


  

 
 

   
   

    
 

 
  

  
  

    
  

 
      

      
    

  
  

 
 

  
 

 
   

   
    

 
   

   
  

  
 

   
 

 
  

  
 

 
 

  
 

 

Cross Discipline Team Leader Review 

proposal, the Applicant submitted data from a population PK modeling update and target 
attainment simulation for ceftaroline for children birth to less than 18 years of age (CPT-MS­
08), a single dose PK study in pediatric subjects 12 to 17 years of age (Study P903-15), a 
single dose PK study in pediatric patients birth to less than 12 years of age (Study P903-21), 
and three randomized, active-controlled clinical trials in children 2 months to less than 18 
years, one study in ABSSSI (Study P903-23) and two in hospitalized children with CABP 
(Study P903-31) and complicated CABP (Study P903-24). The clinical trials were not 
powered for statistical inferential testing, but were mainly designed to assess safety, as 
efficacy of ceftaroline will be extrapolated from adults since disease pathogenesis, clinical 
features and causative bacterial organisms are similar in adults and children. 

In the pediatric clinical studies, ceftaroline fosamil dosing regimen was as described in Table 1 
and infused over 60 minutes (Studies P903-23 and P903-31) or over 120 minutes (Study P903­
24). In this submission, the Applicant proposes ceftaroline dosing regimen as described in 
Table 1 and the duration of infusion in children to mirror that in adults, i.e. 5 to 60 minutes, 
however, there were no clinical studies to assess the PK, tolerability or safety of a 5 minute 
infusion in pediatric patients. Additionally, because of insufficient PK data, dosing adjustment 
in pediatric patients with moderate-severe renal impairment was not proposed. 

2. Background 
Regulatory Background
 
At the time of approval of Teflaro in October 2010, five post-marketing requirements (PMRs)
 
were requested pursuant to the Pediatric Research Equity Act (PREA):
 
•	 PMR 1692-001: Single dose pharmacokinetic trial evaluating safety of Teflaro in 

pediatric patients in five age cohorts – (6 years to less than 12 years, 24 months to less 
than 6 years, 28 days to less than 24 months, term neonates less than 28 days and pre-
term neonates less than 28 days. 

•	 PMR 1692-002: Comparative trial of Teflaro in pediatric patients less than 17 years of 
age with CABP enriching for patients with MRSA. A minimum of 150 patients 
receiving Teflaro should be enrolled. 

•	 PMR 1692-003: Comparative trial of Teflaro in pediatric patients less than 17 years of 
age with ABSSSI including patients with suspected or documented MRSA. A 
minimum of 150 patients receiving Teflaro should be enrolled. 

•	 PMR 1692-004: Evaluate cerebrospinal fluid concentrations in infants less than 2 
months of age. A minimum of 12 patients should be enrolled 

•	 PMR 1692-005: Comparative trial of Teflaro in pediatric patients less than 2 months of 
age with ABSSSI or CABP including suspected or documented MRSA. 

In April 2011, the FDA agreed to enrolling 120 ceftaroline recipients in the CABP study and 
180 ceftaroline recipients in the ABSSSI study in April 2011. 

In the current submission, Study P903-21 addresses PMR 1692-001, Studies P903-31 and 
P903-24 address PMR 1692-002, and Study P903-23 addresses PMR 1692-003. 
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Cross Discipline Team Leader Review 

Dr. Wu noted that safety of the 5 minute infusion is supported in the 6 months to less than 2 
years age group. In this age group, the Cmax,ss of the proposed dosing regimen of 8 mg/kg 
every 8 hours administered over 5 minutes is similar to or lower than the Cmax,ss of the dose 
regimen administered in the pediatric clinical studies of 12 mg/kg given over 60 minutes every 
8 hours. 

Dr. Wu concluded that the proposed doses for patients 2 months to less than 18 years of age 
with ABSSSI or CABP and normal renal function or mild renal impairment are acceptable. 
The one hour infusion duration was acceptable for all ages. From a clinical pharmacology 
perspective, the five minute duration was acceptable for children 6 months of age or older. Dr. 
Wu stated that there were no data to support the PK, tolerability or safety of the 5 min infusion 
in children 2 months to less than 6 months of age and recommended additional data in this 
population. 

I concur with Dr. Wu regarding the acceptability of the proposed doses for patients 2 months 
to less than 18 years of age for ABSSSI or CABP. Regarding the duration of infusion, Cmax 
after the 5 minute infusion was, as expected, higher than Cmax after the 60 minute infusion in 
children of all age groups. The ratio of such increase was the same in all age groups (Tables 2 
and 3). The Cmax in pediatric patients 2 months to less than 6 months of age after the 5 minute 
infusion was in the same range as that in adults, adolescents and pediatric patients 6 months to 
2 years of age [median approximately 26 mg/L (range approximately 15, 51)], in whom safety 
is supported by the clinical studies. Additionally, the Cmax in pediatric patients 2 months to 
less than 6 months of age is lower than the Cmax in pediatric patients 2 years to less than 12 
years of age [median approximately 38 mg/L (range approximately 21, 68)] (Table 3). The 
exposure resulting from this dose is lower than the mean Cmax observed in single dose PK 
studies in adults of 81.4, 80.7 and 105.6 mg/L after doses of 1500, 1500 and 2000 mg, 
respectively (n=69). Given the half-life of ceftaroline, the duration of Cmax exposure is 
relatively short (less than one hour), and there is extensive prior experience with the 
cephalosporin drug class in children. The preclinical studies did not indicate specific safety 
concerns at exposures that were approximately 28-fold higher than the anticipated human 
exposure. It should also be noted that administration over 5 minutes is a worst case scenario 
and that 5 minute to 60 minute infusion duration would allow for greater flexibility in a 
healthcare setting.  

For all the above reasons, I conclude that another PK/safety study in children 2 months to less 
than 6 months of age is unlikely to provide additional safety/dosing information, and that 
continued postmarketing pharmacovigilance would suffice. 

As PK simulations indicate that pediatric patients weighing more than 33 kg and whose dose is 
capped at 400 mg every 8 hours may receive the adult dose of 600 mg every 12 hours, labeling 
will include this alternative dosing regimen. 

6. Clinical Microbiology 
Dr. Avery Goodwin performed the clinical microbiology review. 
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Cross Discipline Team Leader Review 

The Applicant submitted ceftaroline susceptibility data for the relevant pathogens of ABSSSI 
and CABP obtained from clinical specimens in 70 medical centers across the United States.  
MIC50 and MIC90 of these isolates were similar to isolates collected from adult patients. 

In the ABSSSI study (Study P903-23), the highest ceftaroline MIC against S. aureus was 1 
mcg/ml (range 0.06-1 mcg/ml) and the highest MIC against S. pyogenes was 0.015 mcg/ml 
(range 0.008 - 0.015 mcg/ml). A favorable microbiological outcome at TOC was reported as 
94.2% for ceftaroline vs 81.8% for the comparator in the microbiologic modified intent-to­
treat (mMITT) population. 

Limited susceptibility data were obtained from the CABP study as only 7% had a typical 
respiratory pathogen isolated. However, favorable microbiologic outcome was achieved in 
79.2% of ceftaroline- treated patients and 77.8% of comparator-treated patients. 

Dr. Goodwin concluded that MIC90 values for ceftaroline against the indicated pathogens do 
not appear to have significantly changed since the approval of ceftaroline in 2010 and remain 
at or below the susceptible breakpoints in the package insert. He recommended approval of 
this sNDA. 

7. Clinical/Statistical- Efficacy 

Drs. Dan Rubin Ph.D. and Sheral Patel MD conducted the efficacy evaluation. Their findings 
are summarized. 

ABSSSI 
Study P903-23 was a multicenter, randomized, observer-blinded, active controlled descriptive 
study that evaluated the safety and tolerability of ceftaroline fosamil in children 2 months to 
<18 years of age with ABSSSI as defined in the 2013 FDA Guidance for Industry with the 75 
cm2 lesion area required for adults adjusted for body surface area in children. Patients were 
randomized to receive ceftaroline fosamil `or active comparator (vancomycin or cefazolin, 
depending on the prevalence of MRSA at the study site) in 2:1 ratio. Randomization was 
stratified by age cohort (cohort 1: 12 yrs to <18 yrs, cohort 2: 6 yrs to <12 yrs, cohort 3: 24 
months to < 6 yrs, and cohort 4: 2 months to <24 months) and region. Patients with 
CrCL<50mL/min/1.73 m2 and patients who received more than 24 hours of prior effective 
antibacterial therapy were excluded. 

Ceftaroline fosamil dosing is as in Table 1. A switch to oral cephalexin, clindamycin or 
linezolid was allowed on or after Day 4 if pre-defined criteria for clinical response were met. 
The total duration of therapy was 5-14 days. 

There was no specified primary endpoint and no formal inferential statistical hypothesis 
testing as efficacy will be extrapolated from adults. Three definitions were used for clinical 
response at Study Day 3: at least 20% reduction in total infection area from baseline, cessation 
of spread in the total infection area relative to baseline, or cessation of spread as measured by 
length and width and resolution of fever. Clinical cure (defined as resolution of all signs and 
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Cross Discipline Team Leader Review 

The point estimates for clinical response/cure were similar across all age cohorts; however, 
sample sizes in each age cohort were small resulting in wide confidence intervals. 

Dr. Rubin noted that efficacy evaluation is limited due to the lack of pre-specified primary 
analysis. Additionally, the degree of possible measurement error for skin lesions in pediatrics 
and the meaningfulness of cessation of lesion spread or 20% reduction in area are unknown. 
However, efficacy data did not raise any specific concerns. 

CABP 
The Applicant conducted two studies: P903-31 and P903-24. 

Study P903-31 was multicenter, randomized, observer-blinded and active-controlled with the 
primary objective of evaluating safety and tolerability in children 2 months to less than 18 
years of age with CABP as defined by the 2014 FDA Guidance to Industry and requiring 
hospitalization. Patients with CrCL < 50 mL/min/1.73 m2 or who had received >24 hours of 
prior effective antibacterial therapy were excluded. Patients were randomized 3:1 to receive 
ceftaroline fosamil (dosed similar to ABSSSI study, Table 1) or ceftriaxone. Randomization 
was stratified by age cohort similar to the ABSSSI study. A switch to oral therapy with 
amoxicillin/clavulanate on or after Day 4 was allowed if pre-defined criteria for improvement 
were met. Total duration of therapy was 5-14 days. 

Study P903-24 was similar to Study P903-31 but enriched for patients with complicated CABP 
or at high risk for infection with MRSA. Patients with P. aeruginosa infection were excluded. 
Additionally, ceftaroline was dosed differently (Table 1) based on PK/PD modeling for S. 
aureus infection, vancomycin was added to ceftriaxone in the comparator arm, oral switch was 
allowed to amoxicillin/clavulanate, clindamycin or linezolid, and total duration of therapy was 
5 to 21 days. 

Neither study was powered for efficacy/comparative inferential statistical testing. Dr. Rubin 
pooled the two studies to increase sample size because both studies were descriptive, Study 
P903-24 had only 9 patients in the comparator arm, the study design, randomization ratio, 
procedures and endpoint definition were similar and there was no obvious heterogeneity in 
results. Additionally, although Study P903-24 enriched for MRSA, no patient with MRSA was 
enrolled in either trial. Dr. Patel reviewed each study separately but included the pooled results 
in her review. This summary will focus on the pooled results for the reasons provided by Dr. 
Rubin. 

The MITT (randomized and received at least one dose and had confirmed CABP caused by a 
typical pathogen) population was the primary efficacy analysis population. Efficacy outcome 
measures included clinical response on Day 4, clinical outcome at end of IV therapy, end of 
overall therapy, and at test of cure and late follow up visits, and clinical and microbiologic 
outcomes by pathogen. Clinical response on Day 4 was defined as improvement in at least 2 
symptoms and worsening of none of the following symptoms compared to baseline: cough, 
dyspnea, sputum production, chest pain, chills or rigors, feeling of warmth/feverishness, and 
exercise tolerance or lethargy. Clinical cure was defined as resolution of all signs and 
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Cross Discipline Team Leader Review 

increased ALT and pruritus. Overall, the pattern and frequency of TEAEs were similar to the 
comparators. 

The number of patients in each age cohort was too small to allow conclusions regarding age-
specific AEs. There were no apparent differences in safety findings between males or females. 
The majority of patients were white; no conclusions could be reached regarding any ethnicity 
or race specific AEs. 

Dr. Patel concluded that no new safety signals were identified in the pediatric population that 
were not already included in Teflaro labeling. She recommended updating the Warnings and 
Precautions section with the frequency of occurrence of Coombs’ positive test, similar to the 
information for adults. Additionally, she recommended updating the Adverse Reactions 
section with a table of AEs noted in ≥3% of pediatric patients enrolled in the pooled ABSSSI 
and CABP studies, and adding leukopenia to the post-marketing section due to reports 
received for this adverse reaction. 

I concur with Dr. Patel’s recommendations. 

Dr. Patel noted that ceftaroline was infused in the clinical studies over 60 minutes or 120 
minutes. However, the Applicant proposes duration of 5 to 60 minutes in labeling. She stated 
that this proposal is acceptable and does not raise specific safety concerns due to lack of safety 
concerns in adults (where the 5 min infusion results in higher Cmax compared to the 60 min 
infusion) and to the fact that no adverse events were noted in animal studies at 20-28 fold 
higher exposure and the extensive clinical experience with beta-lactams. 

Dr. Patel recommended approval of this sNDA to expand the approved indications to pediatric 
patients 2 months to 18 years of age. I concur with her recommendation. 

9. Advisory Committee Meeting 

This sNDA was not discussed at an advisory committee meeting. 

10. Pediatrics 
This submission was discussed with the Pediatric Review Committee (PeRC) on April 27, 
2016. The committee discussed the issue of the higher Cmax achieved for infusion duration of 
5 minutes since the pediatric studies were conducted with infusion duration of 60 or 120 
minutes. The committee felt that knowledge of the safety profile of the cephalosporin class and 
postmarketing data in adults subsequent to the labeling change regarding shortening the 
infusion duration can be leveraged, and deferred to the Division regarding the need for further 
safety assessments.

 Studies P903-31 and P903-24 fulfills PMR 1692-002, (b) (4)

and Study P903-23 fulfills PMR 1692-003.  
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Cross Discipline Team Leader Review 

Studies in neonates up to 2 months of age (PMRs 1692-004 and 1692-005) remain pending. 

11. Other Relevant Regulatory Issues 

The Applicant submitted the required financial disclosures except for principal investigators 
for the ABSSSI study at sites 702 and 804. These sites enrolled a total of seven patients (6.5% 
of the MITT population). Conclusions regarding efficacy or safety analyses were not affected 
by including or excluding these seven patients.  

The Office of Study Integrity and Surveillance (OSIS) inspected the analytic sites for the PK 
Studies P903-15 and P903-21. These studies were conducted at Forest Research Institute, Inc., 
in Farmingdale, New York. Since Forest Research Institute was acquired by Actavis, the audit 
was conducted with the archived records at the Actavis facility in Elizabeth, New York. No 
objectionable issues were identified and FDA From 483 was not issued. The inspector, Dr. 
Sripal Mada, Ph.D., concluded that the analytical portions of the audited studies are reliable 
and recommended accepting the data for further Agency review. 

OSIS also inspected the analytic sites for the bioanalytical portions of Studies P903-23, P903­
24 and P903-31. These were conducted at (b) (4)

. An initial 3-item Form 483 was issued, to which the site responded with 
additional data. The final classification for the inspection was Voluntary Action Indicated 
(VAI). The inspector, Dr. Gopa Biswas, Ph.D., recommended that the data from the 
bioanalytical portion of these studies be accepted for further Agency review. 

12. Labeling 

The following sections in Teflaro® labeling will be updated: 

Indications and Usage: to expand the patient population to include pediatric patients 2 
months to less than 18 years of age for both approved indications. 

Dosage and Administration: to include the Applicant’s proposed dosage recommendations 
for pediatric patients with normal renal function, and include 600 mg every 12 hours as an 
alternative dose to 400 mg every 8 hours for those weighing more than 33 kg. There are no 
data to include recommendations for pediatric patients with moderate-severe renal impairment 
(CrCL<50 mL/min/1.73m2). 

Warnings and Precautions: update the warning regarding positive Coombs’ test to include 
the frequency of occurrence in the pediatric population.  

Adverse Reactions: Add table of adverse events noted in ≥3% of children enrolled in the 
pediatric trials P903-23, P903-24 and P903-31, the AEs noted in less than 2% that were not 
included in the adult AE list (increased ALT, pruritus), and the term leukopenia to the post-
marketing section. 
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Cross Discipline Team Leader Review 

Use in Specific Populations: the Pregnancy and Lactation sections were updated in 
compliance with PLLR, and the Pediatric Use section was updated to include description of 
the pediatric efficacy and safety data for both indications. 

Clinical Studies: updated with description of the pediatric studies, clinical response rate on 
Day 3 for ABSSSI (defined as resolution of fever and cessation of lesion spread), clinical 
response rate on Day 4 for CABP, and clinical cure rates for both indications. 

13. Recommendations/Risk Benefit Assessment 

The recommendation is to approve this sNDA 200327/S 16 and 17 to expand the approved 
indications of Teflaro® (ceftaroline fosamil) for the treatment of ABSSSI and CABP to 
include pediatric patients 2 months to less than 18 years of age. 

Efficacy in pediatrics is being extrapolated from adults based on the similarity of disease 
pathophysiology, causative bacterial pathogens and susceptibility pattern of the implicated 
pathogens. While the clinical studies were descriptive, clinical response rates for ceftaroline 
fosamil in the treatment of ABSSSI and CABP in the conducted randomized, active-control 
pediatric trials seemed similar to those observed in adults across all age cohorts. 

In the pediatric clinical studies, ceftaroline fosamil was administered over 60 or 120 minutes. 
The Applicant proposed the duration of administration to be 5 to 60 minutes, similar to the 
duration of infusion recommended for adults. The proposed pediatric dosing regimens given 
over 5 or 60 minute were predicted to result in %fT > MIC values for the target organisms that 
were similar to or greater than for adults dosed with the currently approved dose of 600 mg 
every12 hours following 5 or 60 minute infusion.  Administration over 5 minutes in pediatric 
patients was simulated to result in approximately 50% higher Cmax compared to the 60 
minute infusion in all age cohorts, and in similar or up to 45% higher Cmax compared to 5 
minute infusion in adults. After 5 minute infusion, the median Cmax in children 2 mo to <6 
mo age was similar to that in adults, children 6 mo to < 2 years of age and 12 to 18 years of 
age, and lower than the median Cmax in children 2 years to 12 years of age. The safety profile 
noted in pediatric patients was similar to the safety profile noted in adults and similar to the 
safety profile noted for cephalosporins. No new safety signals emerged that warranted 
additions to the Warnings and Precautions section. 

Overall, the risk/benefit of ceftaroline in the treatment of both labeled indications is as 
favorable in children as it is in adults. A Risk Evaluation and Mitigation Strategy is not 
required, as all the safety signals are labeled and no new signals emerged. 

This sNDA fulfills PMR 1692-002 and PMR 1692-003. 
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