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3. Resultados

3.1 — Descriptiva

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*
Nivolumab plus Chemotherapy Chemotherapy Alone

Characteristic (N=57) (N=29)
Median age (IQR) —yr 65 (58-70) 63 (57-66)
Body-mass index — no. (%)

<25 15 (26) 10 (34)

>25 42 (74) 19 (66)
Female sex — no. (%) 21 (37) 13 (45)
History of tobacco use — no. (%)

Never smoked 5(9) 0

Former smoker 22 (39) 8 (28)

Current smoker 30 (53) 21 (72)
ECOG performance-status score — no. (%)

0 31 (54) 16 (55)

1 26 (46) 13 (45)
Histologic type — no. (%)

Adenocarcinoma 25 (44) 11 (38)

Adenosquamous carcinoma 1(2) 0

Squamous-cell carcinoma 21 (37) 14 (48)

Large-cell carcinoma 2 (4) 1(3)

Not otherwise specified or undifferentiated 7(12) 2(7)

Other 1(2) 1(3)
TNM classification — no. (%)§

TIN2MO 12 (21) 4(14)

T2N2MO 16 (28) 7 (24)

T3NIMO 2 (4) 103)

T3N2MO 13 (23) 5(17)

T4NOMO 6 (11) 9(31)

T4ANIMO 8 (14) 3 (10)
Median tumor size (range) — mm 50 (15-155) 52 (15-166)
Node stage — no. (%)

NO 6 (11) 9(31)

N1 10 (18) 4(14)

N2 41 (72) 16 (55)

N2, multiple stations 22 (39) 11 (38)




CONGRESS
UVIQCANCER 23823

3 RESUItadOS Nivel taxonomico: Filo
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3.1 — Descriptiva Bacteroidetes Verrucomicrobia Lentisphaerae
Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (| ion-to-Treat Population).* me= Firmicutes o Synerg istetes
Nivolumab plus Chemotherapy Chemotherapy Alone Phylum
Characteristic (N=57) (N=29)
Median age (IQR) —yr 65 (58-70) 63 (57-66)
Body-mass index — no. (%) _
<25 15 (26) 10 (34) Z
>25 42 (74) 19 (66) ’g
Female sex — no. (%) 21 (37) 13 (45) E-
History of tobacco use — no. (%) ;"‘E
Never smoked 5(9) 0 €
Former smoker 22 (39) 8 (28)
Current smoker 30 (53) 21 (72)
ECOG performance-status score — no. (%)
0 31 (54) 16 (55)
1 26 (46) 13 (45)
Histologic type — no. (%)
Adenocarcinoma 25 (44) 11 (38)
Adenosquamous carcinoma 1(2) 0
Squamous-cell carcinoma 21 (37) 14 (48)
Large-cell carcinoma 2 (4) 1(3)
Not otherwise specified or undifferentiated 7(12) 2(7)
Other 1(2) 1(3)
TNM classification — no. (%)§
TIN2MO 12 (21) 4(14)
T2N2MO 16 (28) 7 (24)
T3NIMO 2 (4) 103)
T3N2MO 13 (23) 5(17)
T4NOMO 6 (11) 9(31)
T4ANIMO 8 (14) 3 (10)
Median tumor size (range) — mm 50 (15-155) 52 (15-166)
Node stage — no. (%)
NO 6 (11) 9(31)
N1 10 (18) 4 (14)
N2 41 (72) 16 (55)
N2, multiple stations 22 (39) 11 (38)
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (| ion-to-Treat Population).* me= Firmicutes o Synerg istetes
Nivolumab plus Chemotherapy Chemotherapy Alone 100 P:y’um .

Characteristic (N=57) (N=29) -
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Body-mass index — no. (%) ~

<25 15 (26) 10 (34) E’

>25 42 (74) 19 (66) §
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History of tobacco use — no. (%) %

Never smoked 5(9) 0 :

Former smoker 22 (39) 8 (28)

Current smoker 30 (53) 21 (72)

ECOG performance-status score — no. (%) < -
5 3154 i6155) Controles Experimentales
1 26 (46) 13 (45)
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Adenocarcinoma 25 (44) 11 (38)
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Squamous-cell carcinoma 21 (37) 14 (48)
Large-cell carcinoma 2 (4) 1(3)
Not otherwise specified or undifferentiated 7(12) 2(7)
Other 1(2) 1(3)
TNM classification — no. (%)§
TIN2MO 12 (21) 4(14)
T2N2MO 16 (28) 7 (24)
T3NIMO 2 (4) 103)
T3N2MO 13 (23) 5(17)
T4NOMO 6 (11) 9(31)
T4ANIMO 8 (14) 3 (10)
Median tumor size (range) — mm 50 (15-155) 52 (15-166)
Node stage — no. (%)
NO 6 (11) 9(31)
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N2, multiple stations 22 (39) 11 (38)
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Characteristic (N=57) (N=29) = g
Median age (IQR) —yr 65 (58-70) 63 (57-66) 2
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1 26 (46) 13 (45) 20 +°
Fistklonichpe—nex (4] Nivel taxonémico: Familia
Adenocarcinoma 25 (44) 11 (38)
Adenosquamous carcinoma 1(2) 0 _
=X
Squamous-cell carcinoma 21 (37) 14 (48) —
Q
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o~ —_
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Other 1(2) 1(3) § g 10
TNM classification — no. (%)§ % T 3
TIN2MO 12 (21) 4(14) 2 104 _g T T
T2N2MO 16 (28) 7 (24) © T ®
[] @ 5+
T3NIMO 2 (4) 103) x &
T3N2MO 13 (23) 5(17) T
TANOMO 6 (11) 9 (31) -
- 0=
T4AN1IMO 8 (14) 3 (10) 0
Median t i — 50 (15-155 52 (15-166 g 2 ke & & 2 & 2 & & 2 P SIS PSSP NS & #
CHEW IR ([ =i ( ) ( ) LA A A A A A A 0\8‘" & o & \@)‘ & & ,bqfoge\ & & & & o"o\z;\"
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o \3 » & o & 2 O O o & P O
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Overall Survival

Progression-Free Survival
All patients Experimental Control

All patients Experimental Control
HR (95% Cl) p-value HR (95% Cl) p-value HR (95% Cl) p-value HR (95% Cl)| p-value |HR (95% CI p-value | HR (95% ClI p-value

Simpson 0,51 (0,23-1,15) 0,106 0,65 (0,23-1,79) 0,401 0,35 (0,07-1,67) 0,186 0,89 (0,33-2,34) 0,818 1|40 (0,35-5,41) 0,635 P,71(0,14-3,69) 0,683
Shannon 0,61 (0,27-1,39) 0,241 0,84 (0,30-2,31) 0,735 0,33(0,07-1,62) 0,174 1,20 (0,46-3,1) 0,708 2|17 (0,56-8,42) 0,261 P,65 (0,12-3,36) 0,606
Chaol 0,44 (0,19-1,00) 0,05 0,54 (0,19-1,52) 0,244 0,30 (0,08-1,16) 0,08 0,61 (0,20-1,84) 0,381 1|05 (0,26-4,43) 0,94 P,24(0,03-2,17) 0,205
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PFS by Simpson

1.00
075
=
3
@
=
[
5.0.50
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3
@ Log-rank
0.25
p=0.24
0.00
0 10 20 30 40
Time (months)
Number at risk
- 27 20 10 5 0
- 26 22 15 6 0
- 28 28 17 5 0

Simpson + Below T1 ~ T1-T2 - Above T2

Progression-Free Survival

All patients Experimental
HR (95% Cl) p-value HR (95% Cl) p-value
Simpson 0,51 (0,23-1,15) 0,106 0,65 (0,23-1,79) 0,401
Shannon 0,61 (0,27-1,39) 0,241 0,84 (0,30-2,31) 0,735
Chaol 0,44(0,19-1,00) 0,05 0,54(0,19-1,52) 0,244

PFS by Simpson in Experimental arm
1.00

PFS by Simpson in Control arm

1.00
0.75 0.75
g z
go.so ) iy go.so
""0.25 Log-rank “’0.25 Log-rank
p=0.7 p=10.37
0.00 0.00
0 10 20 30 40 0 10 20 30 40
Time (months) Time (months)
Number at risk Number at risk
- 17 13 7 2 0 = 10 7 3 3 0
= 16 16 9 4 0 = 10 6 6 2 0
- 22 22 13 4 0 - 6 6 4 1 0
Simpson + Below T1 — T1-T2 — Above T2 Simpson + Below T1 +— T1-T2 +~ Above T2
Overall Survival
Control All patients Experimental Control
HR (95% Cl) p-value HR (95% Cl)| p-value |HR (95% CI p-value | HR (95% ClI p-value
0,35(0,07-1,67) 0,186 0,89 (0,33-2,34) 0,818 1}40(0,35-5,41) 0,635 P,71(0,14-3,69) 0,683
0,33 (0,07-1,62) 0,174 1,20(0,46-3,13) 0,708 2|17 (0,56-8,42) 0,261 P,65(0,12-3,36) 0,606
0,30 (0,08-1,16) 0,08 0,61 (0,20-1,84) 0,381 1|05(0,26-4,43) 0,94 P,24(0,03-2,17) 0,205
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PFS by Shannon

PFS by Shannon in Experimental arm

PFS by Shannon in Control arm
1.00 1.00 1.00
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£ z z
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» Log-rank o Log-rank o Log-rank
0.25 0.25 0.25
p=042 p=092 p=0.11
0.00 0.00 0.00
0 10 20 30 40 0 10 20 30 40 0 10 20 30 40
Time (months) Time (months) Time (months)
Number at risk Number at risk Number at risk
- 28 22 12 7 0 - 17 14 8 0 - 1 8 4 0
- 26 21 16 4 0 - 18 17 12 3 0 - 8 4 4 1 0
- 27 27 14 5 0 - 20 20 9 4 0 -7 7 5 1 0
Shannon +— Below T1 +~ T1-T2 + Above T2 Shannon -+ Below T1 -~ T1-T2 +— Above T2 Shannon -+ Below T1 -~ T1-T2 +— Above T2
Progression-Free Survival Overall Survival
All patients Experimental Control All patients Experimental Control
HR (95% Cl) p-value HR (95% Cl) p-value HR (95% Cl) p-value HR (95% Cl)| p-value |HR (95% CI p-value | HR (95% ClI p-value
Simpson 0,51 (0,23-1,15) 0,106 0,65(0,23-1,79) 0,401 0,35(0,07-1,67) 0,186 0,89 (0,33-2,34) 0,818 1}40(0,35-5,41) 0,635 P,71(0,14-3,69) 0,683
Shannon 0,61 (0,27-1,39) 0,241 0,84(0,30-2,31) 0,735 0,33(0,07-1,62) 0,174 1,20(0,46-3,14) 0,708 2|17 (0,56-8,42) 0,261 P,65(0,12-3,$6) 0,606
Chao1 0,44 (0,19-1,00) 0,05 0,54(0,19-1,52) 0,244 0,30(0,08-1,16) 0,08 0,61 (0,20-1,84) 0,381 1|05 (0,26-4,43) 0,94 D,24(0,03-2,17) 0,205
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PFS by Chao1

PFS by Chao1 in Experimental arm

PFS by Chao1 in Control arm
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p=0.11 p=0.5 p=0.035
0.00 0.00 0.00
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Time (months) Time (months) Time (months)
_ NLIZH;DEI' at risk - " . . _ NI.;FI;bEI’ at risk . . . . _ NI.;FI;bEI’ at risk . 5 . .
- 24 20 13 3 0 = 17 16 11 2 0 -7 4 2 1 0
- 28 28 17 7 0 = 19 19 9 5 0 = 9 9 8 2 0
Chao1 + Below T1 -+~ T1-T2 + Above T2 Chao1 + Below T1 -~ T1-T2 +~ Above T2 Chao1 + Below T1 -~ T1-T2 +~ Above T2
Progression-Free Survival Overall Survival
All patients Experimental Control All patients Experimental Control
HR (95% Cl) p-value HR (95% Cl) p-value HR (95% Cl) p-value HR (95% Cl)| p-value |HR (95% CI p-value | HR (95% ClI p-value
Simpson 0,51 (0,23-1,15) 0,106 0,65(0,23-1,79) 0,401 0,35(0,07-1,67) 0,186 0,89 (0,33-2,34) 0,818 1}40(0,35-5,41) 0,635 P,71(0,14-3,69) 0,683
Shannon 0,61 (0,27-1,39) 0,241 0,84(0,30-2,31) 0,735 0,33(0,07-1,62) 0,174 1,20(0,46-3,14) 0,708 2|17 (0,56-8,42) 0,261 P,65(0,12-3,$6) 0,606
Chao1 0,44 (0,19-1,00) 0,05 0,54(0,19-1,52) 0,244 0,30(0,08-1,16) 0,08 0,61 (0,20-1,84) 0,381 1|05 (0,26-4,43) 0,94 D,24(0,03-2,17) 0,205
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Eventos adversos colitis, n (%) 25 (30,9)

Pacientes afectados n (%) 18 (22,2)
Grado 2 4 (4,9)
Grado 3 2(2,5)
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3. Resultados

3.4 — Asociacion a eventos adversos de colitis

| N=8 Bacteroides
Eventos adversos colitis, n (%) 25 (30,9) 80 p = 0.037
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3. Resultados

3.4 — Asociacion a eventos adversos de colitis

| N=81 Bacteroides Dialister Coriobacterium

Eventos adversos colitis, n (%) 25 (30,9) 80 p = 0.037 8- 4
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4. Conclusiones

La diversidad de la microbiota intestinal, en especial la riqueza de especies, parece tener
un impacto en la supervivencia libre de progresion de los pacientes tratados con
inmunoterapia mas quimioterapia y especialmente en aquellos tratados con quimioterapia.

La composicion de la microbiota intestinal puede jugar un papel en la respuesta a la
inmunoterapia en combinacidbn con quimioterapia en la estrategia de tratamiento
neoadyuvante en pacientes localmente avanzados con CPCNP resecables.

La composicion de la microbiota intestinal puede asociarse a eventos adversos de colitis.
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