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Clinical Study Report AstraZeneca 
Olaparib and MEDI4736-D081KC00001 

The most common reason for olaparib and MEDI4736 treatment discontinuation was 
objective disease progression (26 patients for both drugs, representing 68.4% of patients who 
received olaparib and 74.3% of patients who received MEDI4736).  The most common reason 
for terminating the study was death (36 patients; 90.0%).  The majority of patients in the full 
analysis set were White, male, and ≥ 50 to <65 years old.  All patients in the full analysis set 
had received chemotherapy prior to study entry; 71.1% had received 1 prior line of 
chemotherapy, 28.9% had received 2 prior lines.  The cohort population was representative of 
the overall target population of patients with platinum-sensitive relapsed SCLC. 

In the gBRCAm breast cancer cohort, 34 patients received olaparib and MEDI4736 treatment 
and were included in the safety analysis set.  Thirty patients from 12 study centers were 
included in the full analysis set.  At the time of data cut-off, 3 patients (10.0%) were still 
receiving both olaparib and MEDI4736.  Eight patients (23.5%) were still being followed in 
the study at the time of data cut-off.  The most common reason for olaparib and MEDI4736 
treatment discontinuation was objective disease progression (23 patients [76.7%] for olaparib; 
21 patients [70.0%] for MEDI4736).  The most common reason for terminating the study was 
death (24 patients; 70.6%).  The majority of patients in the full analysis set were White, all but 
1 were female, and the majority were < 50 years old.  All patients in the full analysis set had 
received chemotherapy (including in the neoadjuvant/adjuvant setting) prior to study entry; 
36.7% had received 1 prior line of chemotherapy in the metastatic setting and 33.3% had 
received 2 prior lines in the metastatic setting.  The cohort population was representative of 
the overall target population of patients with gBRCAm human epidermal growth factor 
receptor 2-negative metastatic or locally advanced breast cancer 

In the gBRCAm ovarian cancer cohort, 34 patients received olaparib treatment and were 
included in the safety analysis set, and 32 (94.1%) received MEDI4736 treatment.  Thirty-two 
patients from 20 study centers were included in the full analysis set.  At the time of data 
cut-off, 8 patients (25.0%) were still receiving olaparib and 7 (23.3%) were still receiving 
MEDI4736.  Twenty-two patients (64.7%) were still being followed in the study at the time of 
data cut-off.  The most common reason for olaparib and MEDI4736 treatment discontinuation 
was objective disease progression (17 patients [53.1%] for olaparib; 16 patients [53.3%] for 
MEDI4736).  The most common reason for terminating the study was death (11 patients; 
32.4%).  All patients were female.  The majority of patients in the full analysis set were White 
and ≥ 50 to < 65 years old.  All patients in the full analysis set had received chemotherapy 
prior to study entry; 40.6% had received 1 prior line of chemotherapy: 28.1% had received 
2 prior lines, 21.9% had received 3 prior lines, and 9.4% had received ≥ 4 prior lines.  The 
cohort population was representative of the overall target population of patients with 
platinum-sensitive gBRCAm relapsed ovarian cancer. 

In the gastric cancer cohort, 40 patients received olaparib treatment and were included in the 
safety analysis set, and 37 (92.5%) received MEDI4736 treatment.  Thirty-nine patients from 
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16 study centers were included in the full analysis set.  At the time of data cut-off, 1 patient 
(2.6%) was still receiving olaparib, and 1 (2.8%) was still receiving MEDI4736.  Four patients 
(10.0%) were still being followed in the study at the time of data cut-off.  The most common 
reason for olaparib and MEDI4736 treatment discontinuation was objective disease 
progression (29 patients [74.4%] for olaparib; 30 patients [83.3%] for MEDI4736).  The most 
common reason for terminating the study was death (35 patients; 87.5%).  The majority of 
patients in the full analysis set were White and male.  No predefined age group represented a 
majority of patients; 46.2% of patients were ≥ 50 to < 65 years old.  All patients in the full 
analysis set had received chemotherapy prior to study entry; all but 1 patient had received 
1 prior line of chemotherapy, 1 patient (2.6%) had received 2 lines.  The cohort population 
was representative of the overall target population of patients with platinum-sensitive 
metastatic or relapsed gastric cancer. 

Summary of efficacy results 
SCLC cohort 

• The 12-week DCR as assessed by Investigators was 28.9%.  The pre-specified target for 
12-week DCR in the SCLC cohort was 60%. 

• The median PFS as assessed by Investigators was 2.4 months (95% CI: 0.9, 3.0 months). 
• The objective response rate (ORR) as assessed by Investigators was 10.5% (95% 

CI: 2.94%, 24.80%).  One patient (2.6%) had a best objective response (BoR) of complete 
response (CR) and 3 patients (7.9%) had a BoR of partial response (PR). 

• The median DoR as assessed by Investigators was 3.6 months for 4 patients with 
objective responses. 

• The median TDT, calculated by KM technique, was 2.8 months (95% CI: 2.0, 
3.8 months). 

• The median OS in the SCLC cohort was 7.6 months (95% CI: 5.6, 8.8 months).  
• The mean percentage change from Baseline in target tumor size at 12 weeks was 17.23% 

(StDev: 54.752%) and at 28 weeks was -2.05% (StDev: 15.671%) . 
• The mean best percentage change from Baseline in target tumor size was 6.27% 

(StDev: 32.398%). 
 
gBRCAm breast cancer cohort 

• The 12-week DCR as assessed by Investigators was 80.0%.  The pre-specified target for 
12-week DCR in the gBRCAm breast cancer cohort was 75%. 

• The median PFS as assessed by Investigators was 8.2 months (95% CI: 4.6, 11.8 months). 
• The ORR for the gBRCAm breast cancer cohort as assessed by Investigators was 63.3% 

(95% CI: 43.86%, 80.07%).  One patient (3.3%) had a BoR of CR and 18 patients 
(60.0%) had a BoR of PR. 
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• The median DoR in the gBRCAm breast cancer cohort as assessed by Investigators was 
9.2 months for 19 patients with objective responses. 

• The median TDT, calculated by KM technique, was 7.8 months (95% CI: 6.2, 12.1 
months). 

• The median OS in the gBRCAm breast cancer cohort was 20.5 months (95% CI: 16.2, 
25.5 months).  

• The mean percentage change from Baseline in target tumor size at 12 weeks was -26.13% 
(StDev: 43.033%) and at 28 weeks was -40.85% (StDev: 39.541%). 

• The mean best percentage change from Baseline in target tumor size was -47.60% 
(StDev: 36.823%). 

 
gBRCAm ovarian cancer cohort 

• The 12-week DCR as assessed by Investigators was 81.3%.  The pre-specified target for 
12-week DCR in the gBRCAm ovarian cancer cohort was 90%. 

• The median PFS as assessed by Investigators was 12.0 months (95% CI: 8.2, 
15.9 months). 

• The ORR for the gBRCAm ovarian cancer cohort as assessed by Investigators was 71.9% 
(95% CI: 53.25, 86.25%).  Eight patients (25.0%) had a BoR of CR and 15 patients 
(46.9%) had a BoR of PR. 

• The median DoR in the gBRCAm ovarian cancer cohort as assessed by Investigators was 
10.2 months for 23 patients with objective responses. 

• The median TDT, calculated by KM technique, was 13.1 months (95% CI: 8.2, 15.9 
months). 

• The median OS in the gBRCAm ovarian cancer cohort had not been reached at the data 
cut-off; the median follow-up at the point of data cut-off was 26.3 months. 

• The mean percentage change from Baseline in target tumor size at 12 weeks was -35.86% 
(StDev: 29.791%) and at 28 weeks was -53.74% (StDev: 31.147%). 

• The mean best percentage change from Baseline in target tumor size was -55.55% 
(StDev: 35.789%). 

 
Gastric cancer cohort 
• The 12-week DCR as assessed by Investigators was 25.6%.  The pre-specified target for 

12-week DCR in the gastric cancer cohort was 70%. 
• The median PFS was 2.6 months (95% CI: 1.4, 2.8 months). 
• The ORR for the gastric cancer cohort as assessed by Investigators was 10.3% 

(95% CI: 2.87%, 24.22%).  Three patients (7.7%) had a BoR of CR and 1 patient (2.6%) 
had a BoR of PR. 

• The median DoR in the gastric cancer cohort as assessed by Investigators was 
14.8 months for 4 patients with objective responses. 
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• A total of 80.0% of patients had AEs related to olaparib treatment.  The most common 
CTCAE Grade ≥ 3 AE related to olaparib was anaemia (32.5% of patients); all other 
Grade ≥ 3 AEs related to olaparib occurred in 1 patient.  

• A total of 27.5% of patients had AEs related to MEDI4736 treatment.  The most common 
CTCAE Grade ≥ 3 AEs related to MEDI4736 was hepatocellular injury (5.0% of 
patients); all other Grade ≥ 3 AEs related to MEDI4736 occurred in 1 patient.  

• A total of 89.5% of patients died; the majority of deaths (30 of 34) were related to the 
disease under investigation.  Three patients died as a result of AEs (pancytopenia, gastric 
haemorrhage, and acute respiratory distress syndrome). 

• A total of 57.5% of patients had 1 or more serious adverse events (SAEs) during the 
study.  The only SAEs reported in more than 1 patient were chronic obstructive 
pulmonary disease (3 patients; 7.5%) and pneumonia and atrial fibrillation (each 
2 patients; 5.0%).  10.0% of patients had an SAE related to olaparib and 7.5% had an 
SAE related to MEDI4736. 

• The olaparib and MEDI4736 adverse event of special interest (AESI) of pneumonitis 
occurred in 1 patient.  The most commonly reported MEDI4736 AESIs were diarrhoea 
(17.5% of patients), lipase increased (12.5% of patients), and blood creatinine increased 
and amylase increased (each 10.0% of patients). 

• There were no clinically significant changes in vital signs in the SCLC cohort.  There 
were no clinically significant trends observed in laboratory parameters during the study in 
the SCLC cohort with the exception of expected reductions in haemoglobin and increases 
in creatinine during treatment. 

 
gBRCAm breast cancer cohort 

• No new safety findings were observed for olaparib in combination with MEDI4736 in 
patients with breast cancer.  Safety findings were consistent with the known profiles of 
olaparib and MEDI4736. 

• All patients experienced at least 1 AE.  The 3 most commonly reported AEs were fatigue 
(64.7% of patients), nausea (58.8% of patients), and anaemia (41.2% of patients). 

• A total of 35.3% of patients had at least 1 CTCAE Grade ≥ 3 AE. 
• A total of 91.2% of patients had AEs related to olaparib treatment.  The most common 

CTCAE Grade ≥ 3 AEs related to olaparib were anaemia (8.8% of patients) and 
neutropenia (5.9% of patients).  

• A total of 52.9% of patients had AEs related to MEDI4736 treatment.  Other than 
pancreatitis (5.9% of patients), other Grade ≥ 3 AEs related to MEDI4736 occurred in 
1 patient only.  

• A total of 70.0% of patients died; the majority of deaths (20 of 21) were related to the 
disease under investigation. 

• A total of 11.8% of patients had 1 or more SAEs during the study, no SAEs occurred in 
more than 1 patient. 2.9% of patients had an SAE related to olaparib and 2.9% had an 
SAE related to MEDI4736. 
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• No olaparib AESIs were reported.  The most commonly reported MEDI4736 AESIs were 
diarrhoea (26.5% of patients) and hypothyroidism (14.7% of patients). 

• There were no clinically significant changes in vital signs in the gBRCAm breast cancer 
cohort.  There were no clinically significant trends observed in laboratory parameters 
during the study in the breast cancer cohort with the exception of expected increases in 
creatinine during treatment. 

 
gBRCAm ovarian cancer cohort 

• No new safety findings were observed for olaparib in combination with MEDI4736 in 
patients with gBRCAm ovarian cancer.  Safety findings were consistent with the known 
profiles of olaparib and MEDI4736. 

• A total of 97.1% of patients experienced at least 1 AE.  The 3 most commonly reported 
AEs were nausea (76.5% of patients), fatigue (58.8% of patients), and anaemia (55.9% of 
patients). 

• A total of 58.8% of patients had at least 1 CTCAE Grade ≥ 3 AE. 
• A total of 88.2% of patients had AEs related to olaparib treatment.  The most common 

CTCAE Grade ≥ 3 AEs related to olaparib were anaemia (17.6% of patients) and 
neutropenia, fatigue, and lymphocyte count decreased (all 5.9% of patients).  

• A total of 58.8% of patients had AEs related to MEDI4736 treatment.  The most common 
CTCAE Grade ≥ 3 AEs related to MEDI4736 were lipase increased (8.8% of patients) 
and amylase increased (5.9% of patients).  

• A total of 31.3% of patients died; the majority of deaths (9 of 10) were related to the 
disease under investigation. 

• A total of 29.4% of patients had 1 or more SAEs during the study.  The only SAE 
reported in more than 1 patient was pneumonia (2 patients; 5.9%).  All other SAEs 
occurred in 1 patient only.  2.9% of patients had an SAE related to olaparib and 8.8% had 
an SAE related to MEDI4736. 

• The olaparib AESI of pneumonitis occurred in 1 patient.  The most commonly reported 
MEDI4736 AESIs were diarrhoea (23.5% of patients), rash (20.6% of patients), and 
hypothyroidism (17.6% of patients). 

• There were no clinically significant changes in vital signs in the gBRCAm ovarian cancer 
cohort.  There were no clinically significant trends observed in laboratory parameters 
during the study in the gBRCAm ovarian cancer cohort with the exception of expected 
increases in creatinine during treatment. 

 
Gastric cancer cohort 

• No new safety findings were observed for olaparib in combination with MEDI4736 in 
patients with gastric cancer.  Safety findings were consistent with the known profiles of 
olaparib and MEDI4736. 

• All patients experienced at least 1 AE.  The 3 most commonly reported AEs were nausea 
(50.0% of patients), vomiting (42.5% of patients), and constipation (40.0% of patients). 
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• A total of 57.5% of patients had at least 1 CTCAE Grade ≥ 3 AE. 
• A total of 70.0% of patients had AEs related to olaparib treatment.  The most common 

CTCAE Grade ≥ 3 AE related to olaparib was anaemia (7.5% of patients); all other 
Grade ≥ 3 AEs related to olaparib occurred in 1 patient.  

• A total of 22.5% of patients had AEs related to MEDI4736 treatment.  No events occurred 
in more than 1 patient. 

• A total of 87.2% of patients died in the gastric cancer cohort, all deaths were related to the 
disease under investigation. 

• A total of 25.0% of patients had 1 or more SAEs during the study.  The only SAE that 
occurred in more than 1 patient was dysphagia (2 patients; 5.0%).  All other SAEs 
occurred in 1 patient only.  No patients had an SAE related to olaparib and 2.5% had an 
SAE related to MEDI4736. 

• No olaparib AESIs were reported.  The most commonly reported MEDI4736 AESIs were 
diarrhoea (17.5% of patients), rash (15.0% of patients), and lipase increased (7.5% of 
patients).  

• There were no clinically significant changes in vital signs in the gastric cancer cohort.  
There were no clinically significant trends observed in laboratory parameters during the 
study in the gastric cancer cohort with the exception of expected increases in creatinine 
during treatment. 

 
Conclusions 
The combination of olaparib and MEDI4736 has been shown to be well-tolerated in 4 cohorts 
of patients with advanced solid tumors.  The safety profile of the combination is consistent 
with the known safety profiles of olaparib and MEDI4736 as monotherapies, as well as the 
combination of the 2 drugs previously observed in the Phase I/II MEDI-O study.  No new 
safety concerns have been identified.  The efficacy data from the gBRCAm breast and 
gBRCAm ovarian cancer cohorts show an antitumor effect of the combination of olaparib and 
MEDI4736 and suggest that there may be a benefit to the treatment combination beyond that 
previously observed for olaparib monotherapy.  Further investigation of the combination in 
breast and ovarian cancer patients is merited, particularly to identify patients who may gain 
the greatest benefit. 
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