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Background 
 
HLD200, tradename Jornay PM, contains methylphenidate, a known psychostimulant 
for the treatment of Attention Deficit and Hyperactivity Disorder (ADHD).  The proposed 
doses are 20, 40, 60, 80, and 100 mg once daily in the evening, prior to sleep. Initial 
dosing for 6 years and older is 20 mg at 8:00 p.m. The release mechanism is formulated 
for drug release upon awakening to improve ADHD symptoms that impair functioning 
while preparing for school.  
 
The HLD200 formulation is a delayed-release and extended-release (ER) coated core 
that allows for release of methylphenidate in plasma at a controlled rate following an 
initial delay of approximately 6 to 8 hours. No more than five percent of total drug is 
available within the first 10 hours after dosing. After the lag period, the absorption of 
methylphenidate occurs in a single peak at approximately 14 hours post-dosing (mean 
Tmax = 13 hours).  The half-life of methylphenidate in adults following oral administration 
of HLD200 was approximately 6 hours. 
 
The purpose of this Class 1 NDA resubmission is to seek approval of HLD200 for 
treatment of ADHD with an accurate label (package insert). 
  

Recommendation 
 
I recommend approval of HLD200 for treatment of ADHD in pediatric patient 6 years 
and above. After review of HLD200’s (NDA 209311) regulatory history, proposed 
package insert, safety data from the original NDA, and secondary endpoint information, 
the drug application meets substantial evidence of effectiveness and safety for 
approval. The package insert, which was pending from the original NDA review cycle, is 
agreed to with the Applicant.  
 
ADHD is a childhood-onset disease with core symptoms of inattentiveness and/or 
hyperactivity.  Psychostimulants or Central Nervous System (CNS) stimulants, have 
been the mainstay of pharmacologic therapy for ADHD for a half-century.  
Methylphenidate (reference listed drug Ritalin) is a psychostimulant.  It was 
reformulated multiple times since the 1990s to increase the duration of clinical effect to 
address ADHD symptoms during the school day as well as evening activities. The 
HLD200 formulation is designed to affect clinical functioning upon morning awakening 
without awaiting time to drug onset with medication dosed in the morning. Yet, the 
timing of the clinical effect must be balanced with not awakening too early or causing 
insomnia prior to bedtime because the drug has not yet been eliminated at the end of 
the day.  
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HLD200 is effective based two clinical trials in patients (6 to 12 years) with ADHD, any 
subtype (Studies 107 and 108). The two trials have different, but complementary, 
primary and secondary endpoints—both showing statistically significant improvement in 
ADHD manifestations compared to placebo.  
 
The difference in the two efficacy trial designs can account for the vast difference in 
incidence of insomnia and other stimulant-related, expected adverse events reported 
during the double-blind treatment phases. The trial designs are described in the Section 
on Pivotal Clinical Trials.   
 
Overall, the safety issue of insomnia, identified during the original NDA review cycle, 
does not preclude approval of HLD200. Although substantial reports (40%+) of insomnia 
occurred from the time of drug initiation lasting at least 2 weeks, no patients 
discontinued the trials specifically due to insomnia. The difference in trial designs, 
namely absence of an open-label lead-in phase in Study 108, made HLD200 in this 
study appear worse than in Study 107 during the placebo-controlled, double-blind 
phase.   
 

Regulatory History 
 
This New Drug Application (NDA) review is for a Class 1 resubmission of HLD200, an 
extended-release methylphenidate submitted on June 8, 2018. The original NDA 
209311 for HLD200 was submitted September 30, 2016, under 505(b)(2). Ritalin 
(methylphenidate) is the reference listed drug. The original application received a 
Complete Response action on July 28, 2017, due to the safety issue of 33% rate of 
insomnia in Study 108. 
 
The Applicant, Ironshore, submitted a formal dispute resolution request on March 27, 
2018. Meeting minutes from the dispute resolution, dated May 21, 2018, discuss four 
issues:   

1. Insomnia for HLD200 can be described in the label and is not unique to HLD200 
among psychostimulants. 

2. Cross-study comparison of rates of insomnia between Studies 107 and 108 did 
not account for the different study designs. 

3. Pharmacokinetic data of methylphenidate blood levels at 6 hours post-dose are 
barely detectable.  Clinically significant levels are detectable at 8 to 10 hours 
post-dose indicating HLD200 is not being released early (overnight).  

4. The key secondary endpoints used for the labeling claims of improved early 
morning functioning.   

 
On May 21, 2018, the Applicant received an Appeal Granted letter signed by the Office 
of Drug Evaluation 1 Deputy Director, Dr. Robert Temple. The letter indicated: 
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placebo. The mean dose was 50 ± 15 mg/day; only four patients received the 100 
mg/day dose. 
 
Subjects:  
Study 107 enrolled 161 pediatric patients (6 to 12 years) diagnosed with ADHD. The 
package insert will list the Intent-to-Treat (ITT) population as 117 and the safety 
population as 119. Refer to Dr. Glenn Mannheim’s clinical review of the original NDA, 
dated July 24, 2017, for subject demographic information.   
 
The multicenter study was conducted at seven centers. The data integrity at two 
centers, #15 and #10, was questioned based on the Applicant’s evaluation of data 
integrity submitted August 15, 2016.  The Office of Scientific Investigations (OSI) was 
consulted.  
 
Clinical site #15 had a compliance violation where multiple shipments were made for 
HLD200 (but no placebo) as described in Ironshore’s Note-to-File dated December 2, 
2015.  This led to the site submitting multiple randomization requests for each subject 
until the subject was assigned to HLD200.  Eventually, the error was remedied and, 
according to the Study 107 ADAM Subject Level (ADSL) dataset, subjects at that site 
were randomized to either placebo or HLD200 and both study medications were 
dispensed to the subjects.  We concluded that the non-compliance error did not impact 
data integrity, thus included subjects from site #15 in the analysis. Refer to the Office of 
Scientific Inspection’s (OSI) Clinical Inspection Summary dated July 6, 2017.  
 
Clinical site #10 (n=36), is removed from the ITT and safety populations in the package 
insert because of lack of data integrity.   On May 3, 2016, Ironshore submitted general 
correspondence about outlier data with site #10. The unlocked data revealed the same 
vital signs for multiple patients at different time points and the primary endpoint scores 
did not show the expected variability observed at other sites.  Refer to Dr. Jasmine 
Gatti’s cross-discipline team leader review dated July 25, 2017. Ironshore also agrees 
with the removal of data from site #10. 
 
Endpoints: 
The ITT population was 117 subjects, HLD200 n=64 and placebo n=53. The primary 
endpoint was the classroom evaluation study after one week after randomization using 
the, the Swanson, Kotkin, Agler, M-Flynn, and Pelham Scale (SKAMP), a 13-item 
teacher-rated scale that assesses symptoms of ADHD in a classroom setting. The 
primary efficacy endpoint was the model-adjusted average of all post-dose SKAMP 
score of combined ADHD subtypes as measured during the 12-hour analog testing 
period from 8:00 a.m. to 8:00 p.m.  Patients taking HLD200 scored was statistically 
significantly better (lower) on the SKAMP instrument compared to placebo. The SKAMP 
score mean difference between HLD200 and placebo was -5.9 (confidence interval [-
9.1, -2.7]). 
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forms section of the original application which are on Table 1 as discontinuing due to 
treatment emergent or worsening adverse events.  The revised label includes these 
discontinuations. 
 
No subject discontinued during the randomized, double-blind, placebo-controlled period 
because of treatment emergent adverse events.   
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The secondary endpoint was the Before School Functioning Questionnaire (BSFQ), a 
clinician-rated 20-item questionnaire assessing ADHD symptomatology and functioning 
between 6:00 a.m. and 9:00 a.m. on a severity scale of 0 to 3. Possible scores range 
from 0 (no difficulty) to 60 (severe difficulty). BSFQ assesses early morning before 
school activities from the time the child awakens until arrival at school (i.e., early 
morning routine activities include following directions, breakfast, hygiene, time 
awareness, getting to school, etc.) and some behaviors not specific to early morning 
(e.g., talkative, interrupting).   
 
Because the BSFQ was a new instrument to evaluate early morning functioning, COA 
Staff conducted a review of the scale. Refer to Dr. Wen-Hung Chen’s review dated May 
28, 2017. Some behaviors measured are not specific to ADHD functioning in the 
morning such as silliness, blurting out, or being talkative.  Therefore, as with study 107, 
we issued an information request, dated July 16, 2018, to the Applicant for a factor 
analysis of parents’ answers to the 20 questions. Our review of the factor analysis 
showed that no particular cluster of questions was driving the positive scores of the 
BSFQ in favor of HLD200. We agreed that the scale did indicate improvement with early 
morning functioning in the treatment arm and decided to describe the secondary 
endpoint in the clinical trials section of the package insert.  

Refer to Dr. Glenn Mannheim’s clinical review of the original NDA, dated July 24, 2017, 
for details on the statistically significant efficacy of HLD200 over placebo on the primary 
endpoints.     
 
Safety Population:  
Study 108 contained 161 patients in the safety population. HLD200 n=81 and placebo 
n=80. 
 
There were no serious adverse events or deaths in Study 108. 
 
Patient Disposition:   
In Study 108, 24 randomized subjects discontinued. There were eight discontinuations 
in the HLD200 arm and 16 assigned to placebo.  The reasons for discontinuing the 
study are investigator decision (unspecified), lost to follow up, other, parent request, and 
TEAE or worsening adverse event.  In the HLD200 arm, one patient (ID ) 
discontinued due to worsening mood swings. In the placebo arm, the worsening 
adverse events were irritability in two patients, sleep-related adverse events in one 
patient, and enuresis and vomiting in one patient. Table 3 describes the reasons for 
discontinuation by treatment group.  
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double-blind treatment phases due to Study 107 having a 6-week, open-label, 
lead-in phase allowing patients to tolerate HLD200 and optimize their dose.  

 
The safety review focused on insomnia because of the novel formulation of 
methylphenidate having delayed-release for 6 to 8 hours, then extended-release 
throughout the day time.  Both studies indicate a greater amount of initial insomnia (6% 
in Study 107 and 14%in Study 108) compared to middle or terminal insomnia.  Based 
upon adult pharmacokinetic data, it is unlikely that HLD200 is leaking early, upon taking 
the drug in the evening.  The initial insomnia may be related to the overall duration of 
the formulation in pediatrics keeping the patients from falling asleep the next evening.  
 
The ICH EI guideline recommends a safety database size of at least 100 patients for 1 
year for drugs used in chronic conditions. However, the size of the safety database (119 
+ 117= 236 patients) is adequate because methylphenidate is long-known drug and no 
unexpected adverse events were reported. The Applicant did not conduct a long-term 
safety study in support of this 505(b)(2) NDA application. This is acceptable because 
the safety signals of insomnia and decreased appetite decreased over time and there 
was not a signal for decreased weight in children 6 to 12 years that needed monitoring 
over time.  
 

Post Marketing Requirement Recommendation 
 
During the original NDA review cycle, the review team met with the Pediatric Review 
Committee (PeRC) to discuss Pediatric Research Equity Act (PREA) post marketing 
requirements (PMRs).  The following trials were recommended on July 19, 2017:  

• PeRC concurred with the partial waiver in ages 0 to 3 years because studies are 
impossible or highly impractical and to the deferral in ages 4 to 5 years. Safety and 
efficacy from 6 to 12 years can be generalized to adolescent patients without the 
need for any additional clinical data;  

• In the deferred efficacy and safety study in 4 to 5 years, the pharmacokinetic 
study would need to be designed such that it captures the peaks (not necessarily 
intensive PK); and 

• A long-term safety study should be required in all study patients, 4 years and 
older. 

 
During this Class 1 resubmission review of HLD200, the review team decided to require 
the following PREA PMR: 

A Phase 3, 3-Week, Double-blind, Randomized, Placebo-controlled, Study to 
Evaluate the Safety, Efficacy, and Pharmacokinetics of Evening-dosed Jornay PM 
(methylphenidate hydrochloride) extended-release in Children Aged 4 to 5 With 
Attention Deficit Hyperactivity Disorder (ADHD). 
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We will advise the Applicant to plan to obtain adequate sparse PK sampling in the 
planned safety and efficacy study in children 4-5 years. Ensure that we get information 
about drug levels at early mornings (to capture any early drug release), at around Tmax 
and at evenings prior to sleep (to obtain residual drug levels at sleep times). We will 
review the PK sampling in the PMR protocol after approval of the drug and labeling.  
 

Package Insert Labeling Recommendations 
 
Please refer to the approved label.  The Adverse Events (6.0) and Clinical Trials (14) 
sections of the label were edited from the Applicant’s proposed label dated June 8, 
2018, which was in response to our July 27, 2017, Complete Response action. In 
Section 6, the differences in adverse event rates between the two pivotal trials was 
explained. In Section 14, because we were persuaded by the secondary endpoints for 
improved early morning functioning, the secondary endpoints are described.  The 
HLD200 package insert is the first ADHD medication to list those instruments.    
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