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Introduction
• The G1/S and G2/M cell-cycle checkpoints, which are largely regulated by transcription factor p53 and WEE1 kinase, respectively, are key 

players in cellular DNA-damage repair (DDR); their role is to mitigate the risk of the genetic instability and chromosomal aberrations that 
drive many cancers1,2

• The G2/M checkpoint is activated in the presence of G1/S checkpoint inactivation, increased DNA damage, or replicative stress1,3

• Inhibition of WEE1 leads to failure of the G2/M checkpoint, subsequent accumulation of cellular DNA damage, mitotic catastrophe, and cell 
death1; a synthetically lethal situation arises when there is simultaneous disruption of the G1/S checkpoint, for example in cells harboring 
mutations in genes involved in DDR, such as TP53 or KRAS, which are highly prevalent in many cancers1–4

• DDR synthetic lethality approaches have demonstrated some success in patients (pts) with advanced solid tumors5

• The potent, selective, orally available WEE1 inhibitor IMP7068 has shown antitumor activity in preclinical models, with limited 
off-target activity6

• A dose-escalation and dose-expansion study was conducted to evaluate the safety and efficacy of IMP7068 in pts with advanced solid 
tumors (NCT04768868)

• The findings of the dose-escalation stage are presented

Safety, pharmacokinetic and pharmacodynamic profiles of the WEE1 inhibitor IMP7068 in patients with advanced solid tumors

• This open-label, phase 1 study enrolled adult pts with histologically or cytologically confirmed advanced/metastatic solid tumors that were 
refractory or intolerant to standard treatment, or for which no standard treatment exists

• Pts received oral doses of IMP7068 at planned doses of 30, 60, 120, 200, 300, or 400 mg once daily (QD) for 3 days, followed by 4 days 
off per week for each 21-day cycle (3/4) (Figure 1)
‒ A 160 mg QD dose cohort was added based on Safety Monitoring Committee (SMC) review of pharmacokinetic (PK) data from the 

120 mg dose cohort, to better characterize the safety and antitumor activity of IMP7068
‒ Other schedules were also evaluated upon approval from the SMC after thorough review of all available data from the prior dose 

schedule(s), leading to commencement of two additional cohorts: 240 mg QD for 2 days on, 5 days off (2/5) and 80 mg twice daily (BID) 
on a 3/4 schedule

• An accelerated titration design was used for the 30 mg and 60 mg dose levels, and an i3+3 design for all others
• The primary objective of this study was to determine the safety, tolerability, and recommended phase 2 dose (RP2D) of IMP7068

monotherapy
• Secondary objectives included characterization of the PK profile of single and repeated doses of IMP7068, and preliminary evaluation of 

antitumor efficacy with repeated dosing in pts with advanced solid tumors

Figure 1: Dose-escalation scheme and DLT summary

Total population, N=32
Age, median (range) Years 60 (20–75)
Sex, n (%) Female 22 (68.8)

Male 10 (31.3)
Race, n (%) White 10 (31.3)

Black or African American 3 (9.4)
Asian 19 (59.4)

ECOG PS, n (%) 0 13 (40.6)
1 19 (59.4)

Prior lines of therapy for advanced/metastatic 
disease, n (%)a

1 4 (12.5)
2 4 (12.5)
3 6 (18.8)
4 1 (3.1)
≥5 16 (50.0)

Primary diagnosis (in ≥2 patients), n (%) Colorectal cancer 11 (34.4)
Ovarian cancerb 10 (31.3)
Uterine cancerc 4 (9.4)
Otherd 7 (21.9)

aThe number of prior lines of therapy was unknown for one pt. bIncludes ovarian, fallopian tube, and primary peritoneal cancer. cIncludes uterine and endometrial cancer. dIncludes cholangiocarcinoma, 
adenoid cystic carcinoma, osteocarcinoma, pancreatic ductal adenocarcinoma, parotid gland cancer, solitary fibrous tumor, and thymoma (n=1 [3.1%] for each).
ECOG PS, Eastern Cooperative Oncology Group performance status.

• IMP7068 was well tolerated and conferred a WEE1-inhibitory effect, with PK and PD profiles consistent with WEE1 inhibition at 
each dose.

• Dose escalation including a twice-daily regimen is under evaluation to mitigate the risk of ECG QT prolonged.
• The RP2D is expected to be determined soon.
• Multiple expansion cohorts (including uterine serous carcinoma and biomarker-selected populations) will be initiated later this year.

Conclusions
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Patient demographics and baseline characteristics
• At the data cut-off date of July 18, 2022, 32 pts had been enrolled across eight dose cohorts of IMP7068 30–300 mg QD 3/4, 80 mg BID 

3/4, and 240 mg QD 2/5
• 27 pts had discontinued the study; five pts remained on the study
• The population was heavily pre-treated, with 71.9% having received ≥3 prior lines of anticancer therapy and 53.1% having received ≥4 lines

(Table)
• The most common malignancies among the total study population were colorectal cancer (n=11, 34.4%) and ovarian cancer (n=10, 31.3%)
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Methods

Figure 2: TEAEs and TRAEs, any grade and grade ≥3 (NCI CTCAE v5), by preferred term

Figure 3: (A) IMP7068 exposure and (B) maximum plasma concentration of IMP7068 by dosing schedule, 
after a single dose and after multiple doses

PK/PD
• PK modeling predicted that a BID regimen would increase IMP7068 exposure versus the same QD dose and would be more favorable with 

regard to concentration-dependent adverse events (Figure 3A, B)
• The exposure (area under the time–concentration curve) of IMP7068 in the 80 mg BID 3/4 and 240 mg QD 2/5 dose cohorts was similar to

that in the 160 mg QD 3/4 dose cohort (Figure 3A), and the maximum plasma concentration of IMP7068 with the 80 mg BID dose was 
lower than with the 160 mg QD 3/4 dose (Figure 3B)

• The PK data indicate good oral exposure up to doses of 300 mg QD and 80 mg BID
• Levels of the PD marker phosphorylated cyclin-dependent kinase 1 decreased by ≥50% after IMP7068 doses of 160–200 mg QD and 

80 mg BID

Table: Demographic and baseline characteristics of the total study population

Figure 4: Disease response swimmer plot in all patients
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aThe 160 mg QD dose was added based on the SMC review of PK data from the 120 mg dose. bDoses added following the SMC review of PK/PD and safety data; additional schedules will be explored in the 
escalation phase. cBoth DLTs occurred in one patient simultaneously.
2/5, doses administered once daily for 2 days followed by 5 days off per week over each 21-day cycle; 3/4, doses administered once daily for 3 days followed by 4 days off per week over each 21-day cycle; 
BID, twice daily; DLT, dose-limiting toxicity; ECG, electrocardiogram; PD, pharmacodynamic; PK, pharmacokinetic; pts, patients; QD, once daily; SMC, Safety Monitoring Committee.
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aTreatment-emergent adverse events that were considered by the investigator to be related to IMP7068.
ALT, alanine aminotransferase; AST, aspartate aminotransferase; CrP, creatine phosphokinase; ECG, electrocardiogram; NCI CTCAE v5, National Cancer Institute Common Terminology Criteria for Adverse 
Events version 5.0; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.

Preliminary efficacy
• Median treatment duration was 44 days (95% CI 30–86) and median follow-up duration was 212 days (95% CI 106 – not reached)
• 21 (65.6%) pts were evaluable for efficacy: an objective partial response was observed in one (4.8%) pt with uterine serous carcinoma

‒ Ten (47.6%) pts had stable disease (SD) and ten (47.6%) experienced disease progression
• The disease control rate was 52.4%
• Among those patients with SD, four (19.0%) maintained SD for ≥12 weeks, one (4.8%) with colorectal cancer (CRC) maintained SD for 

>30 weeks (Figure 4); another pt with CRC and SD experienced a 6.7% reduction in tumor size

PD, progressive disease; PR, partial response; SD, stable disease; QD, once daily; BID, twice daily.

2/5, doses administered once daily for 2 days followed by 5 days off per week over each 21-day cycle; 3/4, doses administered once daily for 3 days followed by 4 days off per week over each 21-day cycle; 
AUC0–last, area under the time–concentration curve from time 0 to the last measurable concentration of IMP7068; BID, twice daily; Cmax, maximum plasma concentration; MD, multiple doses; SD, single dose; 
QD, once daily.

Safety
• Six pts experienced DLT events (Figure 1)
• 29 (90.6%) pts reported ≥1 treatment-emergent adverse event (TEAE), which was predominantly grade 1–2 (Figure 2)

‒ The most common TEAEs were ECG QT prolonged (n=11, 34.4%) and diarrhea (n=8, 25.0%)
• TEAEs that were considered treatment-related (TRAEs) occurred in 21 (65.6%) pts and were mostly grade 1–2 (Figure 2)

‒ The most common TRAEs were ECG QT prolonged (n=10, 31.3%) and diarrhea (n=6, 18.8%)
‒ TRAEs led to dose reduction in one (3.1%) pt, dose interruption/delay in four (12.5%) pts, and study drug withdrawal in six (18.8%) pts 

• Serious adverse events were reported in seven (21.9%) pts overall, and only for pts in the 120, 160, and 200 mg QD, and 80 mg BID 
dose cohorts

• There were no TEAE- or TRAE-related deaths

Dose level Pts: all/DLT-
evaluable, n

Pts with
DLT, n DLT description

30 mg QD 3/4 1/1 0 NA
60 mg QD 3/4 1/1 0 NA
120 mg QD 3/4 3/3 0 NA

160 mg QD 3/4 9/9 1c ECG QT prolonged (n=1)
Pulmonary embolism (n=1)

200 mg QD 3/4 9/8 1 ECG QT prolonged (n=1)
300 mg QD 3/4 3/3 3 ECG QT prolonged (n=3)
240 mg QD 2/5 3/3 1 ECG QT prolonged (n=1)
80 mg BID 3/4 3/3 0 NA

DLT summary

300 mg QD 3/4 
(n=3)

200 mg QD 3/4 
(n=9)

120 mg QD 3/4 
(n=3)

30 mg QD 3/4
(n=1)

160 mg QD 3/4a

(n=9)

60 mg QD 3/4
(n=1)
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240 mg QD 2/5b

(n=3)
80 mg BID 3/4b

(n=3)

ECG QT prolonged
Diarrhea
Vomiting
Nausea
Anemia

ALT increased
AST increased

Hypomagnesemia
Constipation

Ascites
Abdominal distension

Abdominal pain
Hypocalcemia
Hypokalemia

Fatigue
Dehydration

Hypophosphatemia
Fall

Blood CrP increased
Pneumonia

Platelet count decreased
Blood bilirubin increased

Decreased appetite
Dysgeusia

ECG T-wave abnormal
ECG T-wave amplitude decreased

Sinus bradycardia
Cough

Edema peripheral
Oropharyngeal pain

Pyrexia
Weight decreased
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