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NON-PNEUMONITIS IMMUNE-MEDIATED ADVERSE EVENTS WITH DURVALUMAB 
IN PATIENTS WITH UNRESECTABLE STAGE III NSCLC (PACIFIC)

• In PACIFIC, a Phase 3 trial of durvalumab versus placebo in patients with 
unresectable, Stage III NSCLC without disease progression after concurrent 
chemoradiotherapy (cCRT), durvalumab significantly prolonged progression-free 
survival (PFS; stratified hazard ratio [HR]=0.52; 95% confidence interval [CI], 
0.42–0.65; P<0.0001) and overall survival (OS; stratified HR=0.68; 95% CI, 
0.53–0.87; P=0.00251).1,2,3

– Durvalumab exhibited a manageable safety profile and did not 
detrimentally affect patient-reported outcomes.1,2,4

• Subsequently, the ‘PACIFIC regimen’ (durvalumab following platinum-based 
cCRT) has become the new standard of care in this setting.3,5

• Immune-mediated adverse events (imAEs), were reported in ~25% of patients 
who received durvalumab; most imAEs were pneumonitis.1

– Detailed, exploratory analyses of all-cause pneumonitis from PACIFIC 
have been presented previously.6,7

• There is a need to better characterize the occurrence of non-pneumonitis 
(np) imAEs in patients receiving the PACIFIC regimen.
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Trial design

• PACIFIC was a Phase 3, randomized, double-blind trial of patients with World 
Health Organization performance status (WHO PS) 0/1 whose disease did not 
progress following ≥2 cycles of platinum-based cCRT (Figure 1; NCT02125461). 
The detailed study design has been published elsewhere.1,2

Figure 1. PACIFIC trial design1,2

Methods  

Placebo
q2w for up to 12 months

N=237

Durvalumab
10 mg/kg q2w for up to 12 months

N=476

Primary endpoints

• PFS by BICR using 
RECIST v1.1*

• OS

Key secondary endpoints 

• ORR, DoR, and TTDM by 
BICR using RECIST v1.1

• PFS2 by investigator

• Safety

• PROs

1–42 days

post-cCRT

• Unresectable, Stage III NSCLC 
without progression after 
definitive platinum-based cCRT 
(≥2 cycles)

• 18 years or older

• WHO PS score 0 or 1

• If available, archived pre-cCRT 
tumor tissue for PD-L1 testing

All-comers population
(i.e. irrespective of PD-L1 status)

N=713 (randomized)

*Defined as the time from randomization until the date of objective disease progression or death by any cause in the 
absence of progression. BICR, blinded independent central review; DoR; duration of response; ORR, objective 
response rate; PFS2, time to second objective disease progression; PRO, patient-reported outcome; RECIST v1.1, 
Response Evaluation Criteria in Solid Tumors version 1.1; TTDM, time to death or distant metastasis.

Assessments and analysis 

• ‘On-study’ imAEs (imAEs occurring on study treatment and within 90 days of last 
study treatment dose or prior to the initiation of subsequent anticancer therapy, 
whichever occurred earlier) were assessed by the investigators, with subsequent 
review and adjudication by the trial sponsor.

• Adverse events (AEs) were graded according to Common Terminology Criteria 
for Adverse Events (CTCAE) version 4.03.

• We descriptively summarized the following for durvalumab-treated patients:

– Time to onset, total duration, and time to resolution of the most common np 
imAEs (≥5 patients experiencing events).

– Clinical management and outcomes of np imAEs.

– Associations between the presence/absence of np imAEs and:

1. Clinical characteristics at baseline.

2. AEs (excluding all-cause pneumonitis [includes radiation pneumonitis]).

3. All-cause pneumonitis.

Patients and np imAEs 

• As of March 22, 2018 (median follow-up, 25.2 months [range, 0.2–43.1 months]), 
709/713 randomized patients had received treatment with either durvalumab 
(n=475) or placebo (n=234).

• 135/709 patients (19.0%) experienced imAEs (including im-pneumonitis). 

– ImAEs occurred in 116/475 durvalumab-treated (24.4%) and 19/234 
placebo-treated patients (8.1%).

• 76/709 patients (10.7%) experienced np imAEs.

– The incidence was higher with durvalumab (71/475 [14.9%]) compared with 
placebo (5/234 [2.1%]). 

– Among durvalumab-treated patients with np imAEs, 8/71 (11.3%) had grade 
3/4 np imAEs (none were reported with placebo).

• Np imAE incidence was similar among patients randomized to durvalumab 
<14 days (18/120 [15.0%]) and ≥14 days (53/355 [14.9%]) from radiotherapy.

– Grade 3/4 np imAE incidence was also similar among patients randomized 
<14 days (8/120 [6.7%]) and ≥14 days (21/355 [5.9%]) from radiotherapy.

Timing of np imAEs on durvalumab treatment

• The most common np imAEs were (in rank order): thyroid disorders (54/475 
[11.4%]), rash/dermatitis (9/475 [1.9%]), and diarrhea/colitis (5/475 [1.1%]).

– Of these, rash/dermatitis had the shortest time to onset (from durvalumab 
initiation), followed by diarrhea/colitis (Table 1).

– Rash/dermatitis had the longest time to resolution, followed by thyroid 
disorders (Table 1).

• Overall, more than half of patients who experienced np imAEs had them occur 
within 3 months (40/71 [56.3%]), and most had them occur within 6 months 
(59/71 [83.1%]), of the first durvalumab dose (Table 2).

Table 1. Timing of np imAEs in durvalumab-treated patients 
(categories with ≥5 patients with events) 

Results  

*Excludes events ongoing at data cutoff. †As patients can have >1 resolved event per AE category, multiple events 
can be summarized per patient within each category (i.e. for the ‘time to resolution’ summary, ‘n’ reflects distinct 
events [whereas ‘n’ reflects patients with events in all other summaries]). IQR, interquartile range; RT, radiotherapy.

Table 2. Landmarks of np imAE onset in durvalumab-treated patients 
(overall and in categories with ≥5 patients with events)

Table 4. Baseline patient and disease factors by np imAE status 

*Patients whose only imAE was pneumonitis were included in the ‘np imAE absent’ subgroup. †2 patients randomized 
to placebo erroneously received a dose of durvalumab and so were included in the durvalumab safety set (neither of 
these patients experienced np imAEs).

Table 7. Summary of all-cause pneumonitis/radiation pneumonitis 
events by np imAE status

Associations of np imAE status with AEs

• Durvalumab had a broadly manageable safety profile irrespective of np imAE 
occurrence. 

• However, proportionally more durvalumab-treated patients with np imAEs 
experienced all-cause, grade 3/4 AEs compared with patients without np imAEs 
(40.8% vs 28.5%; summary excludes all-cause pneumonitis events) (Table 6)

– No durvalumab-treated patients with np imAEs experienced fatal AEs (Table 6), 
except 1 patient who experienced grade 5 pneumonitis (Table 7). 

– All-cause pneumonitis was similar among durvalumab-treated patients with 
and without np imAEs. There was no clinically meaningful association of np 
imAE status with pneumonitis toxicity grade (Table 7). 

Table 6. Summary of AEs (excluding all-cause pneumonitis/
radiation pneumonitis events) by np imAE status
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• Here we report the results of exploratory analyses from PACIFIC to characterize 
np imAEs that occurred with durvalumab following platinum-based cCRT.

Objective 

R
2:1 randomization, stratified by 

age, sex, and smoking history

Thyroid disorders Rash/Dermatitis Diarrhea/Colitis

Time to onset of the 1st event from 

1st durvalumab dose, median 

(range [IQR]), days [n]

85.0 

(14–378 [43–141]) 

[54]

37.0 

(6–111 [23–85]) 

[9]

61.0 

(2–254 [28–113]) 

[5]

Time to onset of the 1st event from 

the last RT dose, median 

(range [IQR]), days [n]

111.0 

(23–400 [81–164]) 

[54]

79.0 

(34–147 [42–118]) 

[9]

74.0 

(44–265 [71–123]) 

[5]

Total duration of event(s), median 

(range [IQR]), days [n]*

Here, AE durations are summated for 

patients who have >1 event in the 

same AE category (giving one total

AE duration per patient)

63.5 

(15–224 [55–130]) 

[20]

117.0 

(18–738 [30–261]) 

[6]

74.0 

(12–151 [38–132]) 

[5]

Time to resolution, median (range), 

days [n]*

Here, patients with >1 event per AE 

category have each event counted 

separately within that category†

Any-grade: 56.0 

(12–192) [24]

Grade ≥2: 56.0 

(12–117) [12]

Any-grade: 104.0 

(17–326) [11]

Grade ≥2: 126.0 

(17–326) [7]

Any-grade: 47.5 

(11–150) [6]

Grade ≥2: 22.0 

(11–131) [5]

Time to onset from 1st dose 

of durvalumab Any 

Thyroid 

disorders Rash/Dermatitis Diarrhea/Colitis

≤3 months, n/N (%) 40/71 (56.3) 31/54 (57.4) 7/9 (77.8) 3/5 (60.0)

≤6 months, n/N (%) 59/71 (83.1) 44/54 (81.5) 9/9 (100) 4/5 (80.0)

Management and outcomes of np imAEs occurring on durvalumab 
treatment 

• Interventions for np imAEs included interruption of durvalumab (22/71 [31.0%]) 
and administration of endocrine replacement therapy (52/71 [73.2%]), and 
systemic (24/71 [33.8%]) and/or high-dose corticosteroids (11/71 [15.5%]). 

• No patients required additional immunosuppressants (beyond corticosteroids) to 
manage np imAEs.

• 7/71 patients (9.9%) permanently discontinued durvalumab due to np imAEs.

• 29/71 patients (40.8%) had np imAEs resolve, and none had fatal np imAEs by 
the time of data cutoff.

• The management and outcomes for the most common np imAEs are 
summarized in Table 3.

• Proportionally more patients who experienced np imAEs completed the 12 month 
course of durvalumab (42/71 [59.2%]) compared with patients who did not 
experience np imAEs (190/402 [47.3%]). 

– This appeared to be due to a lower rate of durvalumab discontinuation due to 
disease progression among patients with np imAEs (14/71 [19.7%]) 
compared with those without np imAEs (134/402 [33.3%]).

Table 3. Management and outcomes of np imAEs in durvalumab-
treated patients (categories with ≥5 patients with events)

Each patient is represented once per time interval per np imAE category.

Interventions, n (%) Outcomes, n (%)

Np imAE 

categories

Grade

3/4

Durvalumab dose action Corticosteroids Endocrine 

replacement

therapy Resolved

Not 

resolved FatalInterrupted Discontinued* Systemic High-dose†

Thyroid 

disorders 

(N=54)

1 (1.9) 12 (22.2) 0 5 (8.8) 1 (1.9) 52 (96.3)
16 

(29.6)

38 

(70.4)
0

Rash/

Dermatitis 

(N=9)

2 (22.2) 6 (66.6) 2 (22.2) 9 (100) 5 (55.6) 0
6

(66.7)

3 

(33.3)
0

Diarrhea/

Colitis 

(N=5)

2 (40.0) 1 (20.0) 2 (40.0) 5 (100) 3 (60.0) 0
5

(100)
0 0

Data are tabulated according to responses in the AE electronic case report form. Patients could receive multiple 
interventions (e.g. they could receive both ‘systemic’ and ‘high-dose’ corticosteroids). No patients received additional 
immunosuppression (beyond corticosteroids) for management of np imAEs. *Other np imAEs that led to 
discontinuation were diabetes mellitus type 1 (n=1), select renal events (n=1), and other rare/miscellaneous events 
(n=1). †A dose that equates to ≥40 mg prednisone daily. 

Associations of np imAE status with baseline clinical characteristics

• Among durvalumab-treated patients, baseline patient/disease factors, and 
characteristics of prior anti-cancer therapy, were broadly well balanced between 
subgroups with and without np imAEs (Tables 4 and 5). 

Np imAE present Np imAE absent*

Durvalumab

(n=71)

Placebo

(n=5)

Durvalumab

(n=402)

Placebo

(n=231)

Median age (range), years
Aged ≥65 years, n (%)

63.0 (39–83) 
32 (45.1)

70.0 (61–89) 
3 (60.0)

64.0 (31–84) 
182 (45.3)

63.0 (23–90)
103 (44.6) 

Male, n (%) 44 (62.0) 2 (40.0) 287 (71.4) 163 (70.6)

Race, n (%)
White
Black or African American
Asian
Other/Missing

54 (76.1)
2 (2.8)

14 (19.7)
1 (1.4)

1 (20.0)
0

2 (40.0)
2 (40.0)

280 (69.7)
10 (2.5)

106 (26.4)
5 (1.2)

155 (67.1)
2 (0.9)

70 (30.3)
4 (1.7)

Median weight (range), kg 72.0 (45–120) 59.0 (49–70) 69.0 (34–175) 69.0 (38–128) 

WHO PS, n (%)
0
1
Missing

36 (50.7)
35 (49.3)

0

1 (20.0)
4 (80.0)

0

197 (49.0)
204 (50.7)

1 (0.2)

113 (48.9)
118 (51.1)

0

Smoking Status
Current smoker
Former smoker
Never smoked

11 (15.5)
54 (76.1)

6 (8.5)

0
4 (80.0)
1 (20.0)

67 (16.7)
298 (74.1)

37 (9.2)

38 (16.5)
173 (74.9)
20 (80.7)

Histology
Squamous
Non-squamous

28 (39.4)
43 (60.6)

1 (20.0)
4 (80.0)

193 (48.0)
209 (52.0)

101 (43.7)
130 (56.3)

AJCC disease stage
IIIA
IIIB
Other

43 (60.6)
28 (39.4)

0

2 (40.0)
3 (60.0)

0

207 (51.5)
183 (45.5)

12 (3.0)

122 (52.8)
104 (45.0)

5 (2.2)

Best response to prior therapy, n (%)†

Complete response
Partial response
Stable disease
Progressive disease
Not evaluable/not applicable

1 (1.4)
34 (47.9)
35 (49.3)

0
1 (1.4)

0
4 (80.0)
1 (20.0)

0
0

8 (2.0)
202 (50.2)
186 (46.3)

2 (0.5)
4 (1.0)

7 (3.0)
108 (46.8)
113 (48.9)

0
3 (1.3)

EGFR status, n (%)
Negative
Positive
Unknown‡

47 (66.2)
4 (5.6)

20 (28.2)

3 (60.0)
1 (20.0)
1 (20.0)

269 (66.9)
25 (6.2)

108 (26.9)

162 (70.1)
13 (5.6)

56 (24.2)

PD-L1 status, n (%)
TC <25%
TC ≥25%
Unknown‡

31 (43.7)
20 (28.2)
20 (28.2)

3 (60.0)
0

2 (40.0)

156 (38.8)
95 (23.6)

151 (37.6)

102 (44.2)
44 (19.0)
85 (36.8)

*Patients whose only imAE was pneumonitis were included in the ‘np imAE absent’ subgroup. †Based on the last cycle 
of therapy prior to entering the study. ‡No sample collected or no valid test result. AJCC, American Joint Committee on 
Cancer; EGFR, epidermal growth factor receptor; kg, kilograms; TC, tumor cells.

Table 5. Details of prior cCRT by np imAE status 

Np imAE present Np imAE absent*

Durvalumab

(n=71)

Placebo

(n=5)

Durvalumab

(n=402)

Placebo

(n=231)

Prior radiotherapy (Gy), n (%)
<54
≥54 – ≤66 
>66 – ≤74
>74
Missing

71 (100)
1 (1.4)

68 (95.8)
2 (2.8)

0
0

5 (100)
0

5 (100)
0
0
0

402 (100)
2 (0.5)

371 (92.3)
28 (7.0)

0
1 (0.2)

231 (100)
0

211 (93.1)
19 (8.2)

0
1 (0.4)

Prior platinum-based therapy, n (%)†

Cisplatin
Carboplatin
Cisplatin/carboplatin

71 (100)
40 (56.3)
30 (42.3)

1 (1.4)

5 (100)
1 (20.0)
3 (60.0)
1 (20.0)

399 (99.3)
223 (55.5)
169 (42.0)

7 (1.7)

230 (99.6)
128 (55.4)
98 (42.4)

4 (1.7)

Pre-cCRT induction chemotherapy, n (%) 15 (21.1) 3 (60.0) 108 (26.9) 65 (28.1)

*Patients whose only imAE was pneumonitis were included in the ‘np imAE absent’ subgroup. *Includes patients who 
received definitive regimens only. Gy, units of gray.

Np imAE present Np imAE absent*†

Durvalumab

(n=71)

Placebo

(n=5)

Durvalumab

(n=404)

Placebo

(n=229)

Any-grade all-causality AEs, n (%)

Grade 3/4

Fatal

Leading to discontinuation

71 (100)

29 (40.8)

0

11 (15.5)

5 (100)

1 (20.0)

1 (20.0)

1 (20.0)

389 (96.3)

115 (28.5)

17 (4.2)

32 (7.9)

216 (94.3)

59 (25.8)

10 (4.4)

12 (5.2)

Serious AEs, n (%) 20 (28.2) 1 (20.0) 92 (22.8) 44 (19.2)

Np imAE present Np imAE absent*†

Durvalumab

(n=71)

Placebo

(n=5)

Durvalumab

(n=404)

Placebo

(n=229)

Any-grade all-cause pneumonitis, n (%)

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

23 (32.4)

11 (15.5)

10 (14.1)

1 (1.4)

0

1 (1.4)‡

3 (60.0)

2 (40.0)

0

1 (20.0)

0

0

138 (34.2)

56 (13.9)

62 (15.3)

16 (4.0)

0

4 (1.0)

55 (24.0)

23 (10.0)

22 (9.6)

5 (2.2)

0

5 (2.2)

*Patients whose only imAE was pneumonitis were included in the ‘np imAE absent’ subgroup. †2 patients randomized 
to placebo erroneously received a dose of durvalumab and so were included in the durvalumab safety set (neither of 
these patients experienced np imAEs). ‡One patient who experienced grade 5 pneumonitis had im-hypothyroidism.

• Non-pneumonitis imAEs occurred infrequently, but were more common with 

durvalumab compared with placebo. Most events were grade 1/2.

– Thyroid disorders were the most common non-pneumonitis imAEs, followed by 

rash/dermatitis and diarrhea/colitis. 

• Of durvalumab-treated patients who experienced non-pneumonitis imAEs, ~11% 

had grade 3/4 non-pneumonitis imAEs and none had fatal non-pneumonitis imAEs.

• Non-pneumonitis imAEs were generally manageable and did not lead to high rates 

of durvalumab discontinuation. 

• All-cause pneumonitis incidence with durvalumab was similar regardless of 

whether patients experienced non-pneumonitis imAEs, and no clinically 

meaningful relationship was observed between non-pneumonitis imAE status 

and pneumonitis severity. 

• No clinically relevant associations between the presence or absence of 

non-pneumonitis imAEs and baseline clinical characteristics were observed.

• These results indicate that the potential risk of non-pneumonitis imAEs should 

not deter use of the PACIFIC regimen in eligible patients.


