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NORA trial (GECP 15/02): Updated results of the Spanish Lung Cancer Group (SLCG)
phase Il trial of concurrent chemo-radiotherapy (CT-RT) with cisplatin (P) plus

metronomic oral vinorelbine (mQOV) for unresectable locally advanced non-small cell
lung cancer (LA-NSCLC). Guirado M et al.

Open label one arm, multicenter, national, phase Il trial, performed in 17 institutions memi Spanish Lung Cancer Group (SLCG) M‘“W"’em 33 ‘(::") : {; - ﬁ _‘ o m (! o
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Conclusiones: La combinacion de mOV + CDDP es factible
con o sin CRT, la tolerabilidad fue excelente con un buen perfil
de eficacia, ORR de 67,7% y mPFS 11.5 meses, OS inmadura.
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Efficacy of Durvalumab in Patients with Stage Il NSCLC who Experience Pneumonitis
(PACIFIC). Vansteenkiste JF et al.

En este trabajo se presentan los datos del analisis —rr— o= T—

A. Durvalumab-treated patients

exploratorio del PACIFIC, en el que se evalua el impacto
de la neumonitis sobre los resultados de eficaciay

seguridad, y el manejo clinico la neumonitis en la
poblacion del estudio. ———————-—-
__-___--

pneumonitis and for the ITT population
B. Placebo-treated patients

No. of events/no. of patients (%) HR (95% C) for durvalumab vs placebo

Adjusted for the
Durvalumab o an! i
currence of ITT population
pneumonitis

183/476 (38.4)
Model 1 (base model) 0.70 (0.55-0.88) 0.68 (0.53-0.87)
Model 2 0.65 (0.51-0.83) =

182/476 (38.2) 1261237 (53.2)
Model 1 (base model) 0.57 (0.45-0.71) 0.53 (041-0.68)
Model 2 0.53 (0.41-0.67) =

116/237 (48.9)

Conclusiones: A pesar de las limitaciones, los datos sugieren que la neumonitis no
altera el beneficio en PFS, OS y ORR en pacientes tratados con el régimen PACIFC. La
mayor parte de los casos corresponden a G1-2 y por tanto no deberian limitar la
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Immune cell biomarkers on neo-adjuvant chemoimmunotherapy treatment for resectable
stage IlIA NSCLC, NADIM study traslational. Laza-Briviesca R et al.

Preliminary results - HEMOGRAMS Preliminary results —- PBMC'S PHENOTYPE
. . 0 .
N=41 » N=27
HEMOGRAMS vs TREATMENT PBMC’'S PHENOTYPE vs TREATMENT
Absolute numbers of L Eosinophil, phils, H in and Platelets Percentages of peripheral blood mononuclear cells (PBMC'S) did not vary after neo-adjuvant
from hemograms were significantly reduced after neo-adjuvant treatment. However, no changes treatment.

were observed for Lymphocytes, Basophils, LDH levels or the Lung Immune Prognostic Index (LIPI). However, activation of CD4 T cells and NK cells, as well as PD-1 receptor detection, on immune
Additionally, post-treatment Neutrophil-to-Lymphocyte (NLR), Myeloid-to-Lymphoid lineage (M:L) and cells was decreased after neo-adjuvant chemo-immunotherapy.
Platelets-to-Lymphocytes (PLR) ratios were decreased.

Lymphecyte populations Activation PD-1 detection

Neoadjuvant b
treatment treatment Immune cell populations: Hemoglobin  LDH Platelets Ratios
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Conclusiones:
Niveles mas altos de expresion de PD-1 en células T CD4 pre-tratamiento, asi

como la disminucion en la deteccion de PD-1 en células T CD4, CD8 y Nk post-

tratamiento se asocian a pRC.
La disminucion del ratio plaquetas/linfocitos tras el tratamiento se asocia a e

respuesta menor. -
GecCP

lung cancer
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Ithough definitive concurrent () i
ent idered stands
e . y (CRT) is standard of care for most of stage 111 NSCLC patients, neoadjuvant treatment followed by
gery can be to some i i i ;
patients due to its tumor regression effect before surgery, early eradication of micrometastasis and better
y of py than p gical setting.

tegardin, J ene il
g g potential benefit of combining PD-L1 blockade to CRT, here we have an ongoing phase Ib trial which assesses the safety and feasibility of the

ombination of neoadjuvant CRT with durvalumab in potentially resectable stage III NSCLC (NCT03694236).

<Single arm phase 1b study with two stage>
" Adjuvant Duryalumab 1500mg Q4 week

(One year, 13 doses)

Post-op period: maximum 5 year

Chest CT every 3 months

Abdomen CT at 1,2, 5 year

——————————

Radiotherapy (43
l Dayl Day8 DaylS Day22 Day29 l l
Al specimen Biopsy #
¥ -y endpoint: PCR
rate (FFPE & Frozen)

At progression: Biopsy

Pre-treatment: Biopsy #1
(optional)

FEPE/If possible, Frozen

Immune marker analysis using FACS Immune marker analysis using FACS Immune marker analysis using FACS
PD-L1 BD-L1 PD-L1

Exome sequencing Exome sequencing 5 Exome sequencing

RNA sequencing or nanostring nCounter RNA sequencing or nanostring nCounter RNA sequencing or nanostring nCounter

‘ 4
ajor Incuson Criteria ]

1. Histologically confirmed NSCLC

2. Clinical Stage 111 (including N2 stage and potential candidate for
resection, AJCC 8™ edition)

3. No evidence of metastasis

4. Patients with tumor lesions which can

be easily obtained fresh tumor

tissue.
5. Age> 20 years old.
6. Performance status of Ea
7. Adequate organ function.

stern Cooperative Oncology Group 0o 1.

i Cancer Rescarch Institute JE-UK Labo

Adding Durvalumab to neoadjuyant chemoradiation therapy in NSCLC (non-small cell lung cancer) can increase pCR (pathologic complete response) ratear

improve patients’ disease and overall survival.
The primary endpoints are safety and tolerability. The secondary endpoints are objective response rate (ORR), RO resection rate, disease-free survival (DFS),

de taging rate and, complete response (pCR) rate in the primary tumor. Immune marker analysis

overall survival (OS), clinical or

FACS, exome sequencing and RNA sequencing using cancer tissue of pre-treatment, after surgery, and after recurrence will be performed.

y of trial

Considerations
1) If patients of =5 has grade>3 TRAE the trial holds
(weekly paclitaxel 45 mg/m2 and ca 2) If patients of <4 has grade>3 TRAE the trial proceeds (o the 2nd stage.
boplatin AUC 2, h 4 i gr i
soopltn AUC 2, raditherapy 45 G 1 patcats of £13(439%) s grade23 TRAE during the ncoadjuvant treameat it will be €
y in 25 fractions, durvalumab day | Stage 2 21 T ST a2 o
and 29, 1500mg) tolerable and fi ly qn]lbe

Steps of trial No. of patients

Neoadjuvant

Stage 1! 9

P
The time and modality of surgery will depend on the surgeon’s discretion.

The maximum allowed interval between the end of neoadjuvant therapy and surgery is 9 weeks.

If disease progresses during or after the neoadjuvant therapy, ot if the surgeon thinks that the surgery is not fea
ot i e

sible, or

Surgery

y alone can be

Adjuvant
(durvalumab 1500mg for one year ¢
very 4 weeks, total of 13 times.)

The maximum allowed interval be n the surgery and adjuyant therapy is 12 weeks.

Response evaluation will be done until 5 yen:s after the surgery.
(Chest CT every 3 months, Abdominal pelvie CT at | 5 yea

| Additional enrollment will be hold until the first 9 patients o

2Grade>3 TRAE during neoadj i isexp
3 Assessed according to the Response Evaluation Criteria in Solid Tumors(RECIST).
TRAE; treatment-related adverse event, CT; Computed tomography o

Follow up

The primary endpoint of the study is safety and tolerability.

DFS was defined as the time from treatment start until the fi ted i ecurrence 0 ARy/ENESE
08 was defined as the time from first treatment until death from any cause. %
been enrolled and 9 patients have underwent surgery . (Stage 1 completed ) e . cHE
synergistically promote antitumor in mice.

Weichselbaum RR, et al. Iradiation and anti-PD-L1 treatment

Deng L, Liang H, Bumette B, Beckett M, Darga T,
Invest 2014;1. 7-95. 0 llmﬁ"'k‘l |
Zeng J, Sce AP, Phallen J, Jackson CM, Bel Kade and stereotactic radiation produce kw-wmnﬂvll a g:‘;-

gliomas. Int J Radiat O1

Ruzevick J, etal. Anti-PD-1 bloc!
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