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CLINICAL RESEARCH PLATFORM INTO MOLECULAR TESTING,
TREATMENT AND OUTCOME OF NON-SMALL CELL LUNG
CARCINOMA PATIENTS

BACKGROUND

Lung cancer is the most common cancer diagnosed and the leading cause of
cancer death worldwide. In Germany it is the second most common cancer dia-
gnosis in men and the third most common in women. Non-small cell lung cancer

(NSCLC) accounts for 85% of the cases.

CRISP (Clinical Research platform Into molecular testing, treatment and outco-
me of (non-)Small cell lung carcinoma Patients) is a non-interventional, prospec-
tive, multi-center clinical research platform whose aim is to understand current
treatment reality of patients with lung cancer in Germany. Here we present data
of patients diagnosed with early-stage NSCLC I-III (IIIB/C only if treated with
curative intent), including first outcome data in routine-care.

METHODS

Since August 2018 over 100 sites in
Germany (cancer centres, hospitals and of-
fice-based oncologists) have recruited more
than 1700 patients diagnosed with NSCLC
stage I, IT or III (recruitment of stage I pos-
sible from December 2020). Detailed patient
and tumor characteristics, treatment stra-
tegies, outcome and PRO (patient-reported
outcome) data are collected and analysed.
At the time of database cut (30 June 2021)
1010 patients had been recruited in CRISP

RESULTS

Patient and tumour characteristics
95% of the 810 patients’ cases were discus-
sed in a tumour board.

26% of patients were diagnosed with prethe-
rapeutic stage I1 (5% with stage IIA, 21% with
stage 1IB), and 66% with stage III disease
(32% with stage IIIA, 34% with stage I1IB/C).
Only 1 % of the patients had a tumor in sta-
ge [; this is due to the difficulty of an early
diagnosis as well as due to the later start of
recruitment of patients with tumors in stage
[ in CRISP. The exact early stage could not
be determined at diagnosis for 6% of the tu-
mors. The most frequent tumour histologies
were adenocarcinoma (52%) and squamous
cell carcinoma (39%).

Median age at diagnosis was 66 years, 38%
were women, 62% men, 83% of the patients
had an ECOG 0/1. 80% of the patients pre-
sented with comorbidities; 47% had a Char-
lson comorbidity index of O. Almost 70% of
the patients were current smokers or heavy
ex-smokers, while only 9% were never-smo-
kers. (Tables 1-2).

Treatment reality - Sequential treatment
Treatment strategies were analyzed for
patients with at least one year follow-up
(Figure 1).

The most common treatment strategy for
patients with clinical stage II tumors (n=188)
was surgery (84%, n=157) followed by adju-
vant chemotherapy (CTx) (75%, n=140).

For patients with clinical stage IIIA tumors
(n=236) the most frequent treatment strategy
was surgery (53%, n=124) followed by adju-
vant CTx (37%, n=88). 27% of the patients
(n=64) were treated with definitive radio-
chemotherapy (RTCTx).

with NSCLC in stage I, II or III from 106
study sites. Here we present data on the first
810 patients, for whom at least the year of
birth, sex and data on the initial treatment
had been documented and who had been fol-
lowed until 30 June 2021. The treatment of
non-metastatic NSCLC is mostly driven by
detailed therapeutic staging. Accordingly,
data are analysed and results are shown in
subgroups by clinical stage.

For patients with stage I1IB/C tumors (n=249)
the most frequent treatment was definitive
RTCTx (n=131, 53%); 26% (n=64) started
with CTx, and 18% (n=44) had initial surgery
(followed mostly by CTx, n=36, 15%).

Biomarker Testing
Overall, 484 out of 810 tumors (60%) were
tested for PD-L1.

80% (n=131) of the non-resectable stage III
tumors who were treated with RTCTx (n=164)
were tested for PD-L1 expression. 80 patients
had positive PD-L1 expression, which corre-
sponds to 49% of all patients and 61% of
tested patients (Table 3). Taken together, 44
out of 68 durvalumab-eligible patients (best
response CR/PR/SD) received consolidation
therapy with durvalumab after RTCTx.

Outcome

Relapse-free survival (RFS), progression-free
survival and overall survival (0S) were esti-
mated with the Kaplan-Meier method.

Data for patients who received adjuvant che-
motherapy after surgery are presented in
Figure 2 and Figure 3. The 2-year RFS rate
[95% CI] was 76.9% [66.8, 84.3] and 51.5%
[37.2, 64.1] for patients with tumors in stage
IT and IIIA, respectively. The 2-year OS rate
[95% CI] was 90.0% [79.9, 95.1] for patients
with tumorsin stage [Tand 79.3% [66.3, 87.7]
for patients with stage IIIA tumors.

Data for patients who were treated with ra-
diochemotherapy are shown in Figure 4 and
Figure 5. The median PFS [95% CI] was 10.4
(7.2, 12.2] months (stage IIIA) and 9.2 [6.8,
11.2] months (stage IIIB/C). The median OS
[95% CI] was 21.5[15.1, 29.6] and 22.9 [19.7,
NA] months for patients with stage IIIA and
[1IB/C, respectively.

CONCLUSION

CRISP presents comprehensive current real-life data of patients
with NSCLC in stage I, II or III covering all treatment settings
in Germany. Patient characteristics reflect a typical population of
patients with lung cancer. Most of the patients receive a sequential
treatment according to the guidelines. With a longer recruitment
and follow-up time, data on patients with stage I will be analysed,
and further outcome data, including 5-year survival rates, will be
presented.

Table 1

Stage I Stage IIA Stage IIB Stage IIIA  Stage IIIB/C Total

Patients (N) 10 38 173 259 279 810
Sex

Male n (%) 5(50.0%) 22 (57.9%) 110 ( 63.6%) 152 ( 58.7%) 181 (64.9%) 504 (62.2%)

Female n (%) 5(50.0%) 16 (42.1%) 63 (36.4%) 107 (41.3%) 98 (35.1%) 306 (37.8%)
Age at primary diagnosis (years)

n 10 38 173 259 279 809

Median 65.1 68.8 64.7 66.4 64.8 65.7

25-75% Quantile 62.9 - 68.8 64.7 - 74.1 59.6 - 71.0 60.0 - 71.4 59.0-71.8 59.6 - 71.5
ECOG at primary diagnosis

0n (%) 5(50.0%) 20 (52.6%) 88 (50.9%) 124 (47.9%) 118 (42.3%) 376 (46.4%)

1n (%) 3 (30.0%) 13 (34.2%) 60 (34.7%) 91 (35.1%) 108 (38.7%) 299 (36.9%)

>2n (%) 0( 0.0%) 1( 2.6%) 5(2.9%) 11( 4.2%) 8(2.9%) 26 ( 3.2%)

Unknown to site n (%) 2 (20.0%) 4(10.5%) 20 (11.6%) 33 (12.7%) 45 (16.1%) 108 (13.3%)

Table 1 Patient characteristics by pre-therapeutic tumour stage - basic demographics

The difference between the total number of patients and the sum of patients with stage I, IIA, 1IB, IITA and IIIB/C corresponds to the patients for whom the clinical stage could not be determined. ECOG performance status was missing for one patient at the time of
database cut.

Table 2

Stage I Stage IIA Stage IIB Stage ITIA  Stage IIIB/C Total
Patients (N) 10 38 173 259 279 810
Any comorbidity?
Yes n (%) 8 (80.0%) 33 (86.8%) 140 ( 80.9%) 211 (81.5%) 217 (77.8%) 648 (80.0%)
No n (%) 2(20.0%) 5(13.2%) 33(19.1%) 48 (18.5%) 62 (22.2%) 161 (19.9%)
Charlson comorbidity index (CCI) [0-24]°
0n (%) 4 (40.0%) 15 (39.5%) 76 (43.9%) 132 (51.0%) 134 (48.0%) 382 (47.2%)
1n (%) 6 (60.0%) 13 (34.2%) 58 (33.5%) 74 (28.6%) 93(33.3%) 260 (32.1%)
>2n (%) 0( 0.0%) 10 (26.3%) 39 (22.5%) 53 ( 20.5%) 52 (18.6%) 168 (20.7%)
Smoking status®
Current Smoker n (%) 2(20.0%) 10 (26.3%) 46 (26.6%) 61 (23.6%) 67 (24.0%) 203 (25.1%)
Ex-Smoker (heavy) n (%) 7(70.0%) 12 (31.6%) 84 (48.6%) 111 (42.9%) 123 (44.1%) 352 (43.5%)
Ex-Smoker (intensity unknown) n (%) 1(10.0%) 3(7.9%) 12 ( 6.9%) 27 (10.4%) 32 (11.5%) 81 (10.0%)
Ex-Smoker (light) n (%) 0( 0.0%) 4 (10.5%) 10 ( 5.8%) 13 ( 5.0%) 19 ( 6.8%) 51 ( 6.3%)
Never Smoker n (%) 0( 0.0%) 7 (18.4%) 12 ( 6.9%) 29 (11.2%) 19 ( 6.8%) 72 ( 8.9%)
Unknown to site n (%) 0( 0.0%) 2( 5.3%) 9( 52%) 18 ( 6.9%) 19 ( 6.8%) 50 ( 6.2%)

Table 2 Patient characteristics by pre-therapeutic tumour stage - comorbidities and smoking status at diagnosis

? Comorbidities according to CCI (Charlson Comorbity Index) and other comorbidities combined.

® Comorbidities by CCI according to Charlson et al. 1987; current weighting according to Quan et al. 2011. Range 0-24.

° Ex-smoker (light) - patients who quit smoking more than 15 years before diagnosis or who quit smoking and had smoked less than 10 pack years | Ex-smoker (heavy) - patients who quit smoking less than 15 years ago or who quit smoking but had smoked more than
10 pack years.

The difference between the total number of patients and the sum of patients with stage I, IIA, IIB, IIIA and IIIB/C corresponds to the patients for whom the clinical stage could not be determined. Data about comorbidities, CCI and smoking status was missing for one
patient at the time of database cut
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Figure 2: Relapse-free survival - Patients treated with adjuvant Figure 3: Overall survival - Patients treated with adjuvant
chemotherapy - (A) Stage 1I (B) Stage IIIA chemotherapy - (A) Stage II (B) Stage IIIA

Patients with at least one year follow-up. Groups according to clinical stage. RFS estimated with the Kaplan-Meier Patients with at least one year follow-up. Groups according to clinical stage. OS estimated with the Kaplan-Meier
method.
method.
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Figure 5: Overall survival - Patients treated with
radiochemotherapy - (A) Stage IIIA (B) Stage I1IB/C

All patients with at least one year follow-up who were treated with radiochemotherapy. Groups according to clinical
stage. OS estimated with the Kaplan-Meier method.

Figure 4: Progression-free survival - Patients treated with
radiochemotherapy - (A) Stage IIIA (B) Stage I1IB/C

All patients with at least one year follow-up who were treated with radiochemotherapy. Groups according to
clinical stage. PFS estimated with the Kaplan-Meier method.

Figure 1: Most frequent sequential treatments by clinical stage Table 3 Testing for PD-L1 in patients with unresectable stage III

NSCLC treated with radiochemotherapy.

All tests from diagnose to end of documentation are considered.
?Percentages are shown referring to all patients (N) and referring to patients tested for PD-L1 (n).
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Patients with at least one year follow-up
CTx - systemic chemotherapy | OP - surgery | Def. RTCTx - definitive Radiochemotherapy



