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INTRODUCTION 
On September 21, 2017, Eisai Inc. submitted an original NDA 210238 via the 505 (b) (1) 
regulatory pathway for the New Molecular Entity (NME) DOPTELET (avatrombopag). The 
proposed indication for DOPTELET is the treatment of thrombocytopenia in adults with chronic 
liver disease who are scheduled to undergo a procedure. 
 
On October 30, 2017, DHP consulted DPMH to provide input on the labeling for compliance 
with the Pregnancy and Lactation Labeling Rule (PLLR). This consult provides pregnancy and 
lactation labeling recommendations to DHP for DOPTELET based on DPMH’s review of the 
published literature and Eisai’s pharmacovigilance database for avatrombopag. 
 
REGULATORY HISTORY 

• On December 14, 2017, the Agency sent the applicant an information request (IR) for all 
the available data regarding avatrombopag use in pregnancy or lactation. The applicant’s 
response was received on January 8, 2018 and was found to be adequate for the PLLR 
labeling review. 

 
BACKGROUND 
Avatrombopag Drug Characteristics1 

• Drug Class: A small molecule thrombopoietin (TPO) receptor agonist 
• Mechanism of action: Stimulates proliferation of megakaryocytes from bone marrow 

cells leading to increased platelet production. Avatrombopag does not compete with TPO 
for TPO receptor binding and thus has an additive effect with TPO on platelet production. 

• Dosage and Administration: Oral tablet taken once daily for 5 days starting 10 to 13 days 
prior to a scheduled procedure. Dosage depends on the patient’s baseline platelet count 
(60mg for platelets < 40 x 109/L and 40mg for platelets ≥ 40 to <50 x 109/L). 

• Molecular weight: 765 Daltons 
• Half-life: ~19 hours 
• Protein binding: >96% 
• Bioavailability: 66-69% 
• Serious Adverse reactions: Thrombotic/Thromboembolic Events (Portal Vein 

Thrombosis), Gastrointestinal Hemorrhage, Hyponatremia 
• Common Adverse reactions: Pyrexia, Abdominal pain, Fatigue, Edema, 

 
Reviewer’s Comment 
The Clinical Review Team noted that avatrombopag should not be administered for the general 
purpose of normalizing platelet counts in patients with chronic liver disease. Rather, 
avatrombopag is an acute 5-day treatment specifically indicated for adults with chronic liver 
disease and thrombocytopenia (platelet count < 50 x 109/L) who are at risk for bleeding during a 
scheduled  procedure. 
 

                                                             
1DOPTELET (NDA 210238) proposed package insert  
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Pregnancy Considerations: Chronic Liver Disease with Concomitant Severe Thrombocytopenia 
• Prevalence: Severe pre-existing liver disease in pregnancy is rare; whereas pregnancy-

related liver disease is common (e.g. preeclampsia, eclampsia, HELLP syndrome, etc.).2 
• Examples of underlying Chronic Liver disease in pregnancy: Cirrhosis and Portal 

Hypertension, Hepatitis B/C, Autoimmune Liver Disease, Wilson’s Disease, etc. 
• Pregnancy Outcomes: Vary by type and severity of chronic liver disease. Liver cirrhosis 

is associated with infertility due to disturbed estrogen metabolism. Increased risks of 
miscarriage, preterm birth, perinatal death, and maternal mortality have also been 
reported.3 Variceal bleeding is common in the 2nd trimester (peak portal pressure) and at 
delivery (valsalva with pushing), thus C-section is often recommended for large varices.4  

• Current Treatment: The optimal management of liver cirrhosis in pregnancy is 
understudied and undefined.5 Severe thrombocytopenia associated with cirrhosis is 
generally treated with prophylactic transfusion of platelets, fresh frozen plasma (FFP) 
and/or fibrinogen prior to invasive procedures, particularly cesarean section.6 

 
REVIEW 
 
PREGNANCY 
Nonclinical Experience  
In an embryo-fetal study in rats, fetal toxicity including decreased fetal weight and an increased 
incidence of skeletal variations (such as the 14th rib) occurred at the maternally toxic 
avatrombopag doses of 300 and 1000 mg/kg/day (80-times and 190-times the human exposure 
based on AUC). Maternal toxicity was characterized by decreased food consumption, decreased 
body weight gain, and/or mortality. Overall, the NOAEL for embryo-fetal toxicity in rats was 
100 mg/kg/day (53-times the human exposure based on AUC).  
 
In an embryo-fetal study in rabbits, abortions were observed at all doses tested (100, 300, and 
600mg/kg/day corresponding to 10, 11, and 35-times the human exposure based on AUC).  
Maternal toxicity characterized by decreased food consumption and body weight gain occurred 
at 300 and 600mg/kg/day. No effects on embryo-fetal development were observed at any dose.  
 
In a pre-natal and postnatal (PPND) study in rats, avatrombopag administration during 
organogenesis through lactation caused maternal toxicity at all doses (100, 300, 600mg/kg/day) 
leading to mortality and total litter losses. Increased pup mortality was observed at all doses, 
with most mortality between postnatal day (PND) 14-21. Due to the mortality, the study was 
terminated early.   
 
 

                                                             
2 Morisco, Filomena et al. AISF position paper on liver disease and pregnancy. Digestive and Liver Disease 48 
(2016) 120-137.  
3 Joshi D et al. Liver Disease in Pregnancy. Lancet 2010; 375: 594-605. 
4 Ducarme G et al. Primary biliary cirrhosis and pregnancy. Journal de Gyencologie Obstetrique et Biologie 2014; 
43:335-41.  
5 Hay JE et al. Liver Disease in pregnancy. Hepatology 2008; 47:1067-76.  
6 Lisman, Ton et al. Hemostatic issues in pregnancy-induced liver disease. Thrombosis Research 151, Suppl. 1 
(2017) S78-S81 
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In a second PPND study in rats, avatrombopag was administered at doses of 5, 15, and 50 
mg/kg/day. Increased pup mortality from PND 4-25 and decreased pup body weight gain 
resulting in delayed sexual maturity were observed at the 50mg/kg/day dose, although this dose 
did not produce clear maternal toxicity (maternal exposures 43-times and pup exposures 3-times 
the human exposure based on AUC). Overall, the NOAEL was 15mg/kg/day (14-times the 
human exposure based on AUC) for F1 developmental/neonatal toxicity.  
 
In a toxicokinetic study to evaluate the placental transfer of avatrombopag, a single 3mg/kg oral 
dose of radio-labeled avatrombopag was administered to pregnant rats. The pharmacokinetic data 
confirmed placenta transfer of avatrombopag on gestational day 18 and the presence of 
avatrombopag in maternal milk on postpartum day 10.  
 
Finally, in a juvenile dose range-finding oral toxicity study in rats, avatrombopag was 
administered at 10, 100, 300, 600, and 1000mg/kg/day daily for 28 days during PND 7-34. No 
avatrombopag related pup mortality was observed in this study.  
 
For further details regarding all the animal toxicology study findings, see the Nonclinical Review 
by Brenda Gehrke, PhD.7 
 
Reviewer’s Comment 
DPMH discussed the animal reproductive toxicity findings with the Nonclinical Review Team. 
The critical period of avatrombopag exposure during the rat PPND studies (i.e. in utero, 
postnatal through milk, or both) and underlying pathophysiological mechanism which resulted in 
pup mortality remains unclear. However, the Nonclinical Review Team concluded the observed 
pup mortality was most likely related to maternal toxicity. The following statements from the 
Nonclinical Review Executive Summary explain the rationale behind this conclusion7: 
 
“The results of the embryo-fetal development, pre-and postnatal development, and dose-range 
finding juvenile toxicology studies in rats have been carefully considered. The finding of 
increased pup mortality occurring during the postnatal period in the pre- and postnatal 
development study is a concerning toxicity; however, based on an absence of clear life 
threatening embryo-fetal toxicity and the absence of mortality in the dose-range finding juvenile 
toxicology study there is no clear explanation for pup mortality in the pre- and postnatal studies.  
Decreased body weight gain in the pups appears to be related to the pup mortality in the pre- 
and postnatal studies.  Although pup mortality was observed at the 50 mg/kg/day dose, which did 
not produce clear maternal toxicity, there was clear maternal toxicity at the higher doses and the 
pup mortality and maternal toxicity both appear to be dose-dependent.   Based on this 
information and data, the increased pup mortality observed in the pre- and postnatal 
development studies appears related to the maternal toxicity.” 
 
 
 
 

                                                             
7 Multi-disciplinary Review and Evaluation (NDA 201238) DOPTELET (avatrombopag). Nonclinical 
Pharmacology/Toxicology (Section 5) Brenda Gehrke, PhD. 2018. 
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Overall, considering the abortions observed in rabbits and postnatal pup mortality observed in 
rats with avatrombopag exposure, the Nonclinical Team recommended a “May Cause Fetal 
Harm” labeling statement. The Nonclinical and Clinical Review Teams also expressed concern 
for potential chronic off label use of avatrombopag in women of reproductive age. In addition, 
labeling for the other two TPO receptor agonist drugs in class (eltrombopag and romiplostin) 
also includes a “May cause fetal harm” statement based on findings from animal studies. 
 
DPMH concluded a postmarketing safety study in pregnancy is not required for the current 
acute use indication because the adverse developmental outcomes in animals occurred at 
avatrombopag exposures much higher than the anticipated human exposure at 60mg for 5days. 
However, DPMH recommends the applicant begin collecting pregnancy safety data (maternal 
and fetal outcomes) now in the pharmacovigilance database, especially if the applicant plans to 
seek approval for a chronic use indication for avatrombopag.  
 
Applicant’s Review of Literature 
The applicant did not provide a review of the literature.  
 
DPMH’s Review of Literature 
No reports of avatrombopag use during pregnancy were found in the published literature.  A 
search was performed in PubMed, Embase, Micromedex8, TERIS,9 Reprotox10, and Briggs11, 
using the terms “avatrombopag” AND “pregnancy,” “pregnant women,” “pregnancy and 
birth defects,” “pregnancy and congenital malformations,” “pregnancy and stillbirth,” 
“spontaneous abortion,” and “pregnancy and miscarriage.”  
 
Review of the Pharmacovigilance Database 
Clinical Trials 
Pregnant and lactating women were excluded from the avatrombopag clinical trials. Patients of 
childbearing potential were required to maintain contraception. The applicant reported one 
pregnancy in a healthy 23-year-old female enrolled in a Phase 1 study. Avatrombopag exposure 
occurred 2 months prior to conception (20mg single oral dose) and at 4 weeks EGA (20 mg 
single oral dose). The pregnancy outcome was a normal vaginal delivery at 38 weeks of a live 
male infant. Neonatal jaundice was treated at birth. The infant was healthy at 5 weeks old. 
 
Summary 
There is insufficient evidence to clearly determine the risks of avatrombopag use in human 
pregnancy. First, pregnant women were excluded from clinical trials. Second, only one 
pregnancy was noted during the clinical trials (see discussion above). Third, considering 
avatrombopag is a new product not previously approved or marketed, maternal and fetal outcome 
data are not available in the published literature to help inform the pregnancy risk assessment.  
 

                                                             
8Truven Health Analytics information, http://www.micromedexsolutions.com/. Accessed 12/22/17. 
9TERIS database, Truven Health Analytics, Micromedex Solutions, Accessed 12/22/17. 
10Reprotox® Website: www.Reprotox.org. REPROTOX® system was developed as an adjunct information source 
for clinicians, scientists, and government agencies. Accessed 12/22/17. 
11Briggs, GG. Freeman, RK. & Yaffe, SJ. (2017). Drugs in pregnancy and lactation: A reference guide to fetal and 
neonatal risk. Philadelphia, Pa, Lippincott Williams & Wilkins. 
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Relevant nonclinical findings included spontaneous abortions in rabbits at all doses and 
increased postnatal pup mortality in the PPND studies in rats. Pup mortality was not observed in 
the juvenile rat dose-range finding study which involved direct pup exposure at doses similar to 
and higher than those administered during the PPND study.  
 
DPMH discussed the avatrombopag pregnancy labeling recommendations with the Nonclinical 
Review Team. The Nonclinical Team recommends a “May Cause Fetal Harm” labeling 
statement based on the findings from animal studies including abortion and pup mortality as well 
as concerns for off label chronic use of avatrombopag in women of reproductive potential. 
Moreover, labeling for the other two TPO receptor agonist drugs in class (eltrombopag and 
romiplostin) also includes a “May Cause Fetal Harm” statement based on animal study findings. 
 
LACTATION 
Nonclinical Experience  
In the PPND studies in rats, avatrombopag was administered during organogenesis through 
lactation. The NOAEL for neonatal toxicity was 15 mg/kg/day (14-times the exposure at the 
anticipated human dose based on AUC). Increased pup mortality was observed during lactation 
on postnatal days 4 through 25 at the 50mg/kg/day dose (43-times the exposure at the anticipated 
human dose based on AUC). 
 
In a toxicokinetic study to evaluate the presence of avatrombopag in milk, lactating rats were 
administered a single oral 3mg/kg dose of radio-labeled avatrombopag on postpartum day 10. 
The milk to plasma (M/P) ratio was 1.15. Pup plasma levels of avatrombopag were similar on 
postnatal day 4 and 10.  
 
For further information, see the Pharmacology/Toxicology Review by Brenda Gerkhe, PhD.7 
 
Reviewer’s Comment 
DPMH discussed the above pup mortality findings during lactation in the PPND study with the 
Nonclinical Review Team. The Nonclinical Team recommends advising lactating women to avoid 
breastfeeding during treatment with avatrombopag and for two weeks after the final dose. 
Although no pup mortality was observed in the juvenile rat dose-range finding study, a risk from 
pup exposure to avatrombopag during lactation cannot be fully excluded.  
 
DPMH recommends advising lactating women to pump and discard breastmilk during 
avatrombopag administration and for two weeks after the final dose. This practice will support 
maintenance of the milk supply while avoiding the potential risks of drug exposure to the 
breastfed child. Lactation labeling for the other TPO receptor agonist drugs in class 
(eltrombopag and romiplostim) includes similar recommendations to avoid breastfeeding during 
treatment due to concerns for potential serious adverse reactions in the breastfed child. 
 
Applicant’s Review of Literature  
The applicant did not provide a review of the literature. 
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DPMH’s Review of Literature 
No reports of avatrombopag use in lactation were found in the published literature. 
A search was performed in Medications and Mother’s Milk12, LactMed13, Micromedex8, 
PubMed, and Embase using the terms avatrombopag AND “lactation” and “breastfeeding.”   
 
Review of Pharmacovigilance Database 
The applicant reported that no infants were exposed to avatrombopag through breastfeeding.  
 
Summary 
The lack of human data during lactation precludes a clear determination of the risk of 
avatrombopag to an infant during lactation. Nonclinical toxicokinetic studies indicate 
avatrombopag is present in rat milk. When a drug is present in animal milk, it is likely that the 
drug will be present in human milk. Increased pup mortality in the setting of maternal toxicity 
was observed in the PPND studies when rat pups were exposed to avatrombopag during 
gestation and lactation. However, the critical period of avatrombopag exposure and the exact 
pathophysiological mechanism leading to this effect is unclear.  
 
DPMH discussed the animal lactation findings with the Nonclinical Team who recommended 
advising lactating women not to breastfeed during treatment with avatrombopag and for two 
weeks following the final dose. DPMH recommends adding a Clinical Consideration to labeling 
subsection 8.2 advising lactating women to pump and discard breast milk during this period. 
Pumping will support maintenance of the milk supply so that breastfeeding can resume two 
weeks after avatrombopag administration and discarding milk during this period avoids the 
potential risk of serious adverse reactions from drug exposure in the breastfed infant.  
 
FEMALES AND MALES OF REPRODUCTIVE POTENTIAL 
Nonclinical Experience  
In two-year carcinogenicity studies in mice and rats, avatrombopag induced an increase in gastric 
carcinoid tumors in female rats at exposures 117-times the AUC observed in patients at the 
recommended dose of 60 mg once daily. The gastric carcinoids were considered likely due to 
prolonged hypergastrinemia observed in toxicity studies. There was no evidence of genotoxicity.  
 
Avatrombopag did not affect fertility or early embryonic development in male rats at exposures 
22-times, or in female rats at exposures 114-times the AUC observed in patients at the 
recommended dose of 60 mg once daily.  
 
For more information, see the Nonclinical Review by Brenda Gehrke, PhD.7 
 
Applicant’s Review of Literature 
The applicant did not provide a review of the literature.  

                                                             
12Hale, Thomas (2017) Medications and Mother’s Milk. Amarillo, Texas. Hale Publishing. 
13http://toxnet nlm nih.gov/cgi-bin/sis/htmlgen?LACT. The LactMed database is a National Library of 
Medicine (NLM) database with information on drugs and lactation geared toward healthcare practitioners and 
nursing women. The LactMed database provides information when available on maternal levels in breast milk, 
infant blood levels, any potential effects in the breastfed infants if known, alternative drugs that can be considered 
and the American Academy of Pediatrics category indicating the level of compatibility of the drug with 
breastfeeding. Accessed 12/22/17. 
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DPMH’s Review of Literature  
No reports were found in the published literature related to avatrombopag and fertility or 
interactions with hormonal contraceptives. A search was performed in PubMed, Embase, and 
Reprotox10 using the terms “avatrombopag” AND “fertility,” “contraception,” “oral 
contraceptives,” and “infertility.” 
 
Summary 
DPMH and the Nonclinical Review team  

There are no human data regarding the effects of 
avatrombopag on fertility or contraception. In addition, avatrombopag exposure in rats had no 
adverse effect on male and female fertility or early embryonic development. 
 
CONCLUSIONS  
DPMH concludes that there is insufficient evidence to clearly determine the risk of 
avatrombopag use in human pregnancy, lactation, and reproduction. Furthermore, maternal and 
fetal outcomes related to avatrombopag use in this population are not currently available to assist 
the pregnancy risk assessment.  
 
In animal reproduction studies, abortions were observed in rabbits at all doses (NOAEL was not 
established) and postnatal pup mortality was observed in PPND studies in rats (NOAEL 14-times 
the MRHD). However, pup mortality was not observed in the juvenile dose-range finding studies 
in rats that were directly administered avatromobopag. Labeling for two other TPO receptor 
agonists in class (eltrombopag and romiplostin) include a “May Cause Fetal Harm” and 
“Breastfeeding not recommended during treatment” statement based on animal study findings. 
 
Overall, a potential risk in human pregnancy and lactation with avatrombopag use cannot be 
excluded based on the findings from animal reproduction studies. Therefore, the Nonclinical 
Review Team recommends a “May Cause Fetal Harm” labeling statement. In addition, due to the 
potential for serious adverse reactions in the breastfed child, breastfeeding is not recommended 
during treatment with avatrombopag and for 2 weeks after the final dose. Lactating women 
should pump and discard breast milk during this period in order to avoid infant exposure to 
avatrombopag while still supporting maintenance of the milk supply. 
 
The DOPTELET labeling subsections for Pregnancy, Lactation,  

were structured to be consistent with the PLLR, as follows:  
 

• Pregnancy, Subsection 8.1 
 The “Pregnancy” subsection of labeling was formatted in the PLLR format to include: 

“Risk Summary” and “Data” sections. 
• Lactation, Subsection 8.2 
 The “Lactation” subsection of labeling was formatted in the PLLR format to include: 

“Risk Summary” and “Clinical Considerations” section. 
• Patient Counseling Information, Section 17 
 The “Patient Counseling Information” section of labeling was updated to correspond with 

changes made to subsection 8.1 and 8.2 of labeling. 
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LABELING RECOMMENDATIONS 
DPMH reviewed Highlights, subsections 8.1, 8.2, and section 17 of labeling for compliance with 
the PLLR (see below). The labeling recommendations below include input from both the 
Nonclinical and Clinical Review Teams. DPMH discussed our labeling recommendations with 
the Division on March 5, 2018. DPMH refers to the final NDA action for final labeling. 
 
HIGHLIGHTS OF PRESCRIBING INFORMATION 
 
------------------------USE IN SPECIFIC POPULATIONS------------------- 

• Pregnancy: Based on animal studies, may cause fetal harm (8.1). 
• Lactation: Breastfeeding not recommended during treatment (8.2). 

 
FULL PRESCRIBING INFORMATION 
 
8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Risk Summary 
The available data on DOPTELET use in pregnant women are insufficient to inform a drug-
associated risk of adverse developmental outcomes. Based on findings from animal studies, 
DOPTELET may cause fetal harm when administered to a pregnant woman. In animal 
reproduction studies, oral administration of avatrombopag resulted in adverse developmental 
outcomes when administered during organogenesis in rabbits and during organogenesis and the 
lactation period in rats. However, these animal findings were observed at exposures based on 
AUC substantially higher than the AUC observed in patients at the recommended dose of 60 mg 
once daily (see Data). Advise pregnant women of the potential risk to the fetus.  
 
The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background risk of birth defect, loss, or other 
adverse outcomes. In the U.S. general population, the estimated background risk of major birth 
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively. 
 
Data 
Animal Data 
In embryo-fetal development studies, avatrombopag was administered during organogenesis at 
doses of 100, 300, and 1000 mg/kg/day in rats and doses of 100, 300, and 600 mg/kg/day in 
rabbits.  Minimal decreases in fetal weights were observed in rats at the maternally toxic dose of 
1000 mg/kg/day with exposures 190-times the human exposure based on AUC. Spontaneous 
abortions were observed at all doses tested in rabbits and were associated with decreased body 
weights and food consumption at 300 and 600 mg/kg/day; exposures at the lowest dose of 100 
mg/kg/day were 10-times the AUC in patients at the recommended dose of 60 mg once daily. 
There were no embryo-fetal effects in rats administered avatrombopag at doses up to 100 
mg/kg/day (53-times the human exposure based on AUC) or rabbits administered avatrombopag 
at doses up to 600 mg/kg (35-times the human exposure based on AUC).  
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In pre- and postnatal development studies in rats, avatrombopag was administered during both 
the organogenesis and lactation periods at doses ranging from 5 to 600 mg/kg/day.  Doses of 
100, 300, and 600 mg/kg/day caused maternal toxicity leading to total litter losses, decreased 
body weight in pups, and increased pup mortality, with most the pup mortality occurring 
between postnatal days 14 to 21. At a dose of 50 mg/kg/day that did not produce clear maternal 
toxicity, avatrombopag caused increased pup mortality from postnatal days 4 to 21, and mortality 
continued through postnatal day 25.  The 50 mg/kg/day dose also decreased body weight gain in 
the pups, resulting in a delay in sexual maturation. There were no effects on behavioral or 
reproductive functions in the offspring. The 50 mg/kg/day dose resulted in maternal exposures 
43-times and pup exposures approximately 3-times the AUC observed in patients at the 
recommended dose of 60 mg once daily. 
 
8.2 Lactation 
Risk Summary 
There are no data on the presence of avatrombopag in human milk, the effects on the breastfed 
child, or the effects on milk production. Avatrombopag was present in the milk of lactating rats. 
When a drug is present in animal milk, it is likely that the drug will be present in human milk. 
Due to the potential for serious adverse reactions in a breastfed child, breastfeeding is not 
recommended during treatment with DOPTELET and for at least 2 weeks after the last dose (see 
Clinical Considerations). 
 
Clinical Considerations 
A lactating woman should interrupt breastfeeding and pump and discard breast milk during 
treatment and for two weeks after DOPTELET administration. 
 
17 PATIENT COUNSELING INFORMATION 
Pregnancy 
Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential 
to inform their prescriber of a known or suspected pregnancy [see Use in Specific Populations 
(8.1)]. 
 
Lactation 
Advise women not to breastfeed during treatment with DOPTELET and for at least 2 weeks after 
the final dose [see Use in Specific Populations (8.2)]. 
 

PATIENT INFORMATION  
Before you take DOPTELET, tell your healthcare provider about all of your medical 
conditions, including if you: 

• Are pregnant or plan to become pregnant. It is not known if DOPTELET will harm 
your unborn baby.  Tell your healthcare provider if you become pregnant or think you 
may be pregnant during treatment with DOPTELET. 

• Are breastfeeding or plan to breastfeed.  It is not known if DOPTELET passes into 
your breast milk. Do not breastfeed during your treatment with DOPTELET and for 
atleast 2 weeks after the final dose. Talk to your healthcare provider about the best way to 
feed your baby during this time. 
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****Pre-decisional Agency Information**** 
    

Memorandum 
 
Date:  March 15, 2018 
  
To: Wan Lee, PharmD, Regulatory Project Manager, Division of Hematology 

Products (DHP) 
 

Virginia Kwitkowski, Associate Director for Labeling, DHP 
 
From:   Robert Nguyen, PharmD, Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
CC: Susannah O’Donnell, MPH, RAC, Team Leader, OPDP 
 
Subject: OPDP Labeling Comments for Doptelet (avatrombopag) tablets, for oral 

use 
 
NDA:  210238 
 

  
In response to DHP’s consult request dated November 06, 2017, OPDP has reviewed the 
proposed product labeling (PI), patient package insert (PPI), and carton and container labeling 
for the original NDA submission for Doptelet (avatrombopag). 
 
PI and PPI: OPDP’s comments on the proposed labeling are based on the draft PI and PPI 
received by electronic mail from DHP (Wan Lee) on March 5, 2018.  OPDP’s comments for the 
draft PI are provided below. 
 
A combined OPDP and Division of Medical Policy Programs (DMPP) review was completed, 
and comments on the proposed PPI were sent under separate cover on March 15, 2018. 

 
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 
21, 2017, and we do not have any comments.  
 
Thank you for your consult.  If you have any questions, please contact Robert Nguyen at (301) 
796-0171 or Robert.Nguyen@fda.hhs.gov. 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 4234995
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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: 

 

March 14, 2018 
 
To: 

 
Ann Farrell, MD 
Director 
Division of Hematology Products (DHP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 
Barbara Fuller, RN, MSN, CWOCN 
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Ruth Lidoshore, PharmD 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Robert Nguyen, PharmD, Rph 
Regulatory Review Officer  
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Patient Package Insert (PPI)  
 

Drug Name (established 
name):   

DOPTELET (avatrombopag) 
 

Dosage Form and Route: tablets, for oral use  

Application 
Type/Number:  

NDA 210238  

Applicant: Eisai Inc.  
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1 INTRODUCTION 

On September 21, 2017, Eisai Inc. submitted for the Agency’s review an original 
New Drug Application (NDA) 210238 for DOPTELET (avatrombopag) tablets. This 
submission proposes an indication for the treatment of thrombocytopenia in patients 
with chronic liver disease who are scheduled to undergo a procedure.  

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 Hematology Products (DHP) on October 30, 2017 and 
November 6, 2017, for DMPP and OPDP to review the Applicant’s proposed Patient 
Package Insert (PPI) for DOPTELET (avatrombopag) tablets.   

 
2 MATERIAL REVIEWED 

• Draft DOPTELET (avatrombopag) tablets PPI received on September 21, 2017, 
revised by the Review Division throughout the review cycle, and received by 
DMPP and OPDP on March 5, 2018.  

• Draft DOPTELET (avatrombopag) tablets Prescribing Information (PI) received 
on September 21, 2017, revised by the Review Division throughout the review 
cycle, and received by DMPP and OPDP on March 5, 2018. 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level. 

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  

In our collaborative review of the PPI we:  

• simplified wording and clarified concepts where possible 

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

• removed unnecessary or redundant information 

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

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

The PPI 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 PPI 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 PPI.   

 Please let us know if you have any questions.  

Reference ID: 4234398

3 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 and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

RUTH I LIDOSHORE
03/14/2018

ROBERT L NGUYEN
03/14/2018

BARBARA A FULLER
03/14/2018

LASHAWN M GRIFFITHS
03/14/2018

Reference ID: 4234398



1

MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

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: March 8, 2018

Requesting Office or Division: Division of Hematology Products (DHP)

Application Type and Number: NDA 210238

Product Name and Strength: Doptelet (avatrombopag maleate) tablets 
20 mg

Applicant/Sponsor Name: Eisai, Inc.

FDA Received Date: February 20, 2018

OSE RCM #: 2017-2159-01

DMEPA Safety Evaluator: Casmir Ogbonna, PharmD, MBA, BCPS, BCGP

DMEPA Team Leader: Hina Mehta, PharmD

1 PURPOSE OF MEMORANDUM
The Division of Hematology Products (DHP) requested that we review the revised carton and 
container labels for Doptelet (avatrombopag maleate) tablets 20 mg NDA 210238 (Appendix A) 
to determine if it is acceptable from a medication error perspective.  The revisions are in 
response to recommendations that we made during a previous label and labeling review.a 

2  CONCLUSION
The revised carton and container labels for Doptelet is acceptable from a medication error 
perspective.  We have no further recommendations at this time.

a Ogbonna C. Label and Labeling Review for Doptelet (NDA 210238). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2018 FEB 07. RCM No.: 2017-2159.
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LABEL 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: February 7, 2018

Requesting Office or Division: Division of Hematology Products (DHP)

Application Type and Number: NDA 210238

Product Name and Strength: Doptelet (avatrombopag maleate) tablets 
20 mg

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Eisai, Inc.

Submission Date: September 21, 2017 and January 24, 2018

OSE RCM #: 2017-2159

DMEPA Safety Evaluator: Casmir Ogbonna, PharmD, MBA, BCPS, BCGP

DMEPA Team Leader: Hina Mehta, PharmD
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1 REASON FOR REVIEW
The Division of Hematology Products (DHP) requested that DMEPA review the Prescribing 
Information, carton and container labels for Doptelet (avatrombopag maleate) tablets 
20 mg NDA 210238, to determine if they are acceptable from a medication error perspective.  
On September 21, 2017, the Applicant submitted an original NDA 210238 for Doptelet 
(avatrombopag maleate) tablets 20 mg, indicated for the treatment of acute thrombocytopenia 
associated with liver disease in patients undergoing elective procedures.

2 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material 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

Human Factors Study C – N/A

ISMP Newsletters D – N/A

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

Other F – N/A

Labels and Labeling G

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 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

DMEPA evaluated the proposed Prescribing Information (PI), carton and container labeling for 
areas of vulnerability in regards to medication error. 

We identified areas of concern in the PI in addition to the carton and container labeling that 
should be revised to improve the clarity of the information presented. 

We provide recommendations for the Division in Section 4.1 and for the Applicant in Section 
4.2 to address these deficiencies.

4 CONCLUSION & RECOMMENDATIONS

DMEPA identified areas in the labels and labeling that can be improved to increase readability 
and prominence of important information and promote the safe use of the product. We 
provide recommendations in Section 4.1 for the PI and 4.2 for the carton and container labels 
to address these deficiencies. 
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4.1 RECOMMENDATIONS FOR THE DIVISION

A. HIGHLIGHTS OF PRESCRIBING INFORMATION
 DOSING AND ADMINISTRATION

1. Consider replacing the symbols “<” and “≥” with their intended meanings to prevent 
misinterpretation and confusion.

2. Consider revising the third bullet to add additional important administration 
information. Revise to “Take orally once daily with food for 5 days.”

B. FULL PRESCRIBING INFORMATION
 Section 2: DOSING AND ADMINISTRATION

1. Consider replacing the symbols “<” and “≥” with their intended meanings to prevent 
misinterpretation and confusion.

2. The statement under once daily dose (i.e. 3 X 20 mg) in table 1 may lead to 
misinterpretation or confusion.  We recommend revising to “60 mg (3 tabs)” or to “60 
mg”.  

4.2 RECOMMENDATIONS FOR EISAI INC.

We recommend the following be implemented prior to approval of this NDA 210238: 

Reference ID: 4217861
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Doptelet that Elsai Inc. submitted on 
September 21, 2017. 

Table 2. Relevant Product Information for Doptelet

Initial Approval Date N/A

Active Ingredient avatrombopag

Indication Treatment of  thrombocytopenia  with 
liver disease  procedures

Route of Administration Oral

Dosage Form Tablet

Strength 20 mg

Dose and Frequency Based on the patient’s platelet count prior to the planned 
procedure. To be taken with food.

Platelet Count (x 109/L) Once Daily Dose Duration
Less than 40 60 mg (3 tablets) 5 days
40 to less than 50 40 mg (2 tablets) 5 days

How Supplied As a round, biconvex, yellow, film-coated tablets, and 
debossed with “AVA” on one side and “20” on the other 
side.

NDC 71369-020-10: carton with one blister card of ten 
20 mg tablets
NDC 71369-020-15: carton with one blister card of 
fifteen 20 mg tablets 

Storage Store at 20°C to 25°C (68°F to 77°F), excursions permitted to 
15°C to 30°C (59°F to 86°F).

Container Closure  

 foil blisters  
.
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APPENDIX B. PREVIOUS DMEPA REVIEWS

On January 3, 2018, we searched DMEPA’s previous reviews using the terms, Doptelet. Our 
search identified no previous label and labeling reviews.
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APPENDIX G. LABELS AND LABELING 
G.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 Doptelet labels and labeling 
submitted by Elsai Inc. on September 22, 2017, and January 24, 2018.

 Container label
 Carton labeling
 Professional Sample Blister Cards 
 Professional Sample Carton Labeling
 Prescribing Information 

\\cdsesub1\evsprod\nda210238\0000\m1\us\11413-draft-labeling-text.docx

G.2 Label and Labeling Images

1. Front Trade Blister Card Label 20 mg (10 tablets):

a Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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       DEPARTMENT OF HEALTH AND HUMAN SERVICES
                PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION 
   CENTER FOR DRUG EVALUATION AND RESEARCH
DIVISION OF CARDIOVASCULAR AND RENAL PRODUCTS

                                                                                                                                                                     

Date: November 3, 2017 

From: CDER DCRP QT Interdisciplinary Review Team

Through: Christine Garnett, Pharm.D.
Clinical Analyst
Division of Cardiovascular and Renal Products /CDER

To: Kelly Miller, RPM
DHP

Subject: QT-IRT Consult to NDA 210238 

Note: Any text in the review with a light background should be inferred as copied from the 
sponsor’s document.

This memo responds to your consult to us dated 09/27/2017 regarding the advice on sponsor’s 
proposed QT-related labeling. The QT-IRT reviewed the following materials:

 Previous QT-IRT reviews for IND  dated 10/14/2010 and 01/10/2011 in DARRTS; 

 Sponsor’s proposed label submitted to NDA 210238; and

 Summary of clinical pharmacology, Integrated summary of safety [ISS, ISS Appendix 1], 
Study reports for Phase 3 studies [Study 310, Study 311], Population PK and PK/PD 
report submitted to NDA 210238.

The sponsor’s proposed labeling is as follows:

12.2 Pharmacodynamics
Cardiac Electrophysiology

Reference ID: 4176583
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1. QT-IRT Responses to the Division
The sponsor’s ECG assessments from the submitted studies (mainly, TQT study E5501-A001-
001 submitted to IND  and the Phase 3 studies 310 and 311 submitted to NDA 210238) are 
not adequate to exclude small mean QTc effects (10 ms) at the mean Cmax corresponding to the 
proposed therapeutic dosing regimens (40 and 60 mg QD for 5 days). However, the data suggest 
that no large mean QTc effects (>20 ms) are anticipated with the proposed therapeutic dosing 
regimens for this acute treatment (5 days). If the benefit-risk warrants excluding the small mean 
QTc effects (10 ms), the division may recommend a TQT study. 

With the currently available information/data, the following is QT-IRT’s proposed labeling 
language, which is a suggestion only. We defer final labeling decision to the Division.
12.2 Pharmacodynamics
Cardiac Electrophysiology
No large mean QTc prolongation effects (>20 ms) are anticipated with the highest recommended 
therapeutic dosing regimen.

Our conclusion above is based on the following information:

 The predicted geometric mean Cmax on the last day of dosing in the Phase 3 Studies 310 and 
311 is 214 ng/mL and 352 ng/mL for 40 mg QD and 60 mg QD dosing, respectively.1

 The highest clinically relevant exposure scenario for the drug is co-administration of 
verapamil, a strong P-gp and a moderate CYP3A4/5 inhibitor (240 mg QD at steady state), 
which results in 26% and 61% increase in Cmax and AUC0-inf for a single 20 mg dose of 
avatrombopag.2 Thus, the highest clinically relevant mean exposures for the highest proposed 
therapeutic dosing of 60 mg QD (for 5 days) would be ≥443 ng/mL (352*1.26). 

 The ECG assessments in this development program (including the TQT study and the two 
Phase 3 studies) do not provide adequate coverage for the highest clinically relevant 
exposure (443 ng/mL) as well as for the therapeutic exposure (352 ng/mL).
o The on-treatment post-baseline ECG measurements in Phase 3 studies 310 and 311 were 

done pre-dose (Ctrough) on Day 4 (±1).3 The observed geometric mean plasma 
concentration at this Ctrough are 107 ng/mL (min-max range= 15 - 374) and 137 ng/mL 
(min-max range= 16 - 673) for 40 mg QD and 60 mg QD dosing, respectively.4 

1 Results from the sponsor’s Pop-PK analysis shown in Table 6 Appendix below.
2 Information from sponsor’s proposed label.
3 ECG assessment schedule shown in Table 7 in Appendix below.
4 Reviewer’s analysis of PK data for Studies 310 and 311.
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o The TQT study was conducted with a single 100 mg dose of 1st generation tablet, which 
had geometric mean Cmax of 106 ng/mL (arithmetic mean of 125 ng/mL).5 Even though 
the dose level is higher in this study, the 1st generation tablet used in the study had lower 
bioavailability and thus lower exposures than the 2nd generation tablet, which is the to-be-
marketed formulation. 

 A linear regression analysis for data from pooled Phase 3 Studies 310 and 311 did not show a 
statistically significant slope for the relationship between drug concentration and ΔQTcF or 
ΔΔQTcF. Although there were limitations in this data (e.g., just 1 post-baseline on-treatment 
ECG assessment in each subject and inadequate exposure coverage for anticipated Cmax), the 
upper bound of 90% CI of predicted effect at 352 ng/mL and 443 ng/mL plasma 
concentrations with the concentration-ΔQTcF relationship were 6.1 ms and 8.4 ms, 
respectively. Based on this and the preclinical information, we can conclude that no large 
mean QTc effects (>20 ms) are anticipated with the proposed therapeutic dosing regimens 
(Refer to ICH E14 Q&A (R3), Section 6.1: “In the absence of a positive control, […] if the 
upper bound of the two-sided 90% confidence interval around the estimated maximal effect 
on QTc is less than 10 ms, it is unlikely to have an actual mean effect as large as 20 ms.”).

2. BACKGROUND

Product Information 
DOPTELET (avatrombopag) is a thrombopoietin receptor agonist indicated for the treatment of 
thrombocytopenia in patients with chronic liver disease who are scheduled to undergo a 
procedure. The proposed dose and duration are as follows:

Platelet Count 
(x109/L) Once Daily Dose Duration 

˂40 60 mg 5 days

≥40 to ˂50 40 mg 5 days
  

Preclinical cardiovascular safety
E5501(avatrombopag) had no significant effect on cardiovascular function measured in vitro on 
isolated guinea pig papillary muscles or in vivo in dogs. Inhibition of hERG current occurred in a 
dose-dependent manner with an IC50 of 1.4 mol/L.

Source: IB, January 15, 2010

Previous interactions with the sponsor
QT-IRT had previously reviewed a TQT study report and found no significant QTc prolongation 
for a single dose of 100 mg for the first generation (1G) tablet.5 The TQT study was a single 
supratherapeutic dose study. The study did not identify a positive relationship for concentration-
QTc. However, based on the Highlights of Clinical Pharmacology, there was insufficient 

5 Previous QT-IRT review for IND  dated 10/14/2010.
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information to determine whether the tested dose provides sufficient coverage for the maximum 
therapeutic exposure and supratherapeutic exposure.

In the next interaction, the sponsor provided more information based on their Phase 1/ 2 studies 
and the QT-IRT provided the following feedback:6

Sponsor’s proposal:  Eisai has received the Division’s recommendations (FDA Correspondence, 
October 20, 2010) on the E5501-A001-001 study. In response to the FDA’s comments, Eisai 
feels that all the preclinical and clinical data collected to date indicate that E5501 does not have 
any impact on QTc interval up to the exposures equivalent to the highest proposed dose (40 mg) 
for the Phase 3 program.
QT-IRT’s response:  Yes, we agree. Preclinical and clinical studies do not show a QTc signal 
with E5501. The updated information suggests that it is unlikely that higher E5501 systemic 
exposures than those observed in the thorough QT study will prolong the QTc interval. We 
advice you to collect routine ECGs as clinically indicated in ongoing and future clinical trials.

3. SPONSOR’S RESULTS

Summary of safety from pooled data from the two Phase 3 studies (310 and 311)
The safety of DOPTELET was evaluated in two randomized, double-blind, placebo-controlled 
trials, in which 430 patients with chronic liver disease and thrombocytopenia received either 
DOPTELET (n=274) or placebo (n=156) daily for 5 days, and had 1 post-dose safety 
assessment. Patients were divided into two groups based on their platelet count at Baseline:

 Low Baseline Platelet Count Cohort (˂ 40 X 109/L) who received DOPTELET 60 mg 
once daily for 5 days

 High Baseline Platelet Count Cohort (≥40 to ˂50 X 109/ L) who received DOPTELET 40 
mg once daily for 5 days

For the Low Baseline Platelet Count Cohort, the incidence of serious adverse events was 7% 
(11/159) in the 60 mg DOPTELET treatment group and 13% (12/91) in the matching placebo 
treatment group. For the High Baseline Platelet Count Cohort, the incidence of serious adverse 
events was 8% (9/115) in the 40 mg group.

There were 3 TEAEs of death reported during the course of the Phase 3 studies, 2 (0.7%) in the 
combined avatrombopag treatment group and 1 (0.6%) in the combined placebo treatment group; 
none of the deaths were assessed as related to study drug by the investigators. All treatment-
emergent deaths were in the High Baseline Platelet Count Cohort and occurred more than 30 
days after the last dose of study drug.

Summary of QTc assessments in pooled data from the two Phase 3 studies (310 and 311) 
The descriptive statistics and categorical analyses for QTc effects are listed in the following 
tables:

6 Previous QT-IRT review for IND dated 01/10/2011.
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Table 1: Descriptive Summary of QTcF
Baseline Platelet Count Treatment Visit N Mean ΔQTcF (SD)

Placebo Study Day 4 89 0.9 (17.9)<40 x 109/L
 Avatrombopag

60 mg Study Day 4 156 1.9 (18.3)

Placebo Study Day 4 64 0.4 (17.9)>=40 to <50 x 109/L
 Avatrombopag

40 mg Study Day 4 113 -1.5 (16.1)

Table 2: Categorical Analysis for QTcF

Baseline Platelet Count Treatment N
QTcF>=450 

n (n/N %)

QTcF>=500

n (n/N %)

Placebo 90 39 (43.3 %) 0
<40 x 109/L

Avatrombopag
60 mg 158 58 (36.7 %) 1 (0.6 %)

Placebo 65 21 (32.3 %) 1 (1.5 %)
>=40 to <50 x 109/L

Avatrombopag
40 mg 115 40 (34.8 %) 0

Table 3: Categorical Analysis for ΔQTcF

Baseline Platelet Count Treatment N
30 =< 

ΔQTcF<=60 

n (n/N %)

ΔQTcF>60

n (n/N %)

Placebo 90 10 (11.1 %) 0
<40 x 109/L

Avatrombopag
60 mg 158 11 (7.0 %) 2 (1.3 %)

Placebo 65 9 (13.8 %) 0
>=40 to <50 x 109/L

Avatrombopag
40 mg 115 7 (6.1 %) 0

Source: Adapted from data submitted in ISS Appendix 1, page 3247, 3252, 3253 of 7683

Summary of population PK-ddQTcF analysis 
The relationship between model-predicted avatrombopag concentration and ddQTcF following 
avatrombopag administration to CLD subjects in Studies 202, 204, 310 and 311 was best 
assessed using a linear relationship, where the slope of the relationship was estimated. 

ddQTcF = Avatrombopag Conc. (ng/mL) * Slope 
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analysis. Instead, a simple linear regression analysis was used for evaluating the relationship 
between drug concentration and ΔQTcF or ΔΔQTcF. ΔΔQTcF was calculated by subtracting 
mean placebo response for the placebo control arm from the baseline corrected QTcF for each 
subject in the treatment arm. Both the analyses did not show a statistically significant positive 
slope for the relationship. 

With concentration-ΔQTcF analysis, the predicted effect (mean [90% CI]) at 352 ng/mL and 443 
ng/mL plasma concentrations were 2.4 [-1.3, 6.1] ms and 3.3 [-1.8, 8.4] ms, respectively. 

With concentration-ΔΔQTcF analysis, the predicted effect (mean [90%CI]) at 352 ng/mL and 
443 ng/mL plasma concentrations were 1.7 [-2.0, 5.4] ms and 2.5 [-2.6, 7.6] ms, respectively.

Table 5: Relationship between Avatrombopag Concentration and ΔQTcF or ΔΔQTcF – 
Pooled data from Studies 310 and 311

Thank you for requesting our input into the development of this product. We welcome more 
discussion with you now and in the future. Please feel free to contact us via email at 
cderdcrpqt@fda.hhs.gov
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5. APPENDIX
Table 6: Summary of Individual Pharmacokinetic Parameters for Avatrombopag in CLD 

Subjects – Studies 310/311

Source: Population PK/PD study report, Table 8-14, page 57 of 384
Table 7:  Schedule of assessments in Phase 3 Study 311 (Similar ECG/PK assessments in 

Study 310)

p: On Visit 2 (Day 1), 1 PK sample was to be collected between 2 to 6 hours after dosing.
q: On Visit 3 (Day 4 ±1), 2 PK samples were to be collected: predose (within 2 hours prior to dosing) and 
between 2 to 6 hours after dosing.

Source: CSR for Study 311, Table 3, page 66-68 of 1599
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