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Nei pazienti con NSCLC 1n stadio IIIA/IIIB non resecabile, o
IIIC, in buone condizioni generali (ECOG PS 0-1) un
trattamento concomitante di chemio-radioterapia a dosi
radicali dovrebbe essere preso in considerazione come
opzione terapeutica di prima scelta.

Positiva forte
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The list of cancers that can be treated by
immunotherapy keeps growing

By Laurie McGinley =
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Immune checkpoint inhibition &2 o
iIn locally advanced NSCLC: the PACIFIC trial

Key patient inclusion criteria Durvalumab 10 mg/kg

q2w up to 12 months

Stage lll, locally advanced, (N=476)

unresectable NSCLC

Mot progressed following Stratification
---------- - Age
Aged =18 years - Sex

Life expectancy =12 week - Smoking history
WHO PS 01 Flacebo g2w
. - to 12 months
= . L‘]
(n=713) (n=237)
Primary endpoint Secondary endpoints
+ PFS5, 05 » ORR, DoR, safety, PROs

Antonia SJ, et al.
N Engl J Med. 2017 Nov 16;377(20):1919-1929.



Immune checkpoint inhibition &2 o
iIn locally advanced NSCLC: the PACIFIC trial

Patient’s characteristics

*Two or more cycles

Table 1. Baseline Characteristics, Stratification Factors, and Prior Therapy in the Intention-to-Treat Population.®

Of platlnum_based Previous radiotherapy — no. [36)9
<54 Gy 3 (0.6) 0 3 (0.4)
Chemotherapy =54 to <66 Gy 442 (92.9) 217 (91.6) 659 (92.4)
=66 to =74 Gy 30 (6.3) 19 (8.0) 49 (6.9)
Previous chemotherapy — no. (%)
- Induction 123 (25.8) 68 (28.7) 191 (26.8)
|
Concurrent radlatlon Concurrent with radiation therapy 475 (99.8) 236 (99.6) 711 (99.7)
therapy (54 ‘to 66 Gy) Best -resp-nnse to previous chemoradiotherapy — no. [36)
Complete response 9 (1.9) 7 (3.0) 16 (2.2)
Partial response 232 (48.7) 111 (46.8) 343 (48.1)
Stable disease 222 (46.6) 114 (48.1) 336 (47.1)

=| ast dose within 1 to
42 days before
randomization

Antonia SJ, et al.
N Engl J Med. 2017 Nov 16;377(20):1919-1929.



Immune checkpoint inhibition
In locally advanced NSCLC: the PACIFIC trial

Table 1. Baseline Characteristics, Stratification Factors, and Prior Therapy in the Intention-to-Treat Population.®

Durvalumab Placebo Total

Characteristic (N=476) (N=237) (N=713)
Age —yr

Median 64 (2] 64

Range 31-84 23-80 23-90
Sex — no. (%)

Male 334 (70.2) 166 (70.0) 500 (70.1)

Female 142 (29.8) 71 (30.0) 213 (29.9)
Disease stage — no. (%)

A 252 (52.9) 125 (52.7) 377 (52.9)

B 212 (44.5) 107 (45.1) 319 (44.7)

Otherd .12 (2.5) 5(2.1) 17 (2.4)
Tumor histolegic type — no. (%6)

Squamous 224 (47.1) 102 (43.0) 326 (45.7)

Neonsquamous 252 (52.9) 135 (57.0) 3BT (54.3)
Smoking status — no. (96)

Current smoker 79 (16.6) 38 (16.0) 117 (16.4)

Former smoker 354 (74.4) 178 (75.1) 532 (74.8)

MNever smoked 43 (9.0) 21 (8.9) 64 (9.0)

Antonia SJ, et al.
N Engl J Med. 2017 Nov 16:;377(20):1919-1929.




Immune checkpoint inhibition
In locally advanced NSCLC: the PACIFIC trial

No. of Events/

Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% CI) (95% ClI) (95% ClI)
1.0+ mo % %
Durvalumab 214/476 16.8 (13.0-18.1)  55.9 (51.0-60.4) 44.2 (37.7-50.5)
0.9- Placebo 157/237 5.6 (4.6-7.8) 35.3 (29.0-41.7) 27.0 (19.9-34.5)
S
S 084
=
)
§ 0.7
o
§ 0.6
g :
Eo .51 ! Durvalumab
& 0.4+ :
s ! :
Z 034 ! :
= : -
5 o02- : : Placebojl .
& Stratified hazard ratio for disease progression :
0.14  ordeath, 0.52 (95% Cl, 0.42—0.65) ! :
Two-sided P<0.001 : :
o'o I I I i I : I I 1
0 3 6 9 12 15 18 21 24 27
Months since Randomization
No. at Risk
Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0

Antonia SJ, et al.
N Engl J Med. 2017 Nov 16:;377(20):1919-1929.



Immune checkpoint inhibition &2 o
iIn locally advanced NSCLC: the PACIFIC trial

Time to death or distant metastasis

Median Time (95% CI)

1.0~a Y months
3 09- R, Durvalumab 232 (23 2-NR)
% 0.8 E i v‘“‘h Placebo 14.6(10.6-18.6) . Durvalumab Placebo
e - e New lesion site (N=476) (N=237)
= i) “ Y number of patients (percent)
y R~ a—— Any new lesion a7 (20.4) 76 (32.1)
B s e Drviiumels Lung 56 (11.8) 41 (17.3)
g 044 Lymph nodes 27 (5.7) 27 (11.4)
2 03 - Brain 26 (5.5) 26 (11.0)
5 024 Liver 9{(1.9) B(3.4)
3 - Hazard ratio, 0.52 (95% CI, 0.39-0 69) Placebo Bone 8(1.7) 6 (2.5)
P Two-sided P<0.0001 Adrenal 3 (0.6) 5(2.1)
00 T T T T T T T T T T T Other 9 |:'1_9} = ':2_1}
1 3 - 9 12 15 18 21 24 27 30
Time from randomization (months)
No. At Risk
Durvalumab 476 407 336 288 173 o1 a5 22 4 1 0
Placebo 237 184 129 106 63 32 16 5 s 0 0

Antonia SJ, et al.
N Engl J Med. 2017 Nov 16;377(20):1919-1929.



Immune checkpoint inhibition
In locally advanced NSCLC: the PACIFIC trial

Table 3. Adverse Events of Any Cause.
Event Durvalumab (N =475) Placebo (N =234)
Any Grade™ Grade 3 or 4 Any Grade* Grade 3 or 4
number of patients with event (percent)
Any event 460 (96.8) 142 (29.9) 222 (94.9) 61 (26.1)
Pneumonitis or radiation pneumeonitist 161 (33.9) 16 (3.4) 58 (24.8) 6 (2.6)
Diarrhea 87 (18.3) 3 (0.6) 44 (18.8) 3 (1.3
Pruritus 58 (12.2) 0 11 (4.7) 0
Rash 58 (12.2) 1(0.2) 17 (7.3) ]
Discontinuation to AEs 15.4% 9.8%
Serious AEs 28.6% 22.6%
Death due to AEs 4.4% 5.6%
High-dose glucocorticoids 8.8% 5.1%

Antonia SJ, et al.
N Engl J Med. 2017 Nov 16:;377(20):1919-1929.




The NEW ENGLAND JOURNAL of MEDICINE -
‘ | ORIGINAL ARTICLE | ‘ '

Overall Survival with Durvalumab o. of Events/ Median 12-Mo 24-Mo
after Chemoradiotherapy in Stage III NSCLC Total No. Overall Survival  Overall Survival Rate  Overall Survival Rate
of Patients (95% CI) (95% CI) (95% CI)
mo % %
Durvalumab 183/476 NR (34.7—NR) 83.1 (79.4-86.2) 66.3 (61.7—70.4)
Placebo 116/237 28.7 (22.9-NR) 75.3 (69.2—80.4) 55.6 (48.9-61.8)
- Stratified hazard ratio for death, 0.68 (99.73% Cl, 0.47—-0.997)
0.9 N, Two-sided P=0.0025
= 0.8 :
= T
S 0.7- 5
an . B
g 0.6 E ; Durvalumab
S 0.5 E 5
S ' !
o ' ' H—H—t t t
Z 047 : i Placebo
5 o | |
[<3 1 '
a- 0.2 ; '
0.1 : :
0'0 I I I I ; I I I : I I I I I I 1
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months since Randomization
No. at Risk
Durvalumab 476 464 431 415 385 364 343 319 274 210 115 57 23 2 (0} (0}
Placebo 237 220 198 178 170 155 141 130 117 78 42 21 9 3 gl (0}

Antonia SJ et al,
| J Med. 2018 Dec 13:;379(24):2342-2350.
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PACIFIC: analisi aggiornata di sopravvivenza '. &

No. of events/ Median OS
total no. of patients (%) (95% Cl), months
1.0 = Durvalumab 247/476 (51.9) 47.5 (38.4-52.6)
0.5 83.1% Placebo 149/237 (62.9) 29.1 (22.1-35.1)
0.8 — Stratified HR for death, 0.71 (95% CI, 0.57-0.88)
07 66.3% Stratified HR from the primary analysis,’2 0.68 (95% CI, 0.53-0.87)

74.6%

56.7%

49.6%
55.3%

Probability of OS
=)
o
|

43.6%

36.3%

OS HR=0.71

(95% CI, 0.57-0.88)

18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at risk Time from randomisation (months)

Durvalumab 476 464 431 414 385 364 343 319 299 290 274 265 252 241 235 225 195 138 75 36 16 2 0
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 75 563 29 15 7 2 0

Data cutof 20 March 2020 (median follow up. 34 2 months frange, 0 2-64 9]) C1. confidence interval. HR. hazard rafio. 7T intent-i-freat. OS, overall survival
1 Antonia ). st al New Engl J Med 2018.3792342-50. 2 European M Agency. Durvalumab (mfinz). y of product ch 2020 (A

d August 2020} Available from

Faivre Finn, ESMO 2020




PACIFIC: analisi aggiornata di sopravvivenza a

 Delta pazienti vivi a 4 anni: +133%

« Number needed to treat: 752

Bisogna trattare 7.5 pazienti con durvalumab perché 1 in piu sia
vivo a 4 anni.



PACIFIC: analisi aggiornata di PFS

No. of events/ Median PFS
total no. of patients (%) (95% CI), months
1.0 = Durvalumab 266/476 (55.9) 17.2 (12.3-23.8)
0.0 — Placebo 174/237 (73.4) 5.6 (4.6-7.7)
0.8 = Stratified HR for progression or death, 0.55 (95% CI, 0.44-0.67)
. Stratified HR from the primary analysis,' 0.52 (95% CI, 0.42-0.65)
0w 07—
g 55.3%
- 0.6 = -
£ 05— | e~ 39.8%
= 34.4% 35.3%
® 0.4 : ,
Ko i !
o : ; .
& 03— | | |
| PFS HR=0.55 UM% | s S
0.1 — (95% Cl, 0.44-0.67) : 20.5% 19.5%
T T T T T T T T T T T T T T T T T T T
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomisation (months)
Durvalumab 476 377 301 266 213 189 165 146 136 127 119 110 103 97 92 80 59 37 18 8 1 0
Placebo 237 163 105 86 67 655 47 40 36 35 29 26 25 24 23 22 16 11 5 1 0 0

Data cuto 20 Masch 2020 (median Bllow up, 34 2 months [range. 0 2-64 9)) BICR, blinded independent central review; CI. confidence interval. HR. hazard ratio; ITT, inlent-fo-eat PFS, progression-free suraval
1 Antonis 8. et sl New Engl J Med 2017.3771919-28.

Faivre Finn, ESMO 2020




All patients
Sex

Age at
randomisation

Smoking status

NSCLC disease
stage

Tumour histologic
type

Prior definitive CT

Best response to

PACIFIC: analisi di sottogruppo

Male
Female

<65 years
265 years
Smoker
Non-smoker
Stage IlIA
Stage |IIB
Squamous
All other
Cisplatin
Carboplatin

Complete response

prior therapy Partial response
Stable disease
EGFR mutation Positive
Negative
Unknown
"Hazard ratio and %5% Cl not cakoulsied # the subgroup has less than 20 events
Data cutolf 20 Masch 2020 BICR, binded indepeedent central review, C

# patients (%) HR and 95% ClI # patients (%)
396/713 (55.5) —@— 440/713 (61.7)
290/500 (58.0) —@— 313/500 (62.6)
106/213 (49.8) —— 1277213 (59.6)
195/391 (49.9) —e— 235/391 (60.1)
201/322 (62.4) —@—H 205/322 (83.7)
361/649 (55.6) —@— 401/649 (61.8)

35/64 (54.7) —_— 39/64 (60.9)
216/377 (57.3) —e— 2231377 (59.2)
170/319 (53.3) —— 208/319 (65.2)
192/326 (58.9) —— 212/326 (65.0)
204/387 (52.7) —e— 228/387 (58.9)
203/395 (51.4) —e— 238/395 (60.3)
179/301 (59.5) — 189/301 (62.8)

8/16 (50.0) NA* 9/16 (56.3)
177/349 (50.7) —e— 211/349 (60.5)
203/338 (60.1) —eo— 214/338 (63.3)

24/43 (55.8) , » 32/43 (74.4)
261/482 (54.1) —e— 290/482 (60.2)
111/188 (59.0) ; ° { 118/188 (62.8)

0,2 0,6 1 1,4 1,8
>
Durvalumab better Placebo better
confidence mterval, CT, chemotherapy. EGFR, epidermal growth factor receptor. HR. hazard ratio, (T, intent-fo-treat. NA. not apphcatie. OS, overall survval PFS, pe

Faivre Finn, ESMO 2020

HR and

H@—
—o—i
fr ey
—o—
——

o

—o—i
—
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95% CI

e

L L)

0,2 0,6 1

Durvalumab better

pse0n-free surviva

Progressio

Placebo better



A PD-L1 TC =25% B PD-L1 TC <=25%
1.0 5 1.0 S
0.9 4 0.9 4
o8 + o8 +
o7 4 1 0.7 4
E ! g
5 067 : ! T 06 !
1 1 1
£ o5 ! ! £ o5 - i
= 1 HHHHHH—BH ] ! 1
ﬁ 0.4 I |||:||||| T I 0.4 ! '
i I | :
0.3 4 1 } 0.3 4 1 '
Madian 02 {ma) Pd-rren 68 (%) BE-mo OS5 %) Modian 0F {mo) B -rrec 65 (%) BE-mo OF [5G}
o2 4 f{ome Cf) [oo= CI} (5% 1) o2 4 (o5 CN) foo= Tl e )
Durmlumakb, =26% A [NA-NF] TAZ (B4.0-BOE) B4 (= 27300} Durvnlumah, ~26% 30,7 [EE.1—MNA) 54,8 (572 T1.1) 535 [45980.6)
0.1 | Plocabo, =zom 21.1 [12.5-8A) 475 31.0-€2.2) 42.0 (27557 .4) 0.1 | Piocaba, <=5 a7 .4 [27.5-MA) B2 (52.T-71.4) 51.4 [41.2-90.7)
5 HA (2% CI): 0.60 (0.30-0.83) o HR [B5% CIj: 0.8% (0L53-1.2C)
> 3 & 9 12 15 18 21 24 27 30 33 35 30 42 45 45 51 54 o 3 &6 9 12 156 18 21 24 27 30 33 38 39 42 45 48 51 54
Time from randomisation (months) Time from randomisation (months)
Mo. at rigk Mo. at risk
Drurva. 115 112 104 402 97 92 87 B3 V2 T& T2 TO 53 3F 23 10 1 o] ] Durva. 187 184 173 1866 153 144 134 123 113 108 104 100 82 53 33 18 4 o o
Placsbo 44 35 34 29 2T 24 22 20 4192 {19 48 47 14 9 4 2 1 i } [} Placsho 15 402 89 B3 B84 F7 ¥ B3 &1 59 55 &1 39 24 95 9 3 1 o

Paz-Ares L et al,
Ann Oncol. 2020 Mar 21:S0923-7534(20)36374-2.




A PD-L1 TC =25% B PD-L1 TC <=25%

1.0 = 1.0
0.9 H o9
0.8 0.8
0.7 4 | o7
] ! S
s 061 ! : < 086
Z o5 ! i £ os
= I HHHHHHIH !
ﬁ 0.4 ! AInEEEN LI T o4
1 1
0.2 l 5 0.3
Madian OF {ma) [ 3E-mo OS5 (%) Modian OF (ma) - OF (%) 36-mo OS (%)
o2 4 {oose O [ CIy (o555 O] oo 4 (o5 O {one CI) (e, )
Durmlumab, =26% WA [MA-NF) 732 (64.0-BOE) 640 [ms 2 —T3.0) Curinlumah, -<26% 90,7 [232.1-MA) B4.8 |57.2-71.1) 53,5 [45.5-90.6)
0.1 | Plocabo, =zom 21.1 [12.5-8A) 475 31.0-€2.2) 42.0 (27557 .4) 0.1 | Piocaba, <=5 a7 .4 [27.5-MA) B2 (52.T-71.4) 51.4 [41.2-90.7)
o A [(25% CI): .50 (0.20-0.83) o HIR (B5% Cl): 0.8 (0534 25}
> 3 & 9 12 15 18 21 24 27 30 33 35 30 42 45 45 51 54 o 3 &6 9 12 156 18 21 24 27 30 33 38 39 42 45 48 51 54
Time from randomisation (months) Time from randomisation (months)
Mo. at rigk Mo. at risk
Drurva. 115 112 104 402 97 92 87 B3 V2 T& T2 TO 53 3F 23 10 1 o] ] Durva. 187 184 173 1866 153 144 134 123 113 108 104 100 82 53 33 18 4 o
Placebo 44 385 34 20 27 24 22 20 192 10 418 47 14 9 4 2 1 0 0O Placsbo 105 102 89 83 81 77 70 63 &1 59 55 54 39 24 45 9 3 1 0O
C PD-L1TC =1% D PD-L1 TC =19
1.0 5 1.0 =
0.9 0.9
0.8 4 0.8
o 0.7 4 ! 0.7
o 06 ! E 0.6
E - i ! B =
£ 05 ! ' £ o5 ! [
= ! ' |
E 0.4 i i 0.4 - ! ! ﬁ-_lj_}
0.3 : : 03 H H
Madian OF {ma) 2o OF {3 AE-mo OF %) Modian OF {ma) - OF () 36-mo OS [}
o {oose O [ CIy (o555 O] oo (o5 O {one CI) (e, )
Durmlumakb, =1% MA (43.=—HA) TE O (BEZ-TEA4) B2 _F (mn.1—88.5) Dursnlumat, « 1% =3.1 [zo.e—MAY BE1 (45.0-65.8) AT.4 (38457 E)
0.1 4 |Plcebo. =1% BOLE (17T MA) AT (42.6-63LE) 45,3 [34.5-55.5) 0.1 - | Pincebo, <1= 45,6 [27.3-MA) BEL4 |52.4-T7.1) 54.0 [40.9-58.0)
o A [25% CI): .55 (0.41—0.83) HIR [B5% Cl): 1.44 (074184}
T T T T T T T T T T T T T T T T T T o T T T T T T T T T T T T T T T T T 1
o 3 6 9 12 15 18 21 24 27 30 33 36 30 42 45 45 51 54 O 3 8 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54
Time from randomisation (months) _ Time from randomisation (months)
Mo. at risk Mo. at risk
Durva. 242 208 193 187 178 171 165 155 146 141 133 120 102 68 45 22 3 0O 0O Durva. 80 BB 84 81 72 &5 55 50 48 44 43 41 33 22 W0 4 =2 0 0
Placebo 1 B1 75 &7 64 58 52 47 45 44 41 38 31 10 10 & 4 1 0O e B T S

Paz-Ares L et al,
Ann Oncol. 2020 Mar 21:S0923-7534(20)36374-2.




PACIFIC: analisi di sottogruppo
__

All patients

PD-L1 status 225%

(pre-specified) <25%
Unknown

PD-L1 status 1-<25%

(post-hoc) >1%
<1%

# events /
# patients (%)

396/713 (55.5)
76/159 (47.8)
164/292 (56.2)
156/262 (59.5)
75/144 (52.1)
151/303 (49.8)
89/148 (60.1)

* |mportant facts regarding PD-L1 status:

HR and 95% C

l—o—l
—e—
. S
—e—
I . {
0,2 0,6 1,4
<

Durvalumab better

Placebo better

# events /
# patients (%)

440/713 (61.7)

92/159 (57.9)
181/292 (62.0)
167/262 (63.7)
85/144 (59.0)
177/303 (58.4)
96/148 (64.9)

- PD-L1 testing was not required and 37% of all randomised patients had unknown PD-L1 status

HR and 95% CI

(2 o
——
——
—eo——
——
—eo—
5 °

0,2 0,6 1 1,4 1,8

Durvalumab better Placebo better

- PD-L1 status was determined from tumour tissue obtained pre-CRT (getting a sample post-CRT medically not feasible)

- PD-L1 expression-level cutoff of 1% was part of an unplanned post-hoc analysis requested by the EMA

Data cutof 20 March 2020 BICR

{ binded independent cenyal review. CRT, chemoramotherapy. C

confidence mt=nal CR complets response EMA European Medwaines Agency HR. hazara ratio; OS. overall sarvival P

L1 programmed death-lgand 1) PFS, progression-fee sunmal



La qualita di vita e un delicato equilibrio
tra il controllo dei sintomi di malattia
e gli effetti collaterali del trattamento
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Change from basdine

~151704

0

Number of patients
Durvalumab group
Placebo group

durvalumab non compromette la qualita di vita

Rispetto all’osservazione,

4

647 538 437
439 367 306
208 171 131

B

i . S IS

_?ff
32 40 48 0 4 8 16
332 208 72 649 537 436
248 220 205 439 365 306
84 78 &7 210 172 130

Hui R et al,

Lancet Oncol 2019 Dec; 20(12):1670-1680.

381

108

32 40 48

332 299 274
247 221 207
a5 78 67
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Raccomandazione clinica

Forza della

raccomandazione

Ner pazienti con NSCLC 1n stadio III non resecabile, in
risposta o stabilita di malattia dopo trattamento chemio-
radioterapico a dosi radicali, e con espressione di PD-L1 sulle
cellule tumorali superiore o uguale a 1%, una terapia di
consolidamento con durvalumab della durata di 12 mesi
dovrebbe essere presa 1n considerazione come opzione
terapeutica di prima scelta.

Positiva forte

Linee guida AIOM 2019, www.aiom.it
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Conclusioni

* |l trattamento ottimale del tumore del polmone localmente avanzato richiede
una discussione deil casi e una successiva gestione multidisciplinare.

» L'immunoterapia con durvalumab, al completamento del trattamento
chemio-radioterapico, ha dimostrato un beneficio rilevante in termini di
controllo di malattia e prolungamento della sopravvivenza.

 Tale beneficio avviene a prezzo di un profilo di tollerabilita ormai ben noto
per | farmaci immunoterapici, e senza compromissione della qualita di vita.
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