recommended dose is 25 mg to 85 mg oral capsules once daily. 

The Sponsor has developed PRC-063, an extended release @g2 methyl henidate (MPlr product, ffil 
for the ti·eatinent 

of ADHD. The Sponsor states that most cunently-approved, once-daily long-acting MPH ti·eatments f()!·· 
ADHD have a 9 to12 hour duration of action. < H > 

PRC-063 is designed to provide 
·--=~-~---.• effective ti·eatinent for ADHD 'u""' . The Sponsor is filing this NDA via the 505(b )(2) 

pathway, utilizing Conce1ia and Ritalin as the hsted drngs (LDs). 

Methylphenidate is a Schedule II substance under the Controlled Substances Act (CSA) and was initially 
approved in 1955 in the US. The Sponsor proposes maintaining their product in Schedule II under the 
CSA. 
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2. Conclusions 

i. PRC-063 is expected to have similar abuse liability as other MPH products given its similar 
relative bioavailability when compared to IR MPH as well as its similar adverse event (AE) 
profile. 

ii. Methylphenidate hydrochloride is an established Schedule II (CII) compound that has been 
marketed in numerous IR and ER formulations since its initial US approval in 1955. 

iii. The Sponsor does not propose any schedule change to the CII classification of MPH in 
Methylphenidate Hydrochloride Extended-Release Capsules (PRC-063).

iv. CSS notes that in the proposed label, the Sponsor states that abuse is characterized by 
“impaired control over drug use, compulsive use, continued use despite harm, and 
craving.”  However, these symptoms are the essential features of addiction. Considering that 
the same language proposed in the current label is present in several amphetamine and 
methylphenidate labels, CSS will accept the proposed label for now but will propose changes 
to the label as part of the class labeling revisions

3. Recommendations

CSS concurs with the Sponsor that Methylphenidate Hydrochloride Extended-Release Capsules (PRC-
063) should be maintained in Schedule II of the CSA.  

Drug labeling:  
CSS recommends the following changes to section 9 in the Sponsor’s proposed labeling, where 
additions are indicated in bold underlined text and deletions have been stricken through. 

9.             DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance 
ADHANSIA XRTM contains methylphenidate, a Schedule II controlled substance.

9.2 Abuse
 CNS stimulants including ADHANSIA XR, other methylphenidate-containing products, and 
amphetamines have a high potential for abuse.  Abuse is the intentional non- therapeutic use of a 
drug, even once, to achieve a desired psychological or physiological effect. Abuse is characterized by 
impaired control over drug use, compulsive use, continued use despite harm, and craving.

Signs and symptoms of CNS stimulant abuse include increased heart rate, respiratory rate, blood 
pressure, and/or sweating, dilated pupils, hyperactivity, restlessness, insomnia, decreased appetite, loss 
of coordination, tremors, flushed skin, vomiting, and/or abdominal pain.  Anxiety, psychosis, hostility, 
aggression, suicidal or homicidal ideation have also been observed.  Abusers of CNS stimulants may 
chew, snort, inject, or use other unapproved routes of administration which can result in overdose and 
death [see Overdosage (10)].
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Methylphenidate Hydrochloride Extended Release Capsules 
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To reduce the abuse of CNS stimulants including ADHANSIA XR, assess the risk of abuse prior to 
prescribing. After prescribing, keep careful prescription records, educate patients and their families 
about abuse and on proper storage and disposal of CNS stimulants, monitor for signs of abuse while on 
therapy, and re-evaluate the need for ADHANSIA XR use. 

9.3 Dependence 
Tolerance 
Tolerance (a state of adaptation in which exposure to a drng results in a reduction of the chug 's desired 
and/or undesired effects over time) may occur during chronic therapy with CNS stimulants including 
ADHANSIA XR. 

Dependence 
Physical dependence (a state of adaptation manifested by a withch·awal synch·ome produced by abrnpt 
cessation, rapid dose reduction, or achninistration of an antagonist) can occur in patients treated with 
CNS stimulants including ADHANSIA XR. Withch·awal symptoms after abrnpt cessation following 
prolonged high-dosage achninistration of CNS stimulants include dysphoric mood; depression; fatigue; 
vivid, unpleasant ch·eams; insomnia or hypersomnia; increased appetite; and psychomotor retardation or 
agitation. 

II. DISCUSSION 

1. Chemistry 

1.1 Substance and product Information 

Sponsor 's description: PRC-063 capsules have beads which are fo1mulated usin~roprieta1y 
technology. The beads consist of multiple layers <bH

4
I 

. Each bead has an MPH IR component (containing 20% of the dose of MPH hych·ochloride 
HCll) and an MPH controlled-release (CR) component (containin 80% of the dose of MPH HCl). (bH

4
l 

PRC-063 ER capsules contain white to off-white spherical beads which are common to all strengths. 
These beads are encapsulated in <bH

4
I ca sules. The product can be 

achninistered by sprinkling the capsule beads on app e sauce, yogur (bl\'4j . If the beads from 
PRC-063 ER capsules are chewed, the <bH

4r integrity of both delayed and controlled release <
6

><
4
f 

will be broken, the designed mechanism of chug delive1y will be comproinised, and thus, it is 
anticipated that faster and higher drug amount will be released. 
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2. Nonclinical Pharmacology 

The Sponsor states that since the pharmacology, pharmacokinetics (PK), and toxicity of MPH have been 
studied, no animal studies have been performed on the PRC-063 MPH formulation.  Specifically, no 
abuse-related animal studies have been performed.

3. Clinical Pharmacology 

The clinical pharmacology studies were reviewed by the Office of Clinical Pharmacology (OCP) and 
their findings are as follows:

PRC-063 contains a racemic mixture of d- and l- MPH and produces two distinct peak concentrations 
(Cmax). The first median (range) time to Cmax (Tmax) occurs at about 1.5 (1- 2.5) hours and the second 
at about 12 (8.5- 16.0) hours after administration. The mean plasma elimination half-life for d-and l- 
MPH (T1/2) was about 7 hours in healthy volunteers.

Following administration of PRC-063 (100 mg once daily) and 60 mg of immediate-release (IR) MPH 
(administered as 20 mg three times daily 4 hours apart) under fasted conditions for 5 consecutive days to 
21 healthy adult subjects, steady-state was reached on Day 3. Comparable extent of exposure (AUC inf) 
was obtained but maximum concentration (Cmax) and minimum concentration (Cmin) for d- and l- 
MPH were about 40% lower and 132% higher, respectively, for PRC-063 compared to IR MPH.

Alcohol Effect
In vitro studies were conducted to explore the effect of alcohol on the release characteristics of MPH from 
PRC-063.  No increase in the rate of release of MPH was observed with alcohol concentrations of 5%, 
20%, and 40% at Hour 1 and for 5% and 20% at Hour 2.  A faster release,71% and 61% for 70 mg and 
100 mg capsules, respectively, was observed with an alcohol concentration of 40% at Hour 2. 

In an in vivo alcohol interaction study, in fasted, healthy adults, PRC-063 70 mg capsules with 40% 
alcohol concentration resulted in a 1.4-fold increase in the peak plasma MPH concentration and a 1.3-
fold increase in the extent of absorption. 

3.1 Drug-Drug Interactions 

Randomized, Open-Label, Single Dose, 3-Way Crossover Study of PRC-063 70 mg Capsule
Administered With 0% Alcohol and 40% Alcohol and Concerta® 72 mg Tablet Administered
With 0% Alcohol in Healthy Adult Subjects Under Fasting Conditions. Study 063-016
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This study compared the rate and extent of absorption of PRC- 063 70 mg capsule when administered 
with and without 40% alcohol and the rate and extent of absorption of MPH from PRC-063 70 mg 
capsule versus Concerta® (MPH controlled-release) 72 mg under fasting conditions. A total of 18 
healthy adult subjects were included in this study. No significant abuse-related AEs were noted in any 
group.   

4. Clinical Studies 

The clinical development program for PRC-063 included clinical PK studies, efficacy and safety studies, 
and one long-term, six months, open-label extension study. These studies were performed in children, 
adolescents, and adults. Adverse events (AEs) were coded using MedDRA to classify events under 
primary system organ class (SOC) and preferred term (PT).  Tables describing abuse-related AEs are 
derived from the Sponsor’s tables of all AEs in each study.

4.1 Adverse Event Profile Through all Phases of Development 

Phase 1 Studies:  
Single dose, healthy subjects:  In studies 063-001 (adults n=12), 063-002 (adults n=12), and 063-003 
(adults n=15), no abuse-related AEs were reported. In study 063-018, euphoric mood and illusion were 
each reported in one of 68 (1.5%) adult subjects.

Study 063-004 was a single dose study in healthy adult subjects comparing PRC-063 (100 mg) to IR 
Ritalin (20 mg IR tablet TID).  No abuse-related AEs were reported with Ritalin.  Disturbance in 
attention and tachyphrenia were each reported in 2 of 27 (7.4%) PRC-063 treated subjects. 

Study 063-005 was a single dose study in healthy adult subjects (n=30) in which the test drug was given 
intact or the beads from the capsule were sprinkled over various foods (not affecting release profile). 
Somnolence was noted in 0-10%, agitation in 3.6-13.8%, and euphoric mood in 0- 10.7% of subjects.

Multiple dose, healthy subjects:  Study 063-007 was a multiple dose study in healthy subjects comparing 
PRC-063 to Ritalin.  Table 1 displays the number of subjects with abuse-related AEs in each drug 
group.

Table 1:  Abuse-related AEs Study 063-007 N (%)

PRC-063 100mg N=19 Ritalin 20 mg tid N=19
Disturbance in attention 0 2 (10.5)
Agitation 2 (10.5) 3 (15.8)
Euphoric mood 0 1 (5.3)
Tachyphrenia 1(5.3) 2 (10.5)

Single dose, subjects with ADHD:  Study 063-006 tested a single dose of PRC-063in patients with 
ADHD (n=17) aged 12-17 years.  No abuse-related AEs were reported.
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In summary, the Phase 1 studies revealed that PRC-063 displayed abuse-related AEs typical of 
stimulants, such as agitation, tachyphrenia, disturbance in attention, and euphoric mood.  The 
frequencies of these AEs were similar to Ritalin.

Phase 3 Studies

A Randomized, Double-Blind Study of the Time Course of Response of PRC-063 in Adult with ADHD 
in a Simulated Adult Workplace Environment Study 063-008. 
This was a randomized, double-blind, placebo-controlled crossover study in adult, male and female 
ADHD patients conducted to assess clinical efficacy, the time of onset, and time course of efficacy of 
PRC-063.  Subjects were titrated to an optimal dose in an open-label phase of between 2 and 7 weeks, 
and then randomized to one of two sequences (Active to Placebo or Placebo to Active).  They received 
one treatment for one week, then crossed over to the other treatment for one week.  Active or matching 
placebo PRC-063 25, 35, 45, 55, 70, 85 or 100 mg oral capsules were administered once-daily in the 
morning. Overall, a total of 59 patients (59 receiving PRC-063; 50 receiving placebo) were included.  
They were exposed to a mean of 52.3 ± 9.77 days of open-label medication (range 24 to 72). The mean 
dose across all subjects was 76.6 ± 17.85 mg/day.  Table 2 displays the number of subjects with abuse-
related AEs in this study.

Table 2. Abuse-related AEs Study 063-008 N (%)

PRC-063 N=59 Placebo N=50
Energy increased 5 (8.5) 0
Feeling jittery 3 (5.1) 0
Anxiety 3 (5.1) 0
Emotional disorder 2 (3.4) 0
Hypomania 1 (1.7) 0
Irritability 7 (11.9) 0

A Phase 3, Randomized, Double-Blind, Placebo-Controlled, Parallel-Arm, Multi-Center Study 
Measuring the Efficacy and Safety of PRC-063 in Adolescent ADHD Patients Study 063-009.
This was a multiple-dose, randomized, double-blind, placebo controlled, parallel-group study in 367 
adolescents, male and female patients with ADHD, conducted to assess the clinical efficacy and safety 
of PRC-063 in adolescents with ADHD.  Patients were at least 12 years of age and less than 18 years of 
age.  Active or matching placebo PRC-063 25, 45, 70, or 85 mg oral capsules were administered once-
daily in the morning. Subjects were exposed to a mean 27.6 ± 5.86 days of double-blind study 
medication.  PRC-063 was administered to 293 patients with a mean dose of 56.3 ± 22.99 mg/day.
Table 3 displays the number of patients with abuse-related AEs in this study.

Table 3. Abuse -related AEs Study 063-009 N (%)

PRC-063 N=293 Placebo N=74
Energy increased 1 (0.3) 0
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Feeling jittery 2 (0.7) 0

A Phase 3, Randomized, Double-Blind, Placebo-Controlled, Parallel-Arm, Multi-Center Study 
Measuring the Efficacy and Safety of PRC-063 in Adult ADHD Patients Study 063-010. 
This was a multiple-dose, randomized, double-blind, placebo-controlled, parallel-group study in 375 
adults, male and female patients, with ADHD conducted to assess the clinical efficacy and safety of 
PRC-063 in adults with ADHD.  Active or matching placebo PRC-063 25, 45, 70 or 100 mg oral 
capsules were administered once-daily in the morning. Three hundred and seventy-five (375) patients 
were exposed to a mean of 28.2 ± 8.68 days of double-blind medication. Two hundred and ninety-seven 
(297) subjects received PRC-063. Table 4 displays the number of subjects with abuse-related AEs in 
this study.

Table 4. Abuse-related AEs Study 063-010 N (%)

PRC-063 
25mg N=77

PRC-063 
45mg N=73

PRC-063 
70mg N=73

PRC-063 
100mg 
N=74

All PRC-
063 N=297

Placebo 
N=78

Feeling jittery 1(1.3) 2 (2.7) 6 (8.2) 3 (4.1) 12 (4.0) 1(1.3)
Agitation 3 (3.9) 2 (2.7) 0 0 5 (1.7) 0
Bruxism 2 (2.6) 2 (2.7) 1 (1.4) 0 5 (1.7) 0
Emotional 
disorder

0 1 (1.4) 1 (1.4) 2 (2.7) 4 (1.3) 0

Irritability 7 (9.1) 5 (6.8) 2 (2.7) 2 (2.7) 16 (5.4) 4 (5.1)
Restlessness 1(1.3) 1 (1.4) 3 (4.1) 0 5 (1.7) 0
Hyperhidrosis 2 (2.6) 0 0 2 (2.7) 4 (1.3) 0

A Phase 3, Randomized, Double-Blind, Placebo-Controlled, Parallel Group, Laboratory Classroom 
Study to Evaluate the Safety and Efficacy of PRC-063 Compared to Placebo in Children (6-12
years of age) with ADHD Study 063-015.
This was a randomized, double-blind, parallel group, placebo-controlled, dose optimized, study to 
evaluate the safety and efficacy of PRC-063 25, 35, 45, 55, 70, or 85 mg/day versus placebo for the 
treatment of ADHD in pediatric patients ≥ 6 years of age and ≤ 12 years of age. For each patient the 
treatment duration was up to 6 weeks during the open-label dose-optimization period and 1 week during 
the double-blind period. During the open-label period, PRC-063 capsules (25, 35, 45, 55, 70, or 85 mg) 
were administered orally, once daily in the morning. During the double-blind period, PRC-063 (25, 35, 
45, 55, 70, or 85 mg) or placebo capsules were administered once daily in the morning.  Overall, a total 
of 156 patients were included in this population. Affect lability was observed in 22 (14.1%) subjects and 
irritability in 16 (10.3%) patients during the open label phase of the study.  

A Six-Month, Open-Label, Multicenter Study of the Safety and Efficacy of PRC-063 in Adults and 
Adolescents with ADHD Study 063-012. 
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This was an open-label, multicenter, study to evaluate the safety and efficacy of PRC-063 in 180 adults 
and 180 adolescent, male and female, patients with ADHD. PRC-063 25, 35, 45, 55, 70, 85, or 100 mg 
oral capsules were administered once-daily in the morning. When all visits were combined, the mean 
dose of PRC-063 was 69.3 ± 20.16 mg/day. More than 80% of subjects received doses of 55 mg/day or 
greater. Overall, a total of 363 subjects were exposed to a mean of 146.8 ± 52.06 days of open label.  
PRC-063. Table 5 displays the number of subjects with abuse-related AEs in this study. The AEs of 
feeling jittery and psychomotor hyperactivity were dose dependent.

Table 5. Abuse-related AEs Study 063-012N (%)

PRC-063 N=363
Feeling jittery 10 (2.8)
Psychomotor hyperactivity 4 (1.1)
Sedation 4 (1.1)
Irritability 22 (6.1)
Somnolence 7 (1.9)
Aggression 7 (1.9)
Agitation 6 (1.7)
Anxiety 16 (4.4)
Elevated mood 1 (0.3)
Tachyphrenia 2 (0.6)
Restlessness 5 (1.4)

A Randomized, Phase 3, Double-Blind, Crossover Comparison of PRC-063 and Lisdexamfetamine in 
the Driving Performance of Adults with ADHD Study 063-013
This was a cross-over, double-blind, driving performance study in patients with ADHD who received 
PRC-063 or lisdexamfetamine (LDX) for 21 days.  Table 6 displays the number of patients with abuse-
related AEs in this study.

Table 6.  Abuse -related AEs Study 063-013 N (%)

PRC-063 N=45 LDX N=45
Feeling jittery 0 3 (6.7)
Affect lability 0 1 (2.2)
Anxiety 2 (4.4) 3 (6.7)
Emotional disorder 1 (2.2) 2 (4.4)

As seen in Tables 2 through 6, PRC-063 produced the expected stimulant-like effects of feeling jittery, 
energy increased, irritability, anxiety, restlessness, tachyphrenia, etc.  The AEs of energy increased (0.3-
8.5%), feeling jittery (0.0-5.1%), anxiety (4.4-5.1%), emotional disorder (1.3-3.4%), and irritability (5.4-
11.9%) occurred in more than 2% of subjects in some studies which is greater than placebo. As 
expected, demonstrated in Table 6 (Study 063-013), with a stimulant comparator (LDX), AEs of feeling 
jittery, affect lability, anxiety, and emotional disorder did not occur to a greater extent in PRC-063 
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treated subjects.  Adverse events closely related to abuse such as elevated mood, tachyphrenia, 
hypomania, and psychomotor hyperactivity occurred in less than 2% of subjects on PRC-063 but still 
greater than in placebo.  These results indicate the abuse liability of PRC-063 is greater than placebo but 
similar to other stimulants.

4.2        Safety Profile 

Similar to other MPH products, PRC-063 displays stimulant-like effects which can lead to abuse.  The 
Phase 1 and Phase 3 studies reveal that abuse-related AEs occur in about 5% of subjects on PRC-063 
and, in studies in which there was a stimulant comparator, no increase in abuse-related AEs was 
observed with PRC-063.  Thus, this formulation of Methylphenidate Hydrochloride Extended-Release 
Capsules (PRC-063) does not appear to lead to excess abuse liability compared to other ADHD 
stimulant drugs.

4.3 Evidence of Abuse, Misuse and Diversion in Clinical Trials 

No events of overdose were noted in the clinical studies conducted with PRC-063. No events of drug 
abuse or diversion, as assessed by drug accountability procedures, were noted in the clinical studies 
conducted with PRC-063

4.4 Tolerance and Physical Dependence Studies in Humans 

Tolerance and physical dependence studies were not conducted in humans. The tolerance and physical 
dependence profile is expected to be similar to other MPH products.

The Sponsor responded to an information request from CSS, regarding withdrawal in which they stated that 
although withdrawal symptoms were not specifically elicited from subjects, subjects in PRC-063 Phase 3 
studies were contacted between 7 and 14 days following study completion. Withdrawal symptoms would 
have been captured as adverse events.  Studies 063-008, 063-009, 063-010, 063-012 and 063-013 included a 
14-day safety follow-up, occurring approximately 14 days following subject discontinuation from the study. 
The study staff asked about any new side effects the subject may have experienced.  The following AEs were 
noted during the withdrawal period (Table 7).  These AEs related to withdrawal are typical for stimulants 
and described in the label.
Table 7. Adverse events during 14-day withdrawal period in Phase 3 studies in more than 1 patient

Adverse event N
Headache 9
Myalgia 2
Insomnia 7
Agitation 2
Decreased appetite 3
Altered mood 2
Somnolence 3
Fatigue 3
Dry mouth 2
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                                                                      Methylphenidate Hydrochloride Extended Release Capsules 

 NDA 212038
  

Page 11 of 11

Nausea 2
Abdominal pain 2

5.          Regulatory Issues and Assessment 

PRC-063 is expected to have similar abuse liability as other MPH products given its relative 
bioavailability when compared to the IR MPH (see Clinical Pharmacology) and similar AE profile. 

Methylphenidate hydrochloride is an established Schedule II (CII) compound that has been marketed in 
numerous immediate release (IR) and extended release (ER) formulations since its initial US approval in 
1955. The abuse potential of MPH has been well established in both clinical trials and in clinical 
practice. Existing MPH formulations have a CII classification, include a black box warning about abuse 
and dependence, and have provided related information throughout the label and Medication Guide. 
Accordingly, the Sponsor has included a CII classification and abuse related, methylphenidate-specific 
information in the label and Medication Guide in line with other marketed MPH products. The Sponsor 
does not propose any schedule change to the CII classification of MPH in Methylphenidate 
Hydrochloride Extended-Release Capsules (PRC-063).  The proposed label adequately addresses the 
abuse and dependence liability including a black box warning.  Changes suggested in the label by CSS 
are included in the Recommendations Section.
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MEMORANDUM 
REVIEW OF REVISED LABELS

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: February 1, 2019

Requesting Office or Division: Division of Psychiatry Products (DPP)

Application Type and Number: NDA 212038

Product Name and Strength: Adhansia XR (methylphenidate hydrochloride)                  
Extended-release Capsules
25 mg, 35 mg, 45 mg, 55 mg, 70 mg, and 85 mg 

Applicant/Sponsor Name: Purdue Pharma L.P.

FDA Received Date: January 17, 2019 (via email)

OSE RCM #: 2018-1102-1

DMEPA Safety Evaluator: Loretta Holmes, BSN, PharmD

DMEPA Team Leader: Sevan Kolejian, PharmD, MBA

1 PURPOSE OF MEMORANDUM
The Division of Psychiatry Products (DPP) requested that we review the revised container labels 
for Adhansia XR (Appendix A) to determine if they are acceptable from a medication error 
perspective.  The revisions are in response to recommendations that we made during a 
previous labels and labeling review.a 
2  CONCLUSION
We note that our previous recommendation to provide the full NDC numbers was not 
implemented.  Additionally, we note there are areas where information needs to be revised to 
help minimize the potential for medication errors to occur with the use of this product.  
3 RECOMMENDATIONS FOR PURDUE PHARMA L.P.
We recommend the following be implemented prior to approval of this NDA:  

A. Container Labels
1. Place holders are used for portions of the NDC number.  It is our understanding 

that you have requested a new labeler code.  When the new labeler code is 

a Holmes L. Label and Labeling Review for Adhansia XR (NDA 212038). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2018 Nov 07. RCM No.: 2018-1102.
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available, update the labels with the entire NDC number and barcode 
information.
 

2. We are concerned that there is inadequate differentiation between the 70 mg 
and 85 mg strengths presentation due to their overlapping grey and  
colors.  Consider revising one of these strength presentations to ensure 
adequate differentiation.

Reference ID: 4385065Reference ID: 4398191
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 

Food and Dmg Administration 
Office of New Dmgs, ODE-IV 
Division of Pediatric and Maternal Health 
Silver Sp1ing, MD 20993 
Telephone 301-796-2200 
FAX 301-796-9855 

MEMORANDUM TO FILE 

Date of Consult Request: July 26, 2018 

From: Division of Pediatric and Maternal Health (DPMH) 
KeITi-Ann Jennings, Regulato1y Project Manager (RPM) 

To: Division of Psychiatiy Products (DPP) 

NDA Number: 212038 

Drug: Adhansia XR (methylphenidate hydrochloride extended
release capsules) 

Applicant: Purdue Phaima 

Indication: Cenh'al Nervous System (CNS) stimulant indicated for the 
ti·eatment of Attention Deficit Hyperactivity Disorder 
(ADHD). 

The Division of Psychiatiy Products (DPP) submitted a consult request to the Division of 
Pediah'ic and Maternal Health (DPMH) on July 26, 2018, requesting review of safety 
data regarding weight reduction in children/adolescents at higher doses of medication 
and subsequent labeling for the above referenced NDA. 

DPMH pa1ticipated in internal team meetings with DPP from September 19, 2018 
through October 31 , 2018. No fiuther input or meeting attendance is required from 
DPMH's Pediatric Team. 

DPMH-Pediah'ic Team, has no fint her comments at this time, thus, this memorandum will 
close out the consult request. 

DPMH Pediah'ic Reviewer- Y ernk Mulugeta, MD 
DPMH Pediah'ic Team Leader- Hai·i Sachs 
DPMH RPM- KeITi-Ann Jennings, MS, BSN, RN 
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****Pre-decisional Agency Information**** 
    
Memorandum 
 
Date:  January 14, 2019 
  
To:  Nancy C. Dickinson, PharmD, Clinical Reviewer  

Division of Psychiatry Products (DPP) 
 
William Bender, RPh, Regulatory Project Manager, (DPP) 

 
 Kimberly Updegraff, PharmD, Associate Director for Labeling, (DPP) 
 
From:   Domenic D’Alessandro, PharmD, MBA, Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
CC: Aline Moukhtara, RN, MPH, Team Leader, OPDP 
 
Subject: OPDP Labeling Comments for ADHANSIA XR (methylphenidate 

hydrochloride) extended-release capsules, for oral use, CII 
 
NDA:  212038/O-1 
 

  
In response to DPP’s consult request dated June 26, 2018, OPDP has reviewed the proposed 
product labeling (PI), Medication Guide, and carton and container labeling for the original NDA 
submission for ADHANSIA XR (methylphenidate hydrochloride) extended-release capsules, 
for oral use, CII.  
 
PI: OPDP’s comments on the proposed labeling are based on the draft PI received by 
electronic mail from DPP (William Bender) on January 4, 2019, and downloaded from Share 
Point on January 7, 2019, and are provided below. 
 
Medication Guide: A combined OPDP and Division of Medical Policy Programs (DMPP) 
review was completed, and comments on the proposed Medication Guide were sent under 
separate cover on January 11, 2019. 

 
Carton and Container Labeling: OPDP has reviewed the attached proposed carton and 
container labeling submitted by the Sponsor to the electronic document room on September 
25, 2018, and our comments are provided below.  
 
Thank you for your consult.  If you have any questions, please contact Domenic D’Alessandro 
at (301) 796-3316 or domenic.dalessandro@fda.hhs.gov. 

 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 
January 11, 2019 

 
To: 

 
Mitchell Mathis, MD 
Director 
Division of Psychiatry Products (DPP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 

From: Shawna Hutchins, MPH, BSN, RN 
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
Domenic D’Alessandro, PharmD, MBA, CDE 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Medication Guide (MG)  
 

Drug Name (established 
name):   

ADHANSIA XR (methylphenidate hydrochloride) 
 

Dosage Form and 
Route: 

Extended-release capsules, for oral use 

Application 
Type/Number:  

NDA 212038 

Applicant: Purdue Pharma (Canada) 
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1 INTRODUCTION 
On April 27, 2018, Purdue Pharma submitted for the Agency’s review an original 
New Drug Application (NDA) for ADHANSIA XR (methylphenidate 
hydrochloride) for the proposed indication of the treatement of Attention Deficit 
Hyperactivity Disorder (ADHD).   
This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Psychiatry Products (DPP) on June 26, 2018 for DMPP 
and OPDP to review the Applicant’s proposed Medication Guide (MG) for 
ADHANSIA XR (methylphenidate hydrocholoride) extended-release capsules, for 
oral use.     

 
2 MATERIAL REVIEWED 

• Draft ADHANSIA XR (methylphenidate hydrocholoride) MG received on April 
27, 2018 and received by DMPP and OPDP on January 7, 2019.  

• Draft ADHANSIA XR (methylphenidate hydrocholoride) Prescribing Information 
(PI) received on April 27, 2018, revised by the Review Division throughout the 
review cycle, and received by DMPP and OPDP on January 7, 2019. 

 
3 REVIEW METHODS 

In our collaborative review of the MG we:  

• simplified wording and clarified concepts where possible 

• ensured that the MG is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the MG is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the MG meets the Regulations as specified in 21 CFR 208.20  

• ensured that the MG meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

 
4 CONCLUSIONS 

The MG is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the MG is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the MG.   

 Please let us know if you have any questions.  

Reference ID: 4374968Reference ID: 4398191
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DEPARTMENT OF HEAL TH & HUMAN SERVICES Public Health Service 

Date: 

From: 

Through: 

Division of Pediatric and 
Maternal Health 

Office of New Drngs 
Center for Drng Evaluation and Research 

Food and Drng Administration 
Silver Spring, MD 20993 

Telephone 301-796-2200 
FAX 301-796-9744 

PLLR Labeling Memorandum 

December 21, 2018 Date consulted: July 26, 2018 

Can1e Ceresa, Phaim D. , MPH, Clinical Analyst, Maternal Health 
Division of Pediatric and Maternal Health 

Miriam Dinatale, D. 0., Team Leader, Maternal Health 
Division of Pediatric and Maternal Health 

Lynne P. Yao, MD, OND, Division Director 
Division of Pediatric and Maternal Health 

To: Division of Psychiatiy Products (DPP) 

Drug: Adhansia XR (methylphenidate HCL) extended-release capsules 

NDA: 212038 

Applicant: Purdue Phaim a 

Subject: Pregnancy and Lactation Labeling Rule (PLLR) Fo1matting 
Recommendations 

Proposed 
Indications: for the ti·eatment of Attention Deficit Hyperactivity Disorder (ADHD) 

Materials Reviewed: 

Reference ID: 43@M!H' 

• C y 26,

1
2018, Consult fo1m for NDA <bJ<

4r, DARRTS Reference ID 
(b)(4) -----

• April 27, 2018, Original NDA subinission for NDA 212038, for Adhansia XR 
(methylphenidate hydrochloride) extended-release capsules, a 505(b )(2) 
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submission based on the efficacy and safety of reference listed chu gs 
CONCERTA (NDA 21121) and Ritalin (NDA 10187) 

• September 22, 2015, DPMH review for Cotempla XR-ODT (methylphenidate) 
extended release orally disintegrating tablet), NDA 205489, by Miriam Dinatale, 
D.O., Medical Officer, DARRTS Reference ID 3821811 1 

• Janmuy7 2017 DPMH review for 
(b)(4J 

by Jane Liedtka, M.D., Medlcil Officer, DARRTS 
Reference ID __________ ..... 

• Febrnary 2, 2017, DPMH review for Cotempla XR-ODT (methylphenidate) 
extended release orally disintegrating tablet), NDA 205489, by Jane Liedtka, 
M.D., Medical Officer, DARRTS Reference ID 40504391 

• December 21 2018 DPMH review for 
(bf(4J 

, by Can ie Ceresa, Phaim D., MPH, DARRTS Reference ID 

Although there is overlap in the labeling proposed for Adhansia XR, the labeling 
recommendations in this review ai·e based on DPMH 's independent analysis of the 
underlying data. 

Consult Question: "We request that you review the fnm 's proposed FPI update in 
confonnance with PLLR" 

BACKGROUND 
On April 27, 2018, Purdue Phaim a, submitted a 505(b)(2) NDA for Adhansia XR 
(methylphenidate HCl) extended-release capsules for the proposed indication of the 
treatment of ADHD. This submission is based on the efficacy and safety of reference 
listed chugs CONCERTA (NDA 21121) and Ritalin (NDA 10187). 

The Division of Psychiatiy Products (DPP) consulted the Division of Pediati-ic and 
Maternal Health (DPMH) on July 26, 2018, to provide input for appropriate labeling of 
the pregnancy and lactation subsections of Adhansia XR labeling to comply with the 
Pregnancy and Lactation Labeling Rule fo1mat. 

DPMH has written multiple consult reviews for methylphenidate products, most recently 
for <bH

4
> NDA (bl\

4
' December 21 2018 4 

' ' 

1 The Cotempla XR-ODT review noted was pa.it of the materials reviewed but was not a 
source relied upon for the labeling recommendations in this consult review. 
2 The <bH

4
I review noted was pait of the materials reviewed but was not a source 

relied[ ponifor the labeling recommendations in this consult review. 
3 The H

4
l review noted was pait of the materials reviewed but was not a source 

relied upon for the labeling recommendations in this consult review. 
4 December 21 2018, DPMH review for 

(b)(4) 
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Cotempla XR-ODT, Febrnaiy 2, 2017 5 and September 22, 2015 6 and <bH
4r January 

7, 2017. 7 The reader is refe1Ted to the previous DPMH reviews for ADHD background 
infonnation with regai·d to pregnancy, methylphenidate and drng chai·acteristics, 
methylphenidate and lactation and females and males of reproductive potential, and 
nonclinical data regarding pregnancy, lactation and fe1tility. 

Only the data submitted by the applicant that has not yet been reviewed in one of the 
above mentioned previous methylphenidate DPMH reviews will be reviewed and 
summarized in the Data Review section below. 

DATA REVIEW 
The applicant provided a review of published literature and can be found in Table 1and 2 
of the applicant's August 24, 2018 submission with regai·ds to pregnancy, lactation and 
females and males or reproductive potential. All relevant data submitted by the applicant 
have been reviewed in previous DPMH methylphenidate product reviews as noted above. 

DPMH conducted a review of available literature using PubMed and Embase regai·ding 
methylphenidate exposure during pregnancy using the following seai·ch terms, 
"methylphenidate and fetal malfo1mations," "methylphenidate and spontaneous abo1tion 
and miscaiTiage," "methylphenidate and emb1yofetotoxicity." No new relevant data were 
found that have not been reviewed in previous DPMH methylphenidate product reviews. 

Additionally, The Division of Epidemiology I (DEPI)8 completed a review on November 
29, 2018, on the quality of two recent studies with regai·ds to methylphenidate exposure 
during pregnancy and an increased risk in the prevalence of cardiac malformations. 
DEPI reviewed the two studies identified by DPMH (Huybrechts et al., 20189 and Kallen 
et al., 2013 1°) as well as four additional studies of the association between pregnancy 
exposure to methylphenidate and congenital malfo1mations. DEPI concluded that the 
Huybrechts et al. aiticle was the only publication powered sufficiently to detect a modest 
association between in utero exposure to methylphenidate and cardiac malfo1mations; 
therefore, this publication was the focus of the review. DEPI concluded that they do not 

5 Febrnary 2, 2017, DPMH review for Cotempla XR-ODT (methylphenidate) extended release orally 
disintegrating tablet), NDA 205489, by Jane Liedtka, M.D., Medical Officer, DARRTS Reference ID 
4050439 
6 September 22, 2015, DPMH review for Cotempla XR-ODT (methylphenidate) extended release orally 
disintegrating tablet), NDA 205489, by Miriam Dinatale, D.O., Medical Officer, DARRTS Reference ID 
3821811 
7 January 7, 201 7, DPMH review for (bll

4f, NDA 
(bJ<4f, by Jane Liedtka, M.D., Medical Officer, DARRTS Reference ID (bJ<4l 

~ 11.29.2018. Catherine Callahan. DEPI I. Literature review of congenital malfonnation after in utero 
exposure to Adhansia XR (methylphenidate XR) and Daytrana (methylphenidate). DARRTS Reference ID 
4356448. 
9 Huybrechts Ket al. , 2018, Association Between Methylphenidate and Amphetamine Use in Pregnancy 
and Risk of Congenital Malformations - A Cohort Study From the Intemational Pregnancy Safety Study 
Consortium, JAMA Psychiatry, 75(2): 167-176. 
1° Kallen B et al. , 2013, The Use of Central Nervous System Active Drngs During Pregnancy, 
Phannaceuticals, 6:1221-1286. 
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recommend any regulato1y action at this time as the results of these studies reviewed. 
This recommendation also includes not adding additional language to the labeling. 

DISCUSSION/CONCLUSIONS 
The labeling recommendations for Adhansia XR reflect DPMH's up to date review of 
methylphenidate and include the most recent labeling recommendations for the 
methylphenidate. 

RECOMMENDATIONS 
DPMH revised subsections 8.1, 8.2 and 17 in the Adhansia XR (methylphenidate HCl) 
extended-release capsules labeling for compliance with the PLLR (see below). DPMH 
refers to the final NDA action for final labeling. 

FULL PRESCRIBING INFORMATION 
8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Pregnancy Exposure Registry 
There is a pregnancy exposure registry that monitors pregnancy outcomes in women 
exposed to ADHANSIA XR during pregnancy. Healthcare providers are encouraged to 
register patients by calling the National Pregnancy Registry for Psychostimulants at 1-
866-961-2388. 

Risk Summaiy 
Published studies and postmai·keting repo1is on methylphenidate use during pregnancy 
ai·e insufficient to infonn a mug-associated risk of major bnih defects, miscaiTiage or 
adverse maternal of fetal outcomes. There ai·e risks to the fetus associated the use of 
central nervous system (CNS) stiinulants use during pregnancy (see Clinical 
Considerations) . No effects on morphological development were obse1ved in emb1yo
fetal studies with oral administration of methylphenidate to pregnant rats and rabbits 
d . . d f(l>l d (bf . . 1 h . unng organogenes1s at oses up to ~an <4Jbmes, respective y, t e maximum 
recommended human dose (MRHD) of <bH

4
> mg/day given to adolescents on a mg/m2 

basis. However, fetal spina bifida was obse1ved in rabbits at doses m times the MRHD 
given to adolescents. A decrease in pup body weight was obse1ved in a pre- and post
natal development study with oral adininistration of methylphenidate to rats throughout 
pregnancy and lactation at doses m times the MRHD given to adolescents (see Data) . 

The estimated background risk of major bnih defects and miscaiTiage for the indicated 
population is unknown. All pregnancies have a background risk ofbiith defect, loss, or 
other adverse outcomes. In the U.S. general population, the estimated background risk of 
major bi1i h defects and miscaiTiage in clinically recognized pregnancies is 2-4% and 15-
20%, respectively. 

Page 4 of 10 
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Clinical Considerations 
Fetal/Neonatal adverse reactions 
CNS stimulants, such as ADHANSIA XR, can cause vasoconstriction and thereby 
decrease placental perfusion. No fetal and/or neonatal adverse reactions have been 
reported with the use of therapeutic doses of methylphenidate during pregnancy; 
however, premature delivery and low birth weight infants have been reported in 
amphetamine-dependent mothers. 
 
Data 
Animal Data 
In embryo-fetal development studies conducted in rats and rabbits, methylphenidate was 
administered orally at doses of up to 75 and 200 mg/kg/day, respectively, during the 
period of organogenesis.  Malformations (increased incidence of fetal spina bifida) were 
observed in rabbits at the highest dose which is approximately  times the maximum 
recommended human dose (MRHD) of  mg/day given to adolescents on a mg/m2 
basis.  The no effect level for embryo-fetal development in rabbits was 60 mg/kg/day (
times the MRHD given to adolescents on a mg/m2 basis).  There was no evidence of 

 morphological development in rats, although increased incidences of fetal 
skeletal variations were seen at the highest dose level ( times the MRHD given to 
adolescents on a mg/m2 basis), which was also maternally toxic.  The no effect level for 
embryo-fetal development in rats was 25 mg/kg/day (2 times the MRHD given to 
adolescents on a mg/m2 basis). When methylphenidate was administered to rats 
throughout pregnancy and lactation at doses of up to 45 mg/kg/day, offspring body 
weight gain was decreased at the highest dose (  times the MRHD on a mg/m2 basis), 
but no other effects on postnatal development were observed. The no effect level for pre- 
and postnatal development in rats was 15 mg/kg/day (equal to the MRHD given to 
adolescents on a mg/m2 basis). 
 
8.2 Lactation 
Risk Summary 
Limited published literature, based on breast milk sampling from five mothers, reports 
that methylphenidate is present in human milk, which resulted in infant doses of 0.16% to 
0.7% of the maternal weight-adjusted dosage and a milk/plasma ratio ranging between 
1.1 and 2.7. There are no reports of adverse effects on the breastfed infant and no effects 
on milk production. Long-term neurodevelopmental effects on infants from stimulant 
exposure are unknown. The developmental and health benefits of breastfeeding should be 
considered along with the mother’s clinical need for ADHANSIA XR and any potential 
adverse effects on the breastfed infant from ADHANSIA XR or from the underlying 
maternal condition. 
 
Clinical Considerations 
Monitor breastfeeding infants for adverse reactions, such as agitation, anorexia, 
and reduced weight gain. 
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17 Patient Counseling Information 
Pregnancy Registry 
Advise patients that there is a pregnancy exposure registry that monitors pregnancy 
outcomes in women exposed to ADHANSIA XR during pregnancy [see Use in Specific 
Populations (8.1)]. 
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Appendix A. 
 
Table 1. Studies that investigate stimulant medication exposure during pregnancy 
(corresponds to Table 1, pages 499-505, Baker A and M Freeman 2018)11  

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

                                                           
11 August 24, 2018, PLLR submission for NDA 212038, for Adhansia XR (methylphenidate hydrochloride) 
extended-release capsules. 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 

DATE: November 16, 2018 

 

TO:  Mitchell Mathis, M.D. 

  Director 

Division of Psychiatry Products 

 Office of Drug Evaluation I 

 

FROM: Xikui Chen, Ph.D. 

 Pharmacologist   

Division of Generic Drug Bioequivalence Evaluation 

(DGDBE) 

Office of Study Integrity and Surveillance (OSIS) 

 

THROUGH: John A. Kadavil, Ph.D. 

Deputy Director 

Division of Generic Drug Bioequivalence Evaluation 

(DGDBE) 

Office of Study Integrity and Surveillance (OSIS) 

 

SUBJECT: Routine inspection of PRA Health Sciences, 

Salt Lake City, UT 

 

1 Inspection Summary 

 

The Office of Study Integrity and Surveillance (OSIS) arranged 

an inspection of study 063-018 (NDA 212038) conducted at PRA 

Health Sciences, Salt Lake City, UT. 

 

No objectionable conditions were observed and Form FDA 483 was 

not issued at the inspection close-out. The final inspection 

classification for the inspected site is No Action Indicated 

(NAI). 

 

After reviewing the inspectional findings, I conclude the data 

from the audited study are reliable. Thus, I recommend that the 

data from study 063-018 and other studies of similar design be 

accepted for further Agency review. 

 

2 Inspected Studies: 

 

NDA 212038 

 

Study Number: 063-018 

Reference ID: 4350639Reference ID: 4398191



Page 2 – Routine inspection of PRA Health Sciences, Salt Lake 

City, UT 

 

Study Title: “A Randomized, Two-Way Crossover Study to 

Demonstrate Bioequivalence of 85 mg PRC-063 

Capsules Manufactured in USA (Test) Versus 85 mg 

PRC-063 Capsules Manufactured in Canada 

(Reference) in Healthy Adults Under Fasting 

Conditions” 

Dates of conduct: July 3, 2017 – August 14, 2017 

 

Clinical site: PRA Health Sciences 

3838 South, 700 East 

Salt Lake City, UT 

 

Note that the firm moved to a new address in August 2017: 1255 

East 3900 S, Salt Lake City, UT. 

 

ORA investigator Dr. Stephen T Hansen (DBIMOII) inspected PRA 

Health Sciences, Salt Lake City, UT from October 30 to 

November 2, 2018. 

 

The inspection included a thorough examination of study records 

(paper-based), subject records, informed consent process, 

protocol compliance, institutional review board approvals, 

sponsor and monitor correspondence, test article accountability 

and storage, randomization, adverse events, and case report 

forms. 

 

3 Inspectional Findings 

 

Subject  (randomization ID ) experienced a tingling 

numbness in their hand following blood draws, but the tingling 

numbness was not reported as an adverse event. 

 

At the conclusion of the inspection, investigator Hansen did not 

observe any objectionable conditions and did not issue Form FDA 

483 to the clinical site. 

 

4. Conclusion: 

 

After reviewing the inspectional findings, I conclude the data 

from the audited study are reliable. Therefore, I recommend that 

the data from study 063-018 (NDA 212038) be accepted for further 

review. 

 

Based on the inspectional findings, studies of similar design 

conducted between the previous inspection (March 2017) and the 

end of the current surveillance interval should be accepted for 

review by the Agency without an inspection. 
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Page 3 – Routine inspection of PRA Health Sciences, Salt Lake 

City, UT 

 

 

Xikui Chen, Ph.D. 

Pharmacologist 

 

Final Classification: 

 

NAI PRA Health Sciences 

 Salt Lake City, UT 

 FEI#: 3012234411 

 

 

cc: 

OTS/OSIS/Kassim/Choe/Mitchell/Fenty-Stewart/Nkah 

OTS/OSIS/DNDBE/Bonapace/Dasgupta/Ayala/Biswas 

OTS/OSIS/DGDBE/Cho/Kadavil/Choi/Skelly/Au/XC 

ORA/OMPTO/OBIMO/ORABIMOW.Correspondence@fda.hhs.gov 

 

 

Draft: XC 11/13/2018 

Edit: MFS 11/13/2018; JAK 11/14/2018 

 

ECMS: http://ecmsweb.fda.gov:8080/webtop/drl/objectId/0b0026f881cbf376 
 

OSIS File #: BE 8139 

 

FACTS: 11856292 
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LABELS AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: November 7, 2018

Requesting Office or Division: Division of Psychiatry Products (DPP)

Application Type and Number: NDA 212038

Product Name and Strength: Adhansia XR (methylphenidate hydrochloride)                  
Extended-release Capsules
25 mg, 35 mg, 45 mg, 55 mg, 70 mg, and 85 mg 

Product Type: Single Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Purdue Pharma (Canada)

FDA Received Date: April 27, 2018 and September 25, 2018

OSE RCM #: 2018-1102

DMEPA Safety Evaluator: Loretta Holmes, BSN, PharmD

DMEPA Team Leader: Teresa McMillan, PharmD

Reference ID: 4346787Reference ID: 4398191
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1 PURPOSE OF REVIEW
As part of the approval process for Adhansia XR (methylphenidate hydrochloride) 
extended-release capsules (25 mg, 35 mg, 45 mg, 55 mg, 70 mg, and 85 mg), the Division of 
Psychiatry Products (DPP) requested that we review the proposed labels and labeling for 
areas that may lead to medication errors. 

2 MATERIALS REVIEWED
Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section 
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews           B (N/A)

ISMP Newsletters           C (N/A)

FDA Adverse Event Reporting System (FAERS)*            D (N/A)

Other           E (N/A)

Labels and Labeling F

N/A=not applicable for this review
*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 FINDINGS AND RECOMMENDATIONS

Tables 2 and 3 below include the identified medication error issues with the submitted labels 
and labeling, DMEPA’s rationale for concern, and the proposed recommendation to minimize 
the risk for medication error.  

Table 2: Identified Issues and Recommendations for Division of Psychiatry Products

Full Prescribing Information (FPI)

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION

General Issues

1. The first five digits of the 
NDC numbers ( ) 
located in Section 16 of 
the FPI are inaccurate.  
The first five digits 
represent the labeler 
code and  is not 
the labeler code for 
Purdue Pharma.

Inaccurate NDC numbers 
may lead to confusion and 
difficulty in correctly 
identifying the product 
based on its NDC number.

We recommend that Purdue 
Pharma provide the correct 
NDC numbers.

Reference ID: 4346787Reference ID: 4398191
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Table 3: Identified Issues and Recommendations for Purdue Pharma (Canada)                                  
(entire table to be conveyed to Applicant)

Container Labels

IDENTIFIED ISSUE RATIONALE FOR CONCERN RECOMMENDATION
1. The established name 

does not appear to be at 
least ½ the size of the 
proprietary name.

Lack of sufficient size may 
reduce the visibility of the 
established name.

Increase the size of the 
established name to at least ½ 
the size of the proprietary 
name in accordance with      
21 CFR 201.10(g)(2)

2. The numerical portion of 
the statement of 
strength is in too close 
proximity to the unit of 
measure (i.e., 25mg).

Lack of sufficient space 
between the numerical and 
unit of measure portions of 
the statement of strength 
may impair the readability 
of the statement.

To improve the readability of 
the statement of strength, 
place adequate space 
between the numerical and 
unit of measure portions of 
the statement (i.e., 25 mg).

3. The location of the lot 
number and expiration 
date is not indicated and 
the proposed format of 
the expiration date is not 
indicated.

The location of the lot 
number and expiration date 
and the proposed format 
for the expiration date are 
needed in order to help 
mitigate deteriorated drug 
medication errors. 

Indicate the location of the lot 
number and expiration date.  
Additionally, specify the 
proposed format for the 
expiration date.  We 
recommend using one of the 
following (or similar) formats:

 DDMMMYYYY                 
(e.g., 31JAN2013)

 MMMYYYY                       
(e.g., JAN2013)

 YYYY-MMM-DD             
(e.g., 2013-JAN-31)

 YYYY-MM-DD               
(e.g., 2013-01-31)

4. Place holders are used 
for portions of the NDC 
number.

The entire NDC number is 
needed in order to help 
facilitate identification of 
the product.

Specify the entire NDC 
number.

5. There is no “Once Daily” 
statement on the 
principal display panel 
(PDP).

Adding the “Once Daily” 
statement may help to 
mitigate wrong frequency 
of administration 
medication errors.

Add the statement “Once 
Daily” to the PDP.  Ensure the 
statement is not placed in too 
close proximity to the 
statement of strength.

Reference ID: 4346787Reference ID: 4398191
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4 CONCLUSION 

Our evaluation of the proposed labels and labeling identified areas of vulnerability that may 
lead to medication errors.  Above, we have provided recommendations in Table 2 for the 
Division and Table 3 for the Applicant. We ask that the Division convey Table 3 in its entirety to 
Purdue Pharma (Canada) so that recommendations are implemented prior to approval of this 
NDA.

Reference ID: 4346787Reference ID: 4398191
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 
APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 4 presents relevant product information for Adhansia XR that Purdue Pharma (Canada) 
submitted on September 25, 2018.

 
Table 4. Relevant Product Information for Adhansia XR

Initial Approval Date N/A

Active Ingredient methylphenidate hydrochloride

Indication Treatment of Attention Deficit Hyperactivity Disorder (ADHD)

Route of Administration Oral

Dosage Form Extended-release capsule

Strengths 25 mg, 35 mg, 45 mg, 55 mg, 70 mg, and 85 mg

Dose and Frequency The recommended starting dose of Adhansia XR for patients 6 
years or older is 25 mg once daily with or without food in the 
morning. The dose should be titrated in intervals of no less than 
5 days and individualized according to the needs and responses 
of the patient. Doses higher than 100 mg have not been 
evaluated in clinical trials.

How Supplied 100-count bottles

Storage Store between 20˚C to 25˚C (68˚F to 77˚F); excursions permitted 
from 15˚C to 30˚C (59˚F to 86˚F) [see USP Controlled Room 
Temperature]. Protect from light and moisture.

Container Closure  cap

Reference ID: 4346787Reference ID: 4398191
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APPENDIX F. LABELS AND LABELING 
F.1 List of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,a along with 
postmarket medication error data, we reviewed the following Adhansia XR labels and labeling 
submitted by Purdue Pharma (Canada) on September 25, 2018.

 Container labels received on September 25, 2018.
 Prescribing Information (image not shown) received on April 27, 2018.

F.2 Labels and Labeling Images (not to scale)

Container Labels

a Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 

Reference ID: 4346787Reference ID: 4398191
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MEMORA N DUM 

DATE: 7/16/2018 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEAL TH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

TO: Division of Psychiatry Products 
Office of Drng Evaluation I 

FROM: Division of New Thu g Bioequivalence Evaluation (DNDBE) 
Office of Study Integrity and Smveillance (OSIS) 

SUBJECT: Recommendation to accept data without an on-site inspection 

RE: NDA 212038 

The Division of New Drng Bioequivalence Evaluation (DNDBE) within the Office of Study Integrity 
and Smveillance (OSIS) recommends accepting data without an on-site inspection. The rationale for 
this decision is noted below. 

Rationale 

OSIS recently inspected the site listed below. The inspectional outcome from the inspection was 
classified as No Action Indicated (NAI). 

Inspection Site 

Facility Type Facility Name I Facility Address 

Analytical 

Reference ID: 4J9SJ9I 
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