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Objective
• To evaluate overall survival (OS) in the final analysis of the Phase II LIGHT study of olaparib 

treatment for platinum-sensitive relapsed ovarian cancer (PSR OC).  

Conclusions
• OS rates at 18 months ranged from 59.6–88.0% across the four cohorts. 

• Consistent with patterns of efficacy results at the primary analysis,1 the highest OS rate was 
observed in the BRCA mutation (BRCAm) cohorts, irrespective of germline (g) or somatic (s) 
BRCAm status. 

• Among patients without BRCAm, a higher OS rate was observed in patients with homologous 
recombination deficiency (HRD) positive tumors. 

• No new safety signals were observed compared with the primary analysis and prior olaparib studies.2,3

• In the Phase III SOLO3 study (NCT02282020), 
the efficacy of olaparib demonstrated clinically 
significant improvement over non-platinum 
chemotherapy in gBRCAm patients with PSR OC 
who had received ≥2 prior lines of platinum-based 
chemotherapy,2 with no new safety signals.2,3

• LIGHT (NCT02983799) is a prospective study 
of olaparib treatment in patients with PSR OC 
who had received ≥1 prior line of platinum-based 
chemotherapy1

– At the primary analysis data cut-off (DCO; 
August 27, 2019), the highest objective 
response rates (primary endpoint) and 
longest progression-free survival (secondary 
endpoint) were observed in the BRCAm 
cohorts.

• OS, and safety and tolerability of olaparib were 
secondary endpoints.

 Introduction

• LIGHT was a Phase II, open-label, non-
randomized, multicenter, multi-cohort study. 

• More information on the methodology can be 
found in the Supplement, which is accessible via 
the QR code.
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Plain-language summary
Why did we perform this research? 
Olaparib is a drug that can be used to treat women with ‘later’ or ‘advanced’ ovarian  
cancer (OC; that has spread outside the ovary and often to lymph nodes) after a series  
of chemotherapy treatments.1–3 Olaparib is particularly effective at preventing ovarian 
tumors from growing (known as disease progression) in women with inherited (germline)  
or acquired (somatic) mutations in genes in the ‘BRCA’ group.4 In some women, there are 
also other molecular changes that may result in homologous recombination deficiency 
(HRD) preventing effective DNA repair.5 We set out to assess the effectiveness of olaparib  
in women who had OC based on BRCA mutation and HRD statuses.

How did we perform this research?
The LIGHT study assigned women with OC, who had previously responded to platinum-
containing chemotherapy, to one of four cohorts: germline BRCA mutation (gBRCAm), 
somatic BRCA mutation (sBRCAm), HRD positive without BRCA mutation, or HRD negative. 
Enrolled women started taking olaparib when their disease had progressed after their last 
series of chemotherapy.6

What were the findings of this research and what are the implications? 
Longer survival was observed in women with a BRCA mutation. For women without a BRCA 
mutation, longer survival was observed in the HRD positive cohort than in the HRD negative 
cohort. Twenty-five percent of women experienced serious side effects. A small proportion 
(5%) of women had to permanently stop taking olaparib because of side effects. The LIGHT 
study shows that treatment with olaparib provides long-term effectiveness for women with 
OC who previously responded to platinum-containing chemotherapy. 

Where can I access more information?
LIGHT ClinicalTrials.gov identifier: NCT02983799.

References (click to access): 1Ledermann et al. N Engl J Med 2012;366:1382–92; 2Pujade-Lauraine et al. Lancet 2017;18:1274–84; 
3Penson et al. J Clin Oncol 2020;38:1164–74; 4Olaparib for BRCA mutation; 5What is homologous recombination deficiency (HRD)?; 
6Cadoo et al. J Clin Oncol 2020;38(Suppl.):6013.

 Results and interpretation 
• Of the 272 patients enrolled; 271 received at 

least one dose of olaparib and 270 patients had 
measurable disease at baseline.

• The final OS analysis was timed 12 months after 
the primary analysis and 18 months after the last 
patient was enrolled (DCO; August 27, 2020); 
overall median follow-up for OS in censored 
patients was 26.3 (0.6–36.9) months. 

• At the final analysis DCO, 244 (90.0%) of patients 
had discontinued treatment, mostly due to 
disease progression (195 [72.0%]). 

• At 18 months, the OS rates were 59.6–88.0% 
across the four cohorts, based on Kaplan–Meier 
estimates (Figure 2). OS was longest in the 
BRCAm and HRD positive cohorts 

– The median OS was not reached in Cohorts 
1–3. The median OS for Cohort 4 was 23.8 
(95% confidence interval [CI] 16.6–31.4) 
months.

• Platinum-based chemotherapy was the most 
common first subsequent cancer therapy (39.3%)  
(Table 1).

• Overall, the number of patients who discontinued 
olaparib treatment at DCO was 244 (90.0%): 59 
(78.7%) for Cohort 1, 23 (92.0%) for Cohort 2, 61 
(89.7%) for Cohort 3, and 89 (98.9%) for Cohort 4.

• Median (range) total and actual (excluding time 
for dose interruptions) durations of treatment 
were 7.4 (0.5–30.7) months and 7.3 (0.1–29.5) 
months, respectively. 

This study was funded by AstraZeneca and is part of 
an alliance between AstraZeneca and Merck Sharp 
& Dohme Corp., a subsidiary of Merck & Co., Inc., 
Kenilworth, NJ, USA. 

Medical writing assistance was provided by Esmie 
Wescott, PhD at Mudskipper Business Ltd, funded 
by AstraZeneca and Merck Sharp & Dohme Corp., a 
subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA.
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Cohort 1 gBRCAm 
(N=75)

Cohort 2 sBRCAm 
(N=25)

Cohort 3  
HRD positive  

(non-BRCAm) (N=68)

Cohort 4  
HRD negative  

(N=89)

Overall  
(N=270)*

Received 
subsequent 
cancer therapy

27 (36.0) 8 (32.0) 38 (55.9) 50 (56.2) 128 (47.4)

Platinum-based 
chemotherapy as 
first subsequent 
cancer therapy

21 (28.0) 8 (32.0) 31 (45.6) 41 (46.1) 106 (39.3)

Carboplatin 20 (26.7) 6 (24.0) 29 (42.6) 40 (44.9) 99 (36.7)

Cisplatin 1 (1.3) 2 (8.0) 2 (2.9) 1 (1.1) 7 (2.6)

Table 1. First subsequent cancer therapy (efficacy analysis set)

*Included 13 patients who were not assigned to any cohort as they had a failed or missing Myriad test result. All values are n (%) unless otherwise stated. 

 Overall (N=271), n (%)

Any serious TEAEs 69 (25.5)

Small intestinal obstruction 15 (5.5)

Intestinal obstruction 6 (2.2)

Embolism 5 (1.8)

Pulmonary embolism 5 (1.8)

Pneumonia 4 (1.5)

Anemia 3 (1.1)

Abdominal pain 3 (1.1)

Table 2. Summary of serious TEAEs  
(safety analysis set)

Figure 2. Kaplan–Meier plot of OS (efficacy analysis set)
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Cohort 1 (gBRCAm) (N=75)

Cohort 2 (sBRCAm) (N=25)

Cohort 3 (HRD positive [non-BRCAm]) (N=68)

Cohort 4 (HRD negative) (N=89)

20 (26.7)

5 (20.0)

24 (35.3)

51 (57.3)

23.6 (5.7–34.1)

27.1 (18.0–32.5)

24.5 (0.6–36.9)

29.0 (21.9–35.9)

Deaths, n (%) Cohorts

Median (range) 
follow-up in 

censored patients, 
months

86.4%
(76.2–92.4)

88.0%
(67.3–96.0)

18-month rate
(95% CI)

78.6%
(66.6–86.8)

59.6%
(48.6–68.9)

• The most common TEAEs from the primary 
analysis have been reported previously and 
can be found in the Supplement, which is 
accessible via the QR code. 

• The most common serious TEAE of any Common 
Terminology Criteria for Adverse Events (CTCAE) 
grade was small intestinal obstruction (5.5%), all 
events of which were considered not causally 
related to olaparib by the investigators (Table 2). 

• A total of 14 patients (5.2%) discontinued 
olaparib because of TEAEs. The most common 
TEAEs leading to discontinuation can be found 
in the Supplement, which is accessible via the 
QR code.

• For adverse events of special interest: 

– One patient experienced CTCAE grade 2 
pneumonitis, which occurred 57 days after 
the start of olaparib treatment. Another 
patient experienced CTCAE grade 2 
pulmonary fibrosis, which occurred 110 days 
after the start of olaparib treatment. In both 
cases, the events were considered causally 
related to olaparib by the investigator

– One patient experienced CTCAE grade 4 
acute myeloid leukemia, which occurred 
486 days after the last dose of olaparib, and 
was considered unrelated to olaparib by the 
investigator.

• One patient died as the result of atrial fibrillation,  
which occurred 46 days after the first dose of  
olaparib, and was considered unrelated to 
olaparib by the investigator. 

Poster presented at the virtual American Society for Clinical Oncology (ASCO) Annual Meeting, held on June 4–8, 2021.
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Secondary endpoints
(�nal analysis)

•  OS

•  Safety and 
tolerability (serious 
TEAEs and AESIs)

Patient criteria

•  Had PSR OC

•  Had received ≥1
    prior line of
    platinum-based         
    chemotherapy

•  Had measurable
    disease

Cohort 3 
HRD positive 

(non-BRCAm) (N=68)

Cohort 4 
HRD negative (N=90)

Cohort 2 sBRCAm
(N=26)

Cohort 1 gBRCAm
(N=75)

Olaparib 
tablets 

(300 mg bid)

Test 1
Myriad

BRACAnalysis
CDx

Test 2
Myriad

myChoice

Non-gBRCAm

gBRCAm

BRCAm

GIS ≥42

GIS <42

Overall population
(N=272)*

*Included 13 patients who were not assigned to any cohort as they had a failed or missing Myriad test result. bid, twice daily; AESI, adverse event of special interest; 
GIS, genomic instability score; TEAE, treatment-emergent adverse event.

Figure 1. LIGHT study design
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