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Introduction

 Trials of aggressive local therapy to all existing areas of disease (two
randomized trials in NSCLC as well as a randomized basket trial) have
illustrated improvements in PFS and OS.

e Underrepresentation of NSCLC cases harboring mutations in the EGFR.

e The phase Il SINDAS trial (NCT02893332) tries to address this knowledge
gap, to examine outcomes of TKI therapy with or without upfront RT to all
areas of disease for EGFRm synchronous oligometastatic (< 5 metastases)

NSCLC.



Trial design

 Open-label, parallel-group, phase lll clinical trial

Inclusion criteria for this randomized trial were

1) patients aged 18 years and older and 75 years or younger

2) performance status of 0-2,

3) Estimated life expectancy of at least 6 months,

4) biopsy-proven EGFRm adenocarcinoma

5) synchronous (newly diagnosed, treatment-naive) oligometastatic disease.

Exclusion criteria were the presence of brain metastases and prior radiotherapy



Definitions

* Oligometastatic disease was defined as

a) 5 orless discrete distant metastases

b) no more than 2 discrete areas of metastatic disease in any one organ
c) confirmed by multidisciplinary review.

d) Theinvolved re§ional lymph nodes (regardless of nodal number) were not counted in
the definition of metastatic disease and were grouped with the primary tumor.

e) Involved nonregional lymph nodes were categorized as metastatic disease



Study interventions

e Osimertinib was not allowed on this study, as randomized data supporting Osimertinib were
published toward the end of study accrual

e RT was directed to all metastases plus the primary tumor/involved regional nodes on imaging; it
was performed in 5 fractions using well-recognized principles

* Because the total prescribed dose is highly dependent on tumor location and/or size, trial allowed
for a dose of 25-40 Gy.

e RT was delivered to all areas concurrently, and all RT was to be completed within 2 weeks.

* No radiotherapy was allowed in the TKI-only arm unless symptomatology dictated a need for
palliative radiation

* In both arms, standard-of-care chemotherapy (specific a cfents as per oncologist judgment) was
recommended upon disease progression; neither second- or third-generation TKls nor immune
checkpoint inhibitors were allowed



Endpoints ypothesis

. i i * [t was hypothesized that the
The %rlg\aré indpmhnt vyas addition of RT would increase
PFS, defined from the time the 6-month PFS from 75%
of randomization to the with TKI only to 90%.
time of disease progression
or death; e As a result, the trial would

require 200 patients to
achieve a power of 80% with a

e Secondary endpoints were 2-sided alpha of .05

OS (from randomization to N
* The protocol prespecified an

death from any cause) and interim analysis when 68% of
safety. accrual was reached



CONSORT diagram
for the trial

From January 15, 2016, to
June 28, 2019, a total of
631 patients from 5
centers were screened for
enrollment, of whom 136
participants met criteria
and were randomly
assigned

Enrollment

Assessed for eligibility (n=631)

Excluded (n=495)
+ Not meeting inclusion criteria (n=141)
————— + Declined to participate (n=312)
+ Changed decision lo participate (n=27)
+ Lost to follow-up (n=15)

Randomized (n=136)

l

Allocated to TKI (n=65)
+ Received allocated intervention (n=65)

Allocation | l

Allocated to TKI + RT (n=68)
+ Received allocated intervention (n=68)

+ Did not receive allocated intervention (chose + Did not receive allocated intervention (n=0)

alternative treatment) (n=3)

l

r Follow-Up | l

Lost to follow-up (n=0)
Discontinued intervention (n=0)

Lost to follow-up (n=0)

Discontinued intervention (n=0)

|

| Analysis | l

Analyzed (n=65)

Analyzed (n=68)




Table 1. Clinicopathologic characteristics of the study population®

Results -

TEI + RT

Parameter (n=865%) (n=68)
Age,y

Mean (SD) 63(11) 67 (10)
Sex, No. (%)

Male 26 (40.0) 25 (36.8)

Female 39 (60.0) 43 (63.2)
Zubrod performance status, No. (%)

0 31 (47.7) 36 (52.9)

1 33 (50.8) 32 (47.1)

| I 11151 oo 1

Clinical T classification, No. (%)

1 9(13.8) 5 (7.4)

2 16 (24.6) 17 (25.0)

3 22 (33.8) 20 (29.4)

4 17 (26.2) 23 (33.8)

Unknown 1(1.5) 3 (4.4)
Clinical N classification, No. (%)

0 8 (12.3) g (11.8)

1 23 (35.4) 19 (27.9)

2 24 (36.9) 27 (39.7)

3 10 (15.4) 13 (19.1)

Unknown 0 (0.0 1(1.5)
EGFR mutation, Mo. (%)

[CExanis 47 (77 9) 45 (6621 ]

Exon 21 18 (28.7) 23 (33.8)
Mumber of metastases, No. (%)

1-2 38 (58.5) 32 (47.1)

3-4 23 (35.4) 30 (44.1)

5 4 (6.2) 6 (8.8)
TKI, No. (%)

Gefitinib 38 (58.5) 32 (47.1)

Erlotinib 23 (35.4) 30 (44.1)

Icotinib 4 (6.2) G (B.8)

The distribution of oligometastatic lesions was
comparable in both arms; the majority of all
lesions were bone metastases

The most common EGFR abnormality was in exon
19 (92 of 133 [69.2%)]).

Gefitinib (70 of 133 [52.6%]) and erlotinib (53 of
133 [39.8%]) were used more often than icotinib.

The most common RT doses were 30 Gy (121 of
226 fields [53.5%]) and 25 Gy (70 of 226 fields
[31.0%]).
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At the time of last follow-up, local control of both the primary tumor and metastases was maintained in 36 of 65
(55.4%) patients in the TKI-only arm, compared with 62 of 68 (91.2%) patients in the TKI with RT arm (P < .001).

The median PFS in the TKlonly and TKI with RT arms was 12.5 months vs 20.2 months P < .001, HR 0.22.

The respective median OS times were 17.6 months vs 25.5 months P < .001, HR 0.44.

Independent predictors of PFS included performance status (P <0.02) and the number of metastases (P <0.004),

along with RT (P <0.005).

Independent predictors of OS were performance status (P <0.02), T stage (P <0.02), number of metastases (P
<0.004), mutation type (P <0.001), and RT (P <0.004).



Conclusions

* The results of this trial corroborate the utility of local therapy for limited metastatic
NSCLC in a population with markedly distinct tumor biology, treatment approaches, and
pPrognosis

e Radiotherapy in this trial was not standardized and allowed for a wide variety of
radiotherapy doses, PTV margins, and planning techniques.

e Although local control in the RT arm of this study was quite satisfactory, this study was
nﬁ)t gesigned ’Ejo evaluate whether higher RT doses would impact PFS as compared with
the doses used.

e This study was not designed to evaluate upfront RT vs RT at the time of oligo-
p&ogression, nor was it powered for a stratified analysis based on the particular type of
EGFR mutation.






	Slide Number 1
	Introduction
	Trial design 
	Definitions
	Study interventions
	Endpoints
	CONSORT diagram for the trial
	Results 
	Results 
	Conclusions
	Slide Number 11

