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Abstract: The results of KEYNOTE-799 was recently updated. It was a non-randomized stage Il study
that 52 centres in 10 countries participated in and investigated pembrolizumab plus concurrent chemora-
diation therapy(CCRT) in patients with unresectable stage Il non-small cell lung cancer(NSCLC). The
primary endpoint was the objective response rate (ORR) and the incidence of grade =3 pneumonitis.
KEYNOTE-799 enrolled a significantly larger cohort with 216 patients. Cohort A enrolled 112 patients
(squamous and non-squamous histology). Cohort B enrolled 102 patients(non-squamous). Both cohorts
were given pembrolizumab plus CCRT after 1 cycle of pembrolizumab plus chemotherapy, then pem-
brolizumab was performed for the further therapy. ORR and disease control rate(DCR) were 71.4% and
88.4% in cohort A and 75.5% and 93.1% in cohort B, respectively. Median duration of response and
0OS were not reached(NR) in both cohorts ;median PFS was 30.6 months in cohort A, and NR in cohort
B and 2-years PFS rate was 55.3% in cohort A and NR in cohort B. The result of KEYNOTE-799
might imply the advent of trimodal therapy by introducing pembrolizumab to CCRT in unresectable,
locally advanced, stage Il NSCLC.

Subject words: pembrolizumab; concurrent chemoradiation therapy; non-small cell lung cancer; ob-
jective response rate; pneumonits
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A BA%) ORR i 71.4% , %9 5 il % (disease

Table 1 Objective response rate(90% CI)

Index Cohort A(n=112)  Cohort B(n=102)

Total 71.4(62.1~79.6)  75.5(66.0~83.5)
Age(years old)

<65 75.5(61.1~86.7) 74.1(60.3~85.0)

=65 68.3(55.3~79.4) 77.1(62.7~88.0)
Gender

Female 75.0(57.8~87.9) 75.0(58.8~87.3)

Male 69.7(58.1~79.8) 75.8(63.3~85.8)
Race

White 74.2(63.8~82.9) 79.7(68.8~88.2)

All other 56.3(29.9~80.2) 71.4(41.9~91.6)
Region

The USA 56.5(34.5~76.8) 81.8(48.2~97.7)

Other 75.3(65.0~83.8) 74.7(64.5~83.3)
Stage

mA 73.2(57.1~85.8) 76.9(60.7~88.9)

B 73.0(60.3~83.4) 73.8(58.0~86.1)

Imc 50.0(15.7~84.3) 76.2(52.8~91.8)
Histology

Squamous 72.0(60.4~81.8) N/A

Nonsquamous 70.3(53.0~84.1) 75.5(66.0~83.5)
ECOG PS

0 74.5(60.4~85.7) 73.7(60.3~84.5)

1

68.9(55.7~80.1)

PD-L1 tumor proportion score

<1%
=1%

66.7(43.0~85.4)
77.3(65.3~86.7)

77.8(62.9~88.8)

78.6(59.0~91.7)
72.5(56.1~85.4)
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33 =M

BT MBS 2 B A BRARE i 3 G a1k R N
64.3% ,B BAFIH 51.0% ., 5 # UL 53097 FH OG0
it 3 G RN SR R A Mk D e A BRI R A R
}116.1%,B BRI &K 9.8% .,

Cohort A
(squamous and non-squamous histology)

181.3%

Overall Survival, %
U
c

30 Events n/N (%) Median (95% Cl), mo
20 48/112 (42.9) NR (26.1-NR)

0 3 6 9 12 15 18 21 24 27 30 33 36
Time, mo
106 98 94 91 83 79 74 72 54 28 4 0

No. at risk
CohortA 112

%

= 100
90
80
70
60

50 : ; Y
™ : =
30 Events n/N (%)

20
T 441112 (39.3)

Median (95% Cl), mo
30.6 (16.6-NR)

Progression-Free Survival,

0 3 6 9 12 15 18 21 24 27 30 33 36

No. at risk Time, mo
CohortA 112 93 82 70 60 53 42 40 34 22 1 1 0
Cohort A
(Squamous and non-squamous histology)
1004

78.8%
90 J i

Figure 1 Progression-free survival and overall survival™®

B B
g g
g 80 § 80 168.7%
2 704 2 70 PR VTR ETRTT T ST SR )
o ['4 8
2 - ; 2 -
o : o
2 50 Median (range) o 501 E
S 40- NR (1.9+ to 32.5+ mo) S 40- Median (range) :
E 304 i 2 304 NR (1.6+ to 32.5+ mo)
2 8 i :
§ 20 § 207
S 104 S 101
0 T T T T T T T T T T 1 0 r r r 4 T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Nosathsk Time, mo No. at risk Time, mo
CohortA 80 77 68 57 53 41 38 34 29 14 3 0 CohortB 77 73 62 49 41 32 28 19 13 4 1 0

Figure 2 Duration of response'!

Cohort B
(nonsquamous histology only)
1004 188.2%
90 ;
= 80 : 71.2%
570
T 60
2 50 :
@ 50 -
5 40
g 30 Events n/N (%) Median (95% Cl), mo
S 2 28/102 (27.5) NR (33.0-NR)
10 .
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Time, mo
CohortB 102 101 96 93 89 82 73 53 40 26 9 4 0
2 1004 :
3 90
s 801 169.4% .
a 701 60.6%
8 604 : Y| W SN S T E—
& 50
§ 40 :
2 304 Events n/N (%) Median (95% Cl), mo
S 0
g 33/102 (32.4) NR (20.6-NR)
-8 2
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Time, mo
CohortB 102 93 79 62 54 44 33 26 19 13 4 1 0

Cohort B
(Nonsquamous histology only)

100+

90 i74.8%

MBS 2022 4% 28 5% 11

975



Journal of Chinese Oncology,2022,Vol.28,No.11

i 9¢ 2 5 BRI AR Y B

Table 2

Adverse event summary[n(%) ]

WILBEE RO, A BAF 112 ) i

Adverse event

Cohort A(n=112) Cohort B(n=102)

9 Bl (8.0%,95%Cl:3.7%~ Grade =3 pneumonitis 9(8.0) 7(6.9)
14.7%) g 39 R L i % Treatment-related AEs 105(93.8) 99(97.1)
CELER RO RS 2 ) B BB 102 000 72083 2L
- ’ X Occurring in >10%
BB T B kA 3 g L b Neutropenia 18(16.1) 10(9.8)
ﬂfﬁ%(6.9%,95%CI;2.8%~]3.6%) Anemia 12(10.7) 4(3.9)
(Table 2)0 16 A BAFI h , H 4 @J Led to death 4(3.6) 1(1.0)
e Led to discontinuation of any treatment component 38(33.9) 21(20.6)
% I
(3'6%)‘%%?153:%?)( "ﬁﬁ B BASY Immune-mediated AEs and infusion reactions 58(51.8) 46(45.1)
A 1BIFET RPN R . B cade 305 18(16.1) 9(8.8)
il 5% A5 AT fi8 #B 55 A 1) 2R 2R Bt Occurring in >5% of patients in either cohort
HI, 1156 4 7 fl 5 7 A X Pocumonitis 7(63) 6(59)
e Led to death 4(3.6) 1(1.0)
§ I 1] fiifi
("I'dble 2) O\A Mﬁj M Pj S ELIES Led to discontinuation of any treatment component 21(18.8) 12(11.8)
7}193!51’9 EP@HﬂLlEﬂﬁj\%Uﬁ 4.3 /]\H Note : AE :adverse event
(95% C1:1.4~10.4) 44 4 H Table 3 Radiotherapy administration
(95%CI1.0.1~12.3), Jifi % & E rh Radiotherapy administration Cohort A Cohort B
s a3 5k 4.4 > A F1 Patients with radiotherapy 101 96
4041 H 5 Total dose delivered (c¢Gy) 5908.9+443.2 5875.0£710.4
. N Total number of fractions 29.5+£2.2 29.4+3.5
S S R K
34 MRS R Duration of radiotherapy interruption(d) 1.0+2.4 1.4+3.1
A BABI 112 B 58 R S AEs resulting in radiotherapy discontinuation 3(2.7) 0
101 Bl#EZ Ty, FHEFIE  Actual total lung V20(%) 26.3+5.4 24.746.1
(5 908.9+443.2) cGy, 4% (29.5+ Actual total lung V5(%) 57.3+6.4 53.1£10.0
P o " . Mean lung dose(cGy) 1499.1 1406.4
e N0 i} S
22) WL, FHTHOT T S 1075.5 819.4

HF(1.0£2.4) d, A BAFI B35 4 il
V20 “F¥IMH A 26.3% ,V5 2 57.3%, =48 H
il JAE A 1 499.1 Gy , F 35 .0 JIE ) &= ¥ (85~
1 075.5 ¢Gy., B BAI3E 96 FHE2 7507, X B
(5 875.0£710.4) ¢Gy, 5> (29.4+3.5) R 5E M., X757
HWT IS TE] A (1.443.1) d, B BAB 835 4 il V20 ~F-21{E
H24.7% V5 EIME N 53.1%, 440 B2t 7
EHE R 14064 cCy, F-HLOMEFIEE Y 8194 Gy
(Table 3),

FRATI I AT B 40 T T R AR S S U R &

HEMRER, T 3 HUL A5 B ek
BN ORI O V) B 2 V- W o ol W U
F kB BAF , B 3 G R LA Ll R B R A
51 1 fili 27 15 L IE AZ 5 (Table 4)

4 WiRERE

41 FEIHFEFEBS
X — I HL IR % AEBEPL AR XS IR

Table 4 Radiotherapy administration by pneumonitis

Cohort A(n=112)

Cohort B(n=102) Total (n=214)

. L. Grade=3 Without Grade=3 Without Grade=3 Without
Radiotherapy administration . .. . .. . ..

pneumonitis pneumonitis pneumonitis pneumonitis pneumonitis pneumonitis

(n=9) (n=67) (n=7) (n=67) (n=16) (n=134)
Patients with radiotherapy 9 56 7 61 16 117
Actual total lung V20(%) 27.3(4.1) 25.5(5.4) 24.8(5.7) 24.3(6.6) 26.2(4.8) 24.9(6.1)
Actual total lung V5(%) 57.8(4.4) 56.8(6.9) 55.0(9.8) 51.7(10.6) 56.6(7.0) 54.2(9.3)
Mean lung dose (cGy) 1525.0 1473.4 1455.0 1372.6 1495.0 1422.5
Mean heart dose(cGy) 1178.1 1056.2 769.2 726.0 1002.9 889.6
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Appendix table 1 Decision rules for stopping the trial for low percentage of participants with grade 3 or higher pneumonitis®

Monitoring points
(# Participants )

#Participants with grade 3 or higher
pneumonitis to conclude the rate <10%

Boundary rates(90% Cls*) for

the corresponding sample size

Boundary rates(90% Cls*) for

the corresponding sample size

36-39 — - -

40-56 0 0(0,7.2%) for N=40 0(0,5.2%) for N=56

57-73 1 or less 1.8%1(0.1%,8.1%) for N=57 1.4%(0.1%,6.3%) for N=73
74-90 2 or less 2.7%(0.5% ,8.3%) for N=74 2.29%(0.4% ,6.8%) for N=90
91-107 3 or less 3.3%(0.9%,8.3%) for N=91 2.8%(0.8%,7.1%) for N=107
108 4 or less 3.7%(1.3%,8.3%) for N=108 |-

Abbreviations : CI=confidence interval
Decision rule for stopping the trial is not applicable due to insufficient sample size if only 36-39 participants are available. Monitoring points will
be based on number of the participants in APaT population.
Initial interim analysis will be performed for each cohort,respectively. Once the combination rule is met,two cohorts will be pooled for evaluation at

the bound specified.

Design assumes overall Type | error of 5% (1-sided) at true rate of 10% and 83% power at true rate of 3%.
*: 90% Cls based on Clopper-Pearson (exact) method are provided

Appendix table 2 Decision rules for stopping the trial due to a oow ORR®

Monitoring points # Participants with response Boundary ORR (90%Cls*) for Boundary ORR (90%Cls*) for
(# Participants) to conclude ORR <50% the corresponding sample size the corresponding sample size
36-37 10 or less 27.8%(15.9% ,42.6%) for N=36 27.0%(15.5% ,41.5%) for N=37
38-39 11 or less 28.9%(17.2% ,43.3%) for N=38 28.2%(16.7% ,42.3%) for N=39
40-41 12 or less 30.0%(18.3%,44.0%) for N=40 29.3%(17.8% ,43.1%) for N=41
42-44 13 or less 31.0%(19.4% ,44.6%) for N=42 29.5%(18.5% ,42.8%) for N=44
45-46 14 or less 31.1%(19.9%,44.3%) for N=45 30.4%(19.4% ,43.4%) for N=46
47-48 15 or less 31.9%(20.8% ,44.8%) for N=47 31.3%(20.4% ,44.0%) for N=48
49-51 16 or less 32.7%(21.7%,45.3%) for N=49 31.4%(20.8%,43.7%) for N=51
52-53 17 or less 32.7%(22.0% ,4.9%) for N=52 32.1%(21.6% ,44.1%) for N=53
54-56 18 or less 33.3%(22.8%,45.3%) for N=54 32.1%(21.9%,43.9%) for N=56
57-58 19 or less 33.3%(23.1%,45.0%) for N=57 32.8%(22.6% ,44.3%) for N=58
59-60 20 or less 33.9%/(23.7% ,45.3%) for N=59 33.3%(23.3%,44.7%) for N=60
61-63 21 or less 34.4%(24.4% ,45.7%) for N=61 33.3%(23.5% ,44.3%) for N=63
64-65 22 or less 34.49% (24.5% ,45.3%) for N=64 33.8%(24.1%,44.7%) for N=65
66-67 23 or less 34.8%(25.1% ,45.6%) for N=66 34.3%(24.7% ,45.0%) for N=67
68-70 24 or less 35.3%(25.7% ,45.9%) for N=68 34.3%(24.9% ,44.7%) for N=70
71-72 25 or less 35.2%/(25.8% ,45.6%) for N=71 34.7%(25.4% ,45.0%) for N=72
73-74 26 or less 35.6%(26.3% ,45.8%) for N=73 35.1%(25.9% ,45.3%) for N=74
75-77 27 or less 36.0%(26.8% ,46.1%) for N=75 35.1%(26.0%,45.0%) for N=77
78-79 28 or less 35.9%(26.9% ,45.8%) for N=78 35.4%(26.5% ,45.2%) for N=79
80-82 29 or less 36.3%(27.3% ,46.0%) for N=80 35.4%(26.6% ,45.0% ) for N=82
83-84 30 or less 36.1%(27.4% ,45.7%) for N=83 35.7%(27.0% ,45.2%) for N=84
85-86 31 or less 36.5%(27.8% ,45.9%) for N=85 36.0%(27.4% ,45.4%) for N=86
87-89 32 or less 36.8%(28.2%,46.1%) for N=87 36.0%(27.5% ,45.1%) for N=89
90-91 33 or less 36.7%(28.2% ,45.8%) for N=90 36.3%(27.9% ,45.4%) for N=91
92-93 34 or less 37.0%(28.6% ,46.0%) for N=92 36.6%(28.2% ,45.6%) for N=93
94-96 35 or less 37.2%(28.9% ,46.2%) for N=94 36.5%(28.3%,45.3%) for N=96
97-98 36 or less 37.1%(28.9% ,45.9%) for N=97 36.7%(28.6% ,45.5%) for N=98
99-100 37 or less 37.4%(29.2% ,46.1%) for N=99 37.0%(28.9%,45.7%) for N=100
101-103 38 or less 37.6%(29.6% ,46.2%) for N=101 36.9%(29.0% ,45.4%) for N=103
104-105 39 or less 37.5%/(29.6% ,46.0%) for N=104 37.1%(29.3%,45.6%) for N=105
106-107 40 or less 37.7%(29.9% ,46.1%) for N=106 37.4%/(29.6% ,45.7%) for N=107
108 41 or less 38.0%(30.1%,46.3%) for N=108 -

Abbreviations : CI=confidence interval

Monitoring points will be based on number of the participants in APaT population who either discontinue or have at least 2 tumor imaging during the study.
Sequential monitoring procedure will be performed for each cohort,respectively. Once the combination rule is met,two cohorts will be pooled for

evaluation at the bound specified.

Design assumes overall Type | error of 5% (1-sided) at true rate of 50% ,and 84% power at true rate of 35%.
*:90% Cls based on Clopper-Pearson (exact) method are provided
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Appendix table 3 Decision rules for stopping the trial for high percentage of participants with grade 3 or higher pneumonitis'®

Monitoring points # Participants with grade 3 or higher Boundary rates(90%Cls*) for | Boundary rates(90%Cls*) for
(# Participants) pneumonitis to conclude rate >3% the corresponding sample size | the corresponding sample size
36-46 5 or higher 13.9%(5.6%,27.0%) for N=36 | 10.9%(4.4%,21.5%) for N=46
47-63 6 or higher 12.8%(5.7%,23.7%) for N=47 ' 9.5%(4.2% ,17.9%) for N=63
64-80 7 or higher 10.9%(5.3%,19.6%) for N=64  8.8%(4.2% ,15.8%) for N=80
81-97 8 or higher 9.9%(5.0%,17.1% ) N=81 8.2%(4.2% ,14.4%) for N=97
98-108 9 or higher 9.2%(4.9%,15.5%) for N=98  8.3%(4.4% ,14.1%) for N=108

Abbreviations : Cl=confidence interval

evaluation at the bound specified.

Monitoring points will be based on number of the participants in APaT population.

Sequential monitoring procedure will be performed for each cohort,respectively. Once the combination rule is met,2 cohorts will be pooled for

Design assumes overall Type | error of 5%(1-sided) at true rate of 3% and 83% power at true rate of 10%.
*:90% Cls based on Clopper-Pearson (exact) method are provided

Appendix table 4 Decision rules for stopping the trial due to a high ORR®

Monitoring points #Participants with response Boundary ORR (90%Cls*) for Boundary ORR (90%Cls*) for
(# Participants ) to conclude >35% the corresponding sample Size the corresponding sample size
36-38 21 or higher 58.3%(43.3%,72.3%) for N=36 55.3%(40.7% ,69.1%) for N=38
39-40 22 or higher 56.4%(42.1% ,70.0%) for N=39 55.0%(40.9% ,68.5%) for N=40
41-43 23 or higher 56.1%(42.1% ,69.4%) for N=41 53.5%(39.9% ,66.7%) for N=43
44-45 24 or higher 54.5%(41.1% ,67.5%) for N=44 53.39%(40.1% ,66.2%) for N=45
46-47 25 or higher 54.3%(41.3% ,67.0%) for N=46 53.2%(40.3% ,65.8%) for N=47
48-50 26 or higher 54.2%(41.4% ,66.6%) for N=48 52.09%(39.5% ,64.3%) for N=50
51-52 27 or higher 52.9%(40.6% ,65.0%) for N=51 51.9%(39.7% ,64.0%) for N=52
53-54 28 or higher 52.8%(40.7% ,64.7%) for N=53 51.9%(39.9% ,63.7%) for N=54
55-57 29 or higher 52.7%(40.9% ,64.4%) for N=55 50.9%(39.3% ,62.4%) for N=57
58-59 30 or higher 51.7%(40.2% ,63.1%) for N=58 50.8%(39.5% ,62.2%) for N=59
60-61 31 or higher 51.7%(40.3% ,62.9%) for N=60 50.8%(39.6% ,62.0%) for N=61
62-64 32 or higher 51.6%(40.5% ,62.6%) for N=62 50.0%(39.1% ,60.9%) for N=64
65-66 33 or higher 50.8%(39.9% ,61.5%) for N=65 50.09%(39.3% ,60.7%) for N=66
67-68 34 or higher 50.7%(40.1% ,61.4%) for N=67 50.0%(39.4% ,60.6%) for N=68
69-71 35 or higher 50.7%(40.2% ,61.2%) for N=69 49.3%(39.0%,59.6%) for N=71
72-73 36 or higher 50.0%(39.8% ,60.2%) for N=72 49.3%(39.2% ,59.5%) for N=73
74-76 37 or higher 50.09%(39.9% ,60.1%) for N=74 48.7%(38.8% ,58.7%) for N=76
77-78 38 or higher 49.4%(39.5% ,59.3%) for N=77 48.7%(38.9% ,58.6%) for N=78
79-80 39 or higher 49.4%(39.6% ,59.1%) for N=79 48.8%(39.1%,58.5%) for N=80
81-83 40 or higher 49.4%(39.8%,59.0%) for N=81 48.2%(38.7%,57.8%) for N=83
84-85 41 or higher 48.8%(39.4% ,58.3%) for N=84 48.2%(38.9% ,57.7%) for N=85
86-87 42 or higher 48.8%(39.5% ,58.2%) for N=86 48.3%(39.0%,57.6%) for N=87
88-90 43 or higher 48.9%(39.7% ,58.1%) for N=88 47.8%(38.7% ,56.9%) for N=90
91-92 44 or higher 48.4%(39.3%,57.5%) for N=91 47.8%(38.9% ,56.9%) for N=92
93-94 45 or higher 48.4%(39.5% ,57.4%) for N=93 47.9%(39.0% ,56.8%) for N=94
95-97 46 or higher 48.4%(39.6% ,57.3%) for N=95 47.4%(38.7% ,56.2%) for N=97
98-99 47 or higher 48.0%(39.3% ,56.7%) for N=98 47.5%(38.9%,56.2%) for N=99
100-102 48 or higher 48.0%(39.4%,56.7%) for N=100 47.1%(38.6%,55.7%) for N=102
103-104 49 or higher 47.6%(39.1%,56.1%) for N=103 47.1%(38.7%,55.6%) for N=104
105-106 50 or higher 47.6%(39.3%,56.1%) for N=105 47.2%(38.9%,55.6%) for N=106
107-108 51 or higher 47.7%(39.4% ,56.0%) for N=107 47.2%(39.0%,55.6%) for N=108

Abbreviations : CI=confidence interval

Monitoring points will be based on number of the participants in APaT population who either discontinue or have at least 2 tumor imaging during the study.
Sequential monitoring procedure will be performed for each cohort,respectively. Once the combination rule is met,two cohorts will be pooled for
evaluation at the bound specified.

Design assumes overall Type | error of 5% (1-sided) at true rate of 35% ,and 84% power at true rate of 50%. Trial is not necessary to stop if the
ORR is greater than upper bound.

*:90% Cls based on Clopper-Pearson (exact) method are provided

BB A R 2022 £ % 28 £ & 11 ] 981



