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Abstract
Background and Objectives Data on the effect of food on the pharmacokinetics of senaparib (previously IMP4297), an oral 
poly (adenosine diphosphate-ribose) polymerase inhibitor, are limited. This study was conducted to evaluate the effect of 
food on the pharmacokinetics of senaparib in healthy Chinese subjects.
Methods This is a phase I, open-label, randomized, single-dose, two-way crossover study. Healthy Chinese male subjects 
were randomized 1:1 to receive a single dose of senaparib 100 mg in two prandial states: fasted or after a high-fat meal; 
subjects were given a second dose after switching prandial states and a washout period of at least 7 days. Pharmacokinetics 
were assessed at pre-dose and up to 72 h post-dose. Safety was assessed throughout the study.
Results Sixteen subjects were randomized and included in the pharmacokinetic analysis; 15 completed the study. The pres-
ence of food slowed the rate of senaparib absorption (time to maximum concentration) by ~ 3 h and reduced the maximum 
concentration of senaparib by ~ 24%. Total exposure to senaparib was higher in the fed than fasted state; senaparib area 
under the plasma concentration–time curve from time zero to the last measurable concentration and area under the plasma 
concentration–time curve from time zero to infinity were increased by ~ 24 and ~28%, respectively. Safety profiles were 
similar in both prandial states. All treatment-emergent adverse events were grade 1 in severity; no serious adverse events 
or deaths were reported.
Conclusions Food slightly decreased the rate and increased the extent of senaparib absorption following oral administration. 
However, the effect of food on various exposure parameters was not considered clinically meaningful. Safety data were con-
sistent with the known profile of senaparib and senaparib was well tolerated in the fed and fasted states in healthy subjects. 
These results indicated that senaparib could be administered orally with or without food.
Clinical Trial Registration ClinicalTrials.gov NCT04057729.

 * Jianliang Zhang 
 zhangjianliang@shphc.org.cn

1 Shanghai Public Health Clinical Center, Fudan University, 
2901 Caolang Rd, Jinshan District, Shanghai 201508, China

Key Points 

Results of this study showed that senaparib was 
absorbed faster without food; however, its exposure and 
bioavailability were slightly higher with food intake in 
healthy Chinese subjects.

The effect of food on oral senaparib pharmacokinetics 
was not considered to be clinically relevant because of 
its wide therapeutic range.

1 Introduction

Tumor cells that have defects in homologous recombina-
tion repair, such as those with mutations in breast cancer 
susceptibility genes 1 or 2 (BRCA1/2), are sensitive to 
poly (adenosine diphosphate-ribose) polymerase (PARP) 
inhibition [1]. The selective vulnerability of these tumor 
cells to PARP inhibitors can be explained by synthetic 
lethality: PARP inhibition causes the accumulation of 
DNA damage that is otherwise repaired by a functional 
homologous recombination repair pathway, leading to cell 
death [1]. In addition, PARP trapping occurs at sites of 
DNA damage under PARP inhibition, another key mecha-
nism leading to cell death. To date, a number of PARP 
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inhibitors have been developed, with several approved 
worldwide [2–5].

Senaparib (previously IMP4297) is a novel PARP 
inhibitor that demonstrates potent enzymatic inhibition 
against both PARP-1 and PARP-2 and a higher potency 
to induce PARP-1 trapping than olaparib [6]. In pre-
clinical studies using various in vitro and ex vivo models, 
senaparib demonstrated greater anti-tumor activity than 
olaparib without increasing toxicity [6]. Pre-clinical 
pharmacokinetic studies showed dose proportionality 
(dose levels increased proportionally from 0.1 to 1 mg/
kg in rats and from 0.2 to 0.8 mg/kg in dogs), good oral 
bioavailability (68.5% in dogs, with an elimination half-
life [t½] of ~ 4.50 ± 0.15 h), and wide tissue distribution 
of senaparib, and indicated that this drug is mainly 
metabolized by cytochrome P450 (CYP) 3A4 in the 
liver and excreted via the feces (unpublished data). Its 
low activity against five CYPs (half maximal inhibitory 
concentration >  30 μM against CYP1A2, CYP2C9, 
CYP2C19, CYP2D6, and CYP3A4) also suggests low 
risk of drug–drug interactions [6]. In two phase I studies 
of senaparib in Australian and Chinese patients with 
advanced tumors, the exposure to senaparib reflected 
by maximum concentration (Cmax) and area under the 
plasma concentration–time curve (AUC) demonstrated an 
increasing trend from 2 to 80 mg, but appeared to plateau 
above 80 mg [7, 8]. In Australian patients, the median 
time to reach Cmax (Tmax) ranged from 2.0 to 2.3 h across 
the different dosages from 2 to 120 mg, when given in the 
fasted state. Similarly, in Chinese patients, Tmax following 
a single dose of 2–150 mg ranged between 2.0 and 2.7 h. 
It should be noted that these pharmacokinetic parameters 
were reported for day 15 of cycle 1, with 21 days as a 
cycle.

In the same dose-escalation, phase I clinical trials, no 
dose-limiting toxicities were observed when the dose of 
senaparib was escalated up to 150 mg once daily (QD), 
and anti-tumor activity was demonstrated across the 
dose range of 20 mg to 150 mg QD, and 50 mg twice 
daily (in the fasted state), while absorption seemed to 
saturate at around 80 mg QD and above following oral 
administration [7, 8]. In addition, the median dose used 
in 12 patients who achieved a partial response was 80 
mg QD (unpublished data). Considering the high inter-
subject variability in senaparib exposure, 100 mg QD was 
selected to minimize the potential risk of having lower 
exposure in patients for subsequent phase II/III studies. 
Moreover, no dose-limiting toxicities were observed at 
80, 100, and 120 mg, and a pre-clinical study showed 
that 100 mg QD was sufficient to cover the half maximal 
inhibitory concentration in vitro (unpublished data). Based 

on the efficacy, safety, and pharmacokinetic results, the 
recommended dose for the phase II study was 100 mg QD.

Food may change the bioavailability of an oral drug by 
affecting its absorption through the gastrointestinal tract, its 
metabolism, or by interacting with the drug substance [9]. 
In this phase I study, we evaluated the effect of food on 
the pharmacokinetics of senaparib in healthy Chinese male 
subjects.

2  Subjects and Methods

2.1  Study Design

This was a phase I, open-label, randomized, single-dose, 
two-way crossover study to evaluate the effect of food on the 
pharmacokinetics of senaparib. The study was conducted at 
the Shanghai Public Health Clinical Center, China. Subjects 
were randomized to two sequence groups (1:1), in which 
subjects received a single oral dose of senaparib under 
fasted states in period 1 and under fed conditions in period 2 
(sequence group 1), or vice versa (sequence group 2). Eight 
subjects were planned to be included in each sequence. A 
washout phase of at least 7 days separated the two treatment 
periods.

This study was designed and conducted in accordance 
with the Declaration of Helsinki, Good Clinical Practice 
guidelines, and applicable Chinese National Medical Prod-
ucts Administration regulations (e.g., the Drug Registra-
tion Regulation [10], Good Clinical Practice [11], and the 
Technical Guidelines for Clinical Pharmacokinetics Study 
of Chemical Medicine [12]). Informed consent was obtained 
from all subjects before any study-related procedures were 
performed. The study protocol and informed consent infor-
mation were approved by the Ethics Committee at the 
Shanghai Public Health Clinical Center. This trial was reg-
istered with ClinicalTrials.gov, number NCT04057729.

2.2  Subjects

Eligible subjects were healthy Chinese male adults aged 
18–55 years with a body mass index of 19.0–26.0 kg/m2 and 
body weight of ≥ 50.0 kg. Enrolled subjects needed to have 
no plans for conception or sperm donation and be willing 
to use effective contraception from the start of the study to 
90 days after the last dose of the investigational drug. Key 
exclusion criteria included: lactose intolerance; a history of 
diseases/conditions or use of medications that may interfere 
with the trial results or pose a risk to the subjects; vacci-
nation; surgery; drug abuse; and excessive consumption of 
alcohol, tobacco, tea, coffee, and/or caffeine-rich beverages. 
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Concomitant medications were not allowed during the study, 
except those for adverse event management.

2.3  Interventions

Subjects took a single oral dose of senaparib 100 mg with 
240 mL of warm water. Food effect was tested with a high-
fat meal, which was high calorie (800–1000 kcal) and high 
fat (approximately 50% of total calories of the meal were 
derived from fat) with 150, 250, and 500–600 kcal calories 
derived from proteins, carbohydrates, and fats, respectively, 
designed in accordance with the Technical Guidelines for 
Clinical Pharmacokinetics Study of Chemical Medicine 
[12]. Subjects were instructed to finish the meal within 30 
min.

In the fasted state, subjects were fasted overnight for at 
least 10 h before taking senaparib, with meals allowed 4 h 
post-dose. In the fed state, subjects were fasted overnight 
for at least 10 h and received a high-fat meal 30 mins before 
taking senaparib, with another meal allowed 4 h post-dose. 
Drinking water was not allowed 1 h pre-dose and post-dose 
except during the administration of senaparib.

2.4  Endpoints and Assessments

The primary endpoint was the pharmacokinetics parameters 
of senaparib. This included Cmax, Tmax, AUC from time zero 
to the last measurable concentration (AUC 0–last), AUC from 
zero to infinity (AUC 0–inf), t½, apparent clearance, and appar-
ent volume of distribution.

Blood samples (approximately 3 mL) for the pharma-
cokinetic analysis were collected at 0 (within 1 h pre-
dose), 0.5, 1, 1.5, 2, 2.5, 3, 4, 5, 6, 8, 10, 12, 24, 48, 
and 72 h post-dose. Senaparib concentration in human 
ethylene diamine tetraacetic acid dipotassium plasma was 
measured using a pre-validated, liquid chromatography-
tandem mass spectrometry method (Q Squared Solu-
tions, Beijing, China). Blood samples were immediately 
inverted gently at least five times to mix the blood with 
ethylene diamine tetraacetic acid dipotassium, and cen-
trifuged at approximately 3000 rpm for 10–15 min at 4 
°C within 60 min from the collection. The plasma was 
then transferred into storage tubes and stored at − 20 °C 
or below before transfer to Q Squared Solutions (Beijing) 
Co., Ltd, a laboratory for bioanalysis of senaparib.

Safety was assessed by reviewing treatment-emergent 
adverse events (TEAEs), clinical laboratory tests, vital 
signs, and 12-lead electrocardiograms. Electrocardiograms 
were performed at prespecified timepoints (matched 
with pharmacokinetic sampling times) pre-dose and 

post-dose. Adverse events were monitored up to 1 month 
after the last dose. Treatment-emergent adverse events 
were coded using the Medical Dictionary for Regulatory 
Activities, version 22.0 and graded according to Common 
Terminology Criteria for Adverse Events, version 4.03. 
Treatment-emergent adverse events of special interest 
included drug-induced liver injury; pregnancy; drug-
related neutropenia of grade 3 or worse; drug-related 
thrombocytopenia of grade 3 or worse; drug-related 
hypochromia of grade 3 or worse; and medication error, 
overdose, abuse, or misuse.

2.5  Statistical Analysis

It was planned that 16 subjects would be enrolled in this 
trial. Assuming a dropout rate of 25%, it was estimated 
that 12 subjects would complete the study. This would 
provide the trial with 11 and 15% accuracy (width of 90% 
confidence interval [CI]) to show a difference in AUC and 
Cmax in the fed state relative to the fasted state, respectively 
(at a geometric mean ratio [GMR] of 50%) under a small 
intra-subject variability (assuming the standard deviation of 
 loge AUC and  loge Cmax is 0.15 and 0.20, respectively), and 
provide corresponding 22 and 29% accuracy under a large 
intra-subject variability (assuming the standard deviation of 
 loge AUC and  loge Cmax is 0.30 and 0.40, respectively).

Pharmacokinetics parameters were calculated in subjects 
who received at least one dose of study drug and had at least 
one evaluable pharmacokinetics parameter for senaparib. 
Safety was assessed in all subjects who received at least one 
dose of the study drug and had evaluable data for post-dose 
safety evaluation.

Pharmacokinetic parameters were calculated by a 
non-compartmental analysis using WinNonlin™ soft-
ware version 8.2 (Certara USA Inc., Princeton, NJ, 
USA). Log-transformed AUC 0–last, AUC 0–inf, and Cmax 
were determined using a mixed-effects model, with the 
sequence, period, and treatment as the fixed effect, and 
subjects within the sequence as the random effect. Geo-
metric mean ratios and corresponding 90% CIs of log-
transformed AUC 0–last, AUC 0–inf, and  Cmax in the fed state 
relative to the fasted state were calculated. An absence 
of food effect would be concluded if the 90% CI of the 
GMR fell within 80.00–125.00% for AUC 0–last, AUC 0–inf, 
and Cmax. Descriptive statistics were used to summarize 
the pharmacokinetic parameters (Cmax, Tmax, AUC 0–last, 
AUC 0–inf, t½, apparent clearance, and apparent volume of 
distribution) in the fasted and fed states. Using linear and 
semi-log scales, the plasma concentration–time profiles 
(mean ± standard deviation curves) were plotted.
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2.6  Bioanalytical Assay

Analytical procedures and conduct of biological sample 
analysis according to the Good Laboratory Practice issued 
by the National Medical Products Administration in China 
and laboratory standard operating procedures were carried 
out by Q Squared Solution (Beijing) Co., Ltd. During the 
bioanalytical process, the quality assurance personnel of 
the bioanalytic unit reviewed the sample analysis scheme 
according to the study protocol and reviewed sample 
receipt records, sample management, standard substance 
management, verified sample analysis on-site, and 
audited the data and report. There were 11 analytical runs 
for sample analysis, including two solution comparison 
runs, two pre-study measurement and evaluation runs, 
and seven sample analysis runs. The first sample and last 
sample were analyzed within 45 days.

3  Results

3.1  Subject Disposition and Baseline Characteristics

Between 22 July, 2019 and 30 August, 2019, 64 subjects 
were screened, among whom 16 subjects were enrolled 
and randomized (eight subjects in each sequence; Fig. 1). 
Of them, 15 subjects completed the study; one subject 

in sequence 1 withdrew from the trial because of anemia 
without receiving the dose in the fed state in period 2. All 
randomized subjects (n = 16) were included in the phar-
macokinetic analysis and safety assessment. Overall, 16 
and 15 subjects in the fasted and fed state were evaluable, 
respectively.

Baseline characteristics are shown in Table 1. The mean 
age of subjects was 28.20 ± 6.24 years, with a mean weight 
of 62.76 kg (range 57.20–76.20) and mean body mass index 
of 21.40 kg/m2 (range 19.40–24.60).

3.2  Pharmacokinetics

As shown in the plasma concentration–time profiles for 
senaparib after oral administration, senaparib was absorbed 
faster in the fasted state compared with the fed state (median 
Tmax, 2.0 h [range 0.5–4.0] vs. 5.0 h [range 3.0–12.0], respec-
tively; Fig. 2), while being eliminated at a similar rate (mean 
t½, 8.66 ± 3.67 h vs 7.92 ± 4.53 h, respectively; Table 2). In 
the fed state, senaparib reached a slightly lower Cmax com-
pared with that in the fasted state (mean Cmax, 1680 vs 1300 
ng/mL). The total exposure to senaparib was higher in the 
fed state versus the fasted state (mean AUC 0–last, 13400 vs 
10500 hng/mL; mean AUC 0–inf, 13900 vs 10700 hng/mL).

In addition, there was lower inter-subject variability in 
exposure to senaparib after oral administration in the fasted 
state compared with the fed stated, as indicated by the 

Fig. 1  Subject disposition
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smaller coefficients of variation for Cmax (16 vs 25%), AUC 
0–last (24 vs 37%), and AUC 0–inf (24 vs 38%). Similarly, 
other pharmacokinetic parameters related to distribution, 

clearance, and elimination of senaparib also demonstrated 
lower inter-subject variability in the fasted state.

The GMRs of Cmax, AUC 0–last, and AUC 0–inf were 0.76, 
1.24, and 1.28, respectively. The lower limit of 90% CI 
(0.6637) for the GMR of Cmax was below the 80.0–125.0% 
bioequivalence range, while the upper limits of 90% CIs 
of the GMRs of AUC 0–last (1.4192) and AUC 0–inf (1.4914) 
were above the bioequivalence range. These results indicate 
that food had a slight effect on the absorption of senaparib; 
however, the slight changes in Cmax (decreased by 24%), 
AUC 0–last (increased by 24%), and AUC 0–inf (increased by 
28%) are not considered clinically significant.

3.3  Safety

Treatment-emergent adverse events were reported in five 
(31.25%) subjects who received senaparib in the fasted state, 
and four (26.67%) subjects who received senaparib in the 
fed state. All TEAEs were grade 1 in severity. No serious 
adverse events or deaths occurred. One subject in the fasted 
group experienced anemia and withdrew from the study on 
the investigator’s decision; there were no TEAEs leading to 
treatment discontinuation. All TEAEs were abnormalities in 
laboratory tests or electrocardiograms (Table 3). No TEAEs 
of special interest were reported. All TEAEs resolved with-
out medical intervention except for one laboratory finding 
of hematuria, for which the outcome was unknown because 
the subject rejected a follow-up re-examination. One TEAE 
was considered related to the study drug, which was the 

Table 1  Baseline characteristics of study subjects

BMI body mass index, SD standard deviation
a Subjects in sequence group 1 received a single oral dose of 
senaparib under fasted states in period 1 and under fed conditions in 
period 2
b Subjects in sequence group 2 received a single oral dose of 
senaparib under fed conditions in period 1 and under fasted states in 
period 2

Characteristic Sequence group 
 1a (n = 8)

Sequence group 
 2b (n = 8)

Total (n = 16)

Male, n (%) 8 (100) 8 (100) 16 (100)
Age, years
 Mean (SD) 29.40 (8.00) 27.00 (4.04) 28.20 (6.24)
 Range 21–45 22–33 21–45

Ethnicity, n (%)
 Han 7 (87.50) 8 (100.00) 15 (93.75)
 Other 1 (12.50) 0 1 (6.25)

Weight, kg
 Mean (SD) 59.16 (2.38) 66.35 (5.93) 62.76 (5.73)
 Range 57.20–64.70 59.70–76.20 57.20–76.20

BMI, kg/m2

 Mean (SD) 21.24 (0.66) 21.56 (1.59) 21.40 (1.19)
 Range 20.00–22.00 19.40–24.60 19.40–24.60
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Fig. 2  Mean plasma concentration of senaparib versus time curve after a single dose in the fasted or fed state. The curve is plotted a on a linear 
scale or b on a logarithmic scale. h hours
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aforementioned event of anemia in one subject in the fasted 
group. The pattern of TEAEs did not reveal any notable dif-
ferences between the fasted state and the fed state. No clini-
cally significant corrected QT interval by Fridericia interval 
prolongation (defined as absolute corrected QT interval by 
Fridericia ≥ 500 ms) or change from baseline (defined as 
a corrected QT interval by Fridericia interval increased by 
≥ 45 ms from baseline) was detected in this study.

4  Discussion

Understanding whether food has a clinically relevant inter-
action with oral anti-cancer drugs is important in order to 
provide patients with the necessary food intake guidelines to 
ensure that exposure to the drug does not result in reduced 
efficacy or higher toxicity in the fed state. The 100-mg dose 
used in this food effect study of senaparib was selected based 
on a projected optimal risk–benefit ratio. Healthy subjects 
revealed a modest change in the absorption/bioavailability 
of senaparib when taken after a high-fat meal compared 
with under fasted states (Cmax decreased by 24%, AUC 0–last 
increased by 24%, and AUC 0–inf increased by 28%). We 
postulate that the intake of a high-fat meal would decrease 
the gastrointestinal motility. When gastrointestinal motil-
ity slows down, there is a possibility that the rate of oral 
absorption of senaparib would also decrease, which was 
reflected as altered pharmacokinetics such as delayed Tmax 
and decreased Cmax.

Previously, a preliminary exposure-safety analysis 
of senaparib in 96 patients with advanced solid tumors 
(unpublished data). Senaparib was effective at a dose level 
of 20 mg QD to 120 mg QD. Although patients with higher 
grade treatment-related adverse events tended to have higher 
treatment exposure, there were substantial overlaps in the 
exposure distribution across different treatment-related adverse 
event grades (< grade 3 vs ≥ grade 3). Additionally, in the 
ongoing phase II/III clinical studies, any treatment-related 
toxicity observed during the study could be managed by 
dose interruption or modification (40 to 100 mg dose range), 
minimizing the safety risk. Therefore, given the flexible dosing 
schedule, the difference in the total exposure to senaparib 
due to food intake was not considered clinically meaningful, 
indicating that senaparib can be taken with or without food. 
Similarly, the approved PARP inhibitors olaparib, rucaparib, 
niraparib, and talazoparib also showed an absence of clinically 

Table 2  Pharmacokinetic parameters of senaparib after a single dose in the fasted or fed state

Data are presented as the mean (standard deviation), coefficient of variation expressed in %, except for Tmax, which is presented as the median 
(range)
AUC 0–inf area under the plasma concentration–time curve from zero to infinity, AUC 0–last area under the plasma concentration–time curve from 
time zero to the last measurable concentration, CI confidence interval, CL/F apparent clearance, Cmax maximum concentration, GMR geometric 
mean ratio, NA not applicable, Tmax time to maximum concentration, t½ elimination half-life, Vz/F apparent volume of distribution

Parameter Fasted (n = 16) Fed (n = 15) GMR (90% CI)

Cmax, ng/mL 1680 (268), 16 1300 (330), 25 0.76 (0.6637–0.8669)
AUC 0–last, h⋅ng/mL 10,500 (2530), 24 13,400 (4950), 37 1.24 (1.0760–1.4192)
AUC 0–inf, h⋅ng/mL 10,700 (2530), 24 13,900 (5300), 38 1.28 (1.1050–1.4914)
Tmax, h 2.00 (0.50–4.00) 5.00 (3.00–12.00) NA
t½, h 8.66 (3.67), 0.42 7.92 (4.53), 0.57 NA
CL/F, L/h 9.82 (2.20), 0.22 8.25 (3.41), 0.41 NA
Vz/F, L 120 (54), 0.45 110 (120), 1.18 NA

Table 3  Incidence of TEAEs

Data are presented as n (%)
ECG echocardiogram, TEAE treatment-emergent adverse event

TEAE Fasted (n =16) Fed (n =15)

Any 5 (31.25) 4 (26.67)
Grade 1 5 (31.25) 4 (26.67)
Drug related 1 (6.25) 0
TEAEs leading to treatment 

discontinuation
1 (6.25) 0

Investigations
 Hematuria 1 (6.25) 0
 Urinary cast 1 (6.25) 0
 ECG T-wave abnormality 2 (12.50) 0
 Blood uric acid increased 1 (6.25) 1 (6.67)
 Blood triglyceride increased 0 1 (6.67)

Cardiac disorders
 Atrioventricular block first degree 0 1 (6.67)
 Supraventricular extrasystole 0 1 (6.67)
 Sinus bradycardia 1 (6.25) 0

Blood and lymphatic system disorders
 Anemia 1 (6.25) 0
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relevant food effect, and the dosage information in their 
product package inserts recommends oral intake either with 
or without food [2–5, 13–15].

Two separate phase I dose-escalation studies in Chinese 
and Australian patients with solid tumors demonstrated similar 
absorption and elimination rates, and higher exposure to 
senaparib after a single oral dose at 100 mg (mean Cmax was 
3195.00 ± 1020.62 and 2401.67 ± 896.33 ng/mL, and mean 
AUC 0–inf was 39337.70 ± 17047.57 and 29541.63 ± 12133.28 
h⋅ng/mL, in Chinese and Australian patients, respectively) than 
in healthy subjects [7, 8]. Both studies further characterized 
the safety, efficacy, and pharmacokinetic profile of senaparib 
100 mg, which was consistent in both populations, providing 
support for dosing recommendations for phase II studies and 
for this food effect study.

The TEAEs reported in healthy subjects in this study were 
restricted to abnormal findings in laboratory tests or electro-
cardiogram results, and all were grade 1 in severity. Adding 
to these encouraging preliminary safety data, phase I clini-
cal studies in Chinese (n = 57) and Australian patients (n = 
39) with solid tumors showed that most TEAEs were grade 
1 or 2, and no dose-limiting toxicities occurred at doses of 
2–120 mg. The most common TEAEs were hematological 
abnormalities in Chinese patients, while the most common 
TEAEs were fatigue, nausea, constipation, and back pain in 
Australian patients [7, 8]. The findings of laboratory abnor-
malities in Chinese subjects receiving senaparib are in line 
with the established adverse event profile of PARP inhibitors 
[2–5]. There was no clinically relevant difference in terms of 
the safety profile when senaparib was administered with or 
without food. The existing safety data provide evidence for 
favorable tolerance and an acceptable safety profile for sena-
parib, which will continue to be monitored in future studies 
with larger sample sizes and longer treatment durations.

Only male healthy subjects were enrolled in this study, 
which was one limitation of the study. However, clinical 
studies in patients with solid tumors suggested that no sex 
difference exists in the pharmacokinetics of senaparib (data 
on file). The lack of a clinically meaningful effect of food on 
the absorption/bioavailability of senaparib in male subjects 
is likely to be generalizable to female subjects.

5  Conclusions

A high-fat meal slightly increased the absorption of 
senaparib upon oral administration but the change in total 
exposure was not considered to be clinically significant. 
Therefore, senaparib can be taken orally either with or 
without food.
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