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The integrated quality assessment review submitted by the Office of Pharmaceutical Quality was 
filed into Panorama 31-Jul-15 with a recommendation for approval pending an approval facility 
recommendation. The Office of Process and Facilities completed a facilities assessment and filed 
a review stating the manufacturing and testing sites are adequate to support approval of NDA 
207-027 (filed into Panorama 17-Aug-15). There are no pending review or facilities issues to 
prevent approval from a CMC perspective. 

The applicant has agreed to two post-marketing commitments (PMC’s) generated in light of the 
pediatric patient population. PMC #1 was agreed upon to develop a 12.5 mg dose strength. In the 
event a dose reduction or incremental dose adjustment is necessary, there is the potential for 
caregivers to prepare the 25 mg dose strength and then administer only half the dose, saving the 
rest for a later administration. The prepared suspension forms a genotoxic impurity 

 that has not been qualified at levels  after preparation. PMC #2 
will evaluate the in-use stability of the product mixed with soft foods that do not contain 
polyvalent cations (e.g. applesauce, juice, ect.) to enable better patient compliance in young 
children. Refer to the PMC’s filed into DARRTS 19-Aug-15. 

Conclusion: NDA 207-027 is recommended for approval from a CMC perspective. Two post-
marketing commitments have been issued and agreed upon with the applicant. 

           
       Olen Stephens, Ph.D. 
       Chemistry Acting Branch Chief, ONDP 
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NDA 207-027 qualifies for an the categorical exclusion listed in 21 CFR Part 25.31(b). 
GlaxoSmithKline has reviewed market forecasts, indications, and dosage information, and 
estimates that this action will not cause the concentration of the drug substance active moiety to 
be one part per billion (1 ppb) or greater at the point of entry into the aquatic environment. 
GlaxoSmithKline does not have knowledge of any extraordinary circumstances that might cause 
this action to have a significant effect on the quality of the human environment. 

Conclusion: The exemption from a required environmental assessment is granted. 

           
       Olen Stephens, Ph.D. 
       Chemistry Acting Branch Chief, ONDP 
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ou=FDA, ou=People, cn=Olen Stephens -S, 
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Date: July 14, 2015

To: Janice Brown, Ph.D., OMPT/CDER/OPQ/ONDP/DNDPI/NDPBII

From: Arzu Selen, Ph.D. Office of Testing and Research

Through: Lucinda Buhse, PhD, Director, Office of Testing and Research 

Subject: NDA 207027 Eltrombopag olamine (PROMACTA)  for Oral 
Suspension

The following review focuses on possible issues related to delivery/availability of 
eltrombopag from the dosage form:

1) Reliability of estimated amount of eltrombopag available for absorption from the 
PROMACTA Powder for Oral Suspension (PfOS) for the youngest patients (2 
years old and younger) and 

2) Approach(es) to avoid or minimize potential reduction in eltrombopag exposure 
in the case of patients who are switched to PROMACTA tablets from the
eltrombopag PfOS

Background and introduction

Eltrombopag is a thrombopoietin receptor agonist and proposed for treatment of 
thrombocytopenia in children with chronic immune (idiopathic) thrombocytopenia (ITP) 
who have had insufficient response to corticosteroids, immunoglobulins, or splenectomy. 

Eltrombopag PfOS was studied in 31 non-East Asian and 7 East Asian pediatric patients 
aged one to five years old with starting doses of 25-mg once a day  

A tablet dosage form of PROMACTA (eltrombopag) was approved in November 2008 
(NDA 022291) for adult and pediatric patients 6 years old and older with ITP. In the 
PROMACTA tablet product labeling, under Dosage and Administration, it states that 
Promacta tablets should be taken on an empty stomach (1 hour before or 2 hours after a 
meal).  It is also stated that Promacta should not be taken within 4 hours of any 
medications or products containing polyvalent cations such as antacids, calcium-rich 
foods and mineral supplements. It is important to note that the labeling for Promacta 
tablets do not state how the tablets should be taken or given by the caregiver to a 
pediatric patient.  If it is to be taken with a liquid, the liquid and the volume of the liquid 
are not provided. The Medication Guide does not provide additional information, it 
states, “Take PROMACTA exactly as your healthcare provider tells you to take it.” It is 
this reviewer’s concern that this may be interpreted as acceptable administration of the 
Promacta tablets with soft foods and/or liquids other than water.  Considering the 
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chelation and food effect (reduced exposure) noted with eltrombopag, mixing crushed 
eltrombopag tablets into soft foods and liquids can lead to reduced and unreliable
eltrombopag exposures in all pediatric patients, particularly, for the two year old and 
younger patients for the reasons that are discussed in this review.

In the draft labeling (currently under review) for PROMACTA (eltrombopag) tablet and 
PfOS, it is recommended that eltrombopag powder should be reconstituted only with 
water (20 mL)  
The suspension is intended to be dosed immediately within 30 min of preparation.  

Similar to the tablet, chelation of eltrombopag with polyvalent cations is also reported for 
the eltrombopag powder formulation although it is stated in the submission (NDA 
207027)  

The combined (tablet and suspension) draft label provides a time window for taking 
PROMACTA to avoid food effect (i.e. reduced exposure when given with food) and
chelation of eltrombopag with medications, calcium rich foods and supplements 
containing polyvalent cations such as iron, calcium, aluminum, magnesium, selenium and 
zinc. It states. “Take PROMACTA on an empty stomach, either 1 hour before or 2 hours 
after eating food. Take PROMACTA at least 2 hours before or 4 hours after eating dairy 
products and calcium-fortified juices.”

Issues Considered Key for this Review 

1. Likely unreliable and reduced eltrombopag exposure in pediatric patients 
(particularly, 2 years old and younger) 

Dosing recommendations, in addition to drug substance and drug product 
considerations, should also consider the drug product and the patient interface, 
including feeding patterns, habits, diet, food intake, gastric emptying, and physiology 
of the pediatric patients. 

Even with the known chelation potential, due to the diet and feeding patterns of this 
patient population, reduced and variable exposure of eltrombopag would be highly 
likely such that the patient benefit of eltrombopag may be questionable for infants.   
In infants, unlike adults, intestinal motor activity is less frequent, and displays 
irregular peristaltic activity such that chelation with milk and formula containing 
calcium and other polyvalent cations may be a bigger concern in pediatric patients 
than in adults.  Factors influencing intestinal peristalsis including food intake, feeding 
habits and diet in infants have been extensively published (1-7).

Considering that chelation of eltrombopag with polyvalent metal cations is significant 
for the proposed eltrombopag PfOS, based on adult studies, the effect of chelation 
and reduction in eltrombopag exposure is a greater concern in young pediatric 
patients and will be difficult to estimate based on observations from the adult studies. 
In TRA111718 CSR, following administration of a single 25 mg dose of the 
eltrombopag PfOS to 40 healthy adult subjects, it was shown that plasma 
eltrombopag exposure compared to fasting was remarkably (approximately 75%) 
reduced when given with a high calcium meal (approximately 448 mg calcium, 372 
kcal, and 9.1 g fat).
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The following table summarizes the effect of high-calcium meal on eltrombopag 
exposure in healthy adults following administration of the eltrombopag PfOS.  

Reduction in eltrombopag exposure, geometric mean ratio (90% CI)

Time of dosing Reduction in Cmax Reduction in AUC(0-inf)
With a high calcium 

meal
79% (76%, 82%) 75% (71%, 88%)

2 hours after a high-
calcium meal

48% (40%, 54%) 47% (40%, 53%)

2 hours before a 
high-calcium meal

14% (2%, 25%) 20% (9%, 29%)

It is also stated in NDA 207027 that the tablet formulation (Study 497115/005) 
compared against the PfOS demonstrated significantly greater chelation interactions 
with polyvalent metal cation-containing antacids and high-calcium meals, such that 
for PROMACTA tablets, approved product labeling recommends administering the 
PROMACTA tablets at least 4 hours apart from polyvalent metal cation-containing 
products.

2.Reduced and unreliable eltrombopag exposure if patients on eltrombopag PfOS 
are switched to PROMACTA Tablet dosage form 

In the labeling for the PROMACTA tablets, and also in the combined labeling for the 
tablets and the PfOS (currently under review), it is stated that the PfOS should be 
administered with water only while there is no information on how the tablets should 
be administered as discussed above, and may be currently under discussion by the 
review team.

It is likely that using the tablets instead of the PfOS may be perceived more 
convenient by the caregiver, particularly for the 12.5 mg dose and even for higher 
strengths and lead to switching from the PfOS to the tablet.  When patients may not 
be able to swallow tablets, it is not uncommon to administer tablets crushed in soft 
foods (such as applesauce, pudding or yogurt) or in liquids such as milk, infant 
formula and possibly fruit juices.  It would be important to inform the caregiver and 
the patients under what circumstances switching between the two dosage forms is 
acceptable, if it may be acceptable for eltrombopag.

Caregivers, in the absence of dosing information for selecting suitable vehicles, may 
switch from the PfOS to tablets for convenience, and as a result, unknowingly 
compound the problem of switching to a bioinequivalent dosage form with an 
additional reduction in eltrombopag exposure due to manipulation of the tablet and its 
administration with an unsuitable soft food and/or a liquid.

Recommendations

1. The appropriate dosing time window and the dosing recommendations for the 
eltrombopag PfOS should be provided for infants 2 years old and younger 
considering that dosing recommendations would be significantly different than 
that for adults as most of their diet is high in calcium and the recommended time 
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