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Background Highlights

* CLEPSIDRA is actively recruiting biomarker positive relapsed ED-SCLC patients EFFICACY

*» Main toxicity observed in the combination with carboplatin plus etoposide (CbEt) is hematotoxicity Lr;;?isefgzl";l'nggyo:ePch’Srt\;viﬁng‘;czhnien:qr::fi;;fjl”:}':;!j:)esse;vnﬁs ;Seiizntsr?asl gzsz)n::; Efoen:
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Small cell lung cancer (SCLC), an aggressive neuroendocrine malignancy, shows a dismal
prognosis with the current pharmacopeia. LSD1 is overexpressed in primary SCLC (1). Notch-1 *
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is a tumor suppressor repressed in SCLC. ladademstat, a selective Lysine Specific Demethylase- o rrent level of rv r n 75%° 4PRs and 2 lone-SD f val I ien m ) : ) : .

1 (LSD1) inhiEiF’c)or has b(fen shown to re-activate the NOTCH athv?:a in SpCLC resultin iyn the * Current fevel o -Obse ed- ==Po S-es (75%: - o d > -g > out O-  evaluable patients) may the currently evaluable patients for efficacy (8 at the moment this poster is written), there
. ' PEUITEEL ’ £ suggest that patient selection by Biomarkers is effective to increase ratio of ORs have been documented so far as best responses 4 PR and 3 SD (2 of the SD lasting more than

repression of ASCL1, a well-known non-druggable SCLC tumor driver, and to produce robust, o . . . . . . . : s

and in some cases complete and durable, tumor regression in chemo-resistant SCLC PDX « ladademstat alone in ED-SCLC patients is safe and shows no hematological, general or neuronal 4 months) (Fig 4). In the PRs, one (patient #1) is a long-lasting response, and still in response.

models (2). We have identified biomarkers in SCLC cell lines that are differential in cells highly toxicity, suggesting potential for monotherapy and other combos This patient showed initially 78.7% of tumor reduction after 6 cycles of triplet. Since then, and

upon monotherapy with iadademstat, patient is still in remission after 9 months (Cycle 12)

responsive to LSD1i as well as in human primary tumors. Preclinical work showed stron . . . . . . . .
P P 4 & with 86.3% of tumor reduction and with all minor lesions still progressively being reduced or

syner between iadademstat and etoposide-carboplatin/cisplatin or topoisomerase CYCLE 1 | 250- . . : . . . .
.y ) .gy . ) P p. _/ P P WEEK 1 WEEK 2 WEEK 3 Dosing Scheme #1 - T disappearing according to the 3 CT-Scans done since Cycle 6. This patient illustrates how
inhibitors. In a First in Man Phase | study in acute leukemia, iadademstat was safe and well T2 3205 60718 s olizllslial sl islsloles| . Dosing Scheme #2 = 200- - —_ , , . , ,
. _ _ o , e m) Dosing Scheme #3 adademstat | © iadademstat alone produces a continuous clinical benefit even after 6 cycles since the doublet
tolerated, supporting it as a meaningful candidate for combination therapy with other agents. atin_ Dosing Scheme #4 CbEtsiada | =~ S 150- , , , ,
- .. Etoposide Dosing Scheme #5 onotherapy | = was stopped. Among the other PRs, one patient (patient #2) showed an intense response in
For these reasons, we launched CLEPSIDRA, to assess safety, tolerability and clinical responses iadademstat Completed cycles 29 9 2 00- , , ,
. . . . . . . Hematological toxicity* 40 0 ® the first CT-scan (69.7% of tumor reduction) but unfortunately died from an unrelated
to iadademstat combined with platinum-etoposide in relapsed extensive disease (ED)-SCLC Thrombocytopenia (= Grade )| 19 (65.5%) 5 S s — , , , ,
. . . . L . , ~utropenia (2 Grade 1IN 11 (37.5%) - o medical event when in PR, another is currently in cycle 2 and another progressed. From the 3
patients who are positive for these candidate predictive biomarkers. Demographic data Neutropenia (2 G 0 . : : . . . .
Anemia (2 Grade Ill)| 10 (34.5%) 0 4;'1 *q', N & SD patients, two are currently ongoing, while the third withdrew consent. Finally, one patient
n° of patients 10 T &F b,fg progressed in cycle 2. It is worth to note that both DPs have occurred in patients where
G o a I S o Male 9 (90%) (PEtsiadademstat @ treatment was skipped at investigator’s decision to manage hematotoxicity, leaving patients
Female 1 (10%) 7 - ~for more than 50% of days without any treatment.
Age I\/Ie_dlan 63.2 gﬁ' _ !éw_ == R Patient ID#  #1 #2 #3 #4 #5 #6 #7 #8 #9
This Phase lla clinical trial, CLEPSIDRA, has three main goals. First, to assess the safety and (Min /Max ) (52/79) = . % o P 2 15 e
.epe 30 . . . . I < — = et
tolerability of combining iadademstat with a rechallenge of platinum plus etoposide (PE) Race Caucasian 10 (100 %) & D 5 £3 o !
(doublet) in platinum-sensitive relapsed ED-SCLC patients. Second, to discern if iadademstat is Weight Median(kg) 76.72 ;2' — S a2 50
adding a therapeutic benefit to the chemotherapy. And third, to explore if the biomarkers of &\Aég_;'\r??zn)q) (6%%4) ol — - e —— - =0 B D S
: : : . : : : : . I . N & . N & v 0
response to iadademstat used as inclusion criteria in this trial are effective to enrich the Height . SR T N SR T N e =
o . . _ . (Min /Max ) (155/184) _ > : o QS -60
number of clinical responses in this particularly hard to treat population. Median 26.64 CbEtsiadademstat & CoEtrladademstat ¢ 8 -
: — -80
| | BMI (Min / Max ) (21.9/31.0) %5
gé 100

Trial Design and Biomarkers

Figure 3. Hematological impact of treatment. Table shows number of
completed treatment cycles and hematological toxicity for the iadademstat-
CbEt combination and iadademstat monotherapy. *Hematological toxicity is

Figure 2. Design and demographics. Original study dosing regimen is
shown (platinum-etoposide at recommended doses in second line and

CLEPSIDRA (EudraCT no 2018 009469 35) |§ al? open Iabgl, smglg arm, multlc?enter P.has.e l ::dade_mstat 60 u§/m /djy)- Several Imoc;lllflcatlc;ns (5, nc;]t shown)bhaVS arsidered g8 nurber @ Trenbeesnens, NAUiEEEE 6F SnEE vaE

study to assess the safety, tolerability, dose finding and efficacy of iadademstat in combination een incorporated to adapt original scheme due to the exacerbated - .4o |1/1v) and the corresponding percentage referred to number of

with platinum-etoposide in relapsed ED SCLC patients. Patients will receive 4-6 cycles of the hematological impact observed. As per 13.09.2019, 10 patients have been completed treatment cycles. Graphs represent the mean + SEM of patient
' included throughout the different dosing schemes, all of them treated

combination, at investigator’s criteria, and thereafter treatment may continue with with carboplatin-etoposide (CbEt). One patient died before first CT-Scan o Pied values at Day 1, 8 or 15 of CbEt+iadademstat combination
i3dad : h It | g 1 36 : Clinical .. : t' ¢ and dered T luable for effi treatment (cycles 1 up to 6) compared to values observed once patient
iadademstat in monot erapy. t.IS planne to enroll up tc_) patients. inica activity is ime-point and was considered as per protocol not evaluable for efficacy. s i fad At s AR monserE o
assessed by RECIST v1.1 criteria, including tumor response, time to and duration of response,

. Patient 1 | cyclel | cycle 2 | cycle 3 | cycle4 | cycle 5 | cycle 6 | cycle?7 | cycle 8 | cycle 9 | cycle 10 | cycle 11 | cycle 12 | cycle 13
and overall survival. I d o o cots

iadademstat | 60 60 60 60 60 60 60 60 60 60 60 60 60

Preclinical work showed that SCLC PDX responses to iadademstat were either strong and long- RES U tS a n D I SCU SS I O n B 530 B 7220 B 7270 B 650 BYeosox  BY-ssox
IaStIr_]g_O" more moqes.t' Two blomarkers’ X1 and X2, have been Identlf_led’ which are expected Figure 4. Efficacy is assessed by CT-Scan and RECIST 1.1 criteria every 6 weeks. Top, graph showing the best observed
to distinguish LSD1i-highly responsive SCLC tumors from the rest (Fig 1A). They have been ~ response (OR) (NA vet, first CT-Scan time-point not yet reached). Bottom, CT-Scan images of patient #1 at screening,
introduced as patient inclusion criteria to increase likeliness of response to iadademstat. SAFETY cycle 6 (4.5 months of treatment with CbEt+iadademstat combination) and cycle 12, after 6 additional cycles of

: : : . , o , , , iadademstat monotherapy regimen (9 months in total). T1 and T2 principal lesions are followed in all images, as well
In spite of the guidelines recommendations, there is very limited experience and reports on platinum-etoposide (PE) based as the secondary lesions (indicated by arrows). Both principal lesions are progressively reduced during treatment

rechallenge regimens in PE sensitive relapsed SCLC patients, since most of these patients are either being treated with even during iadademstat monotherapy period, and secondary lesions almost totally disappear.
topotecan or included in clinical trials. Hematological toxicity of PE-based therapy, particularly carboplatin-etoposide (CbEt), is
well known and described to cause myelosuppression resulting in thrombocytopenia and neutropenia. In CLEPSIDRA, patients conCI u5|ons
showed exacerbated hematological impact beyond the levels experienced in the first chemotherapy line. To manage the
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% ladademstat is a potential personalized therapeutic epigenetic drug for relapsed ED- SCLC

- observed hematotoxicity and assess the tolerability of the CbEt-iadademstat combination (triplet), the original dosing regimen ’ batients. It has not been associated to neurological, liver or renal toxicity
. of the combination was adapted and several new cohorts with different combination dosing schemes are being evaluated. In a . o . _ . o ' _ o
2 number of patients, iadademstat dose reductions by skipping days or weeks were also done at investigator’s discretion. The reliminary activity of |ada.demstat N combmatlon with CbEt chemotherapY IS promising
: analysis of hematotox revealed that i) patients treated with iadademstat alone following completion of the triplet cycles as per (ORR=75% (?f e.valuabl.e.patlents) considering that standard of care topotecan in second line
protocol quickly recovered PLT, ANC and Hb levels (Fig 3) with no additional hematological alterations; ii) patients treated with has shown limited activity (ORR range between 15-24% (4)).
iadademstat alone before start of CbEt treatment did not show decrease on the hematological values before the ** Hematological toxicity has impaired so far to establish a definitive dosing regime for the
administration of the doublet; iii) in patients where, by investigator’s decision iadademstat was skipped, similar hematological combination and thus it is still early to make a definitive assessment of its clinical benefit.
toxicities to those of the triplet appeared when the patient was only under CbEt; and iv) in AML myelosuppressed patients, Nevertheless, work is in progress to refine the dosing regime.
same iadademstat dose as used here is compatible with platelet and neutrophil marrow regeneration (data not shown). While ¢ ladademstat alone is hematologically safe and provides therapeutic benefit.
these observations would suggest that observed toxicity might be mainly driven by the rechallenge with CbEt, the current < Epigenetics is growing as a new potential field of personalized medicine for several tumor
rates of hematological toxicities observed in this initial part of the study seem to be higher than recent reports of CbEt alone, types including ED-SCLC. ladademstat has arisen as a promising drug in this area, with a
where thrombocytopenia events range in the 31% (3), so it may not be ruled out that some additive hematox effect is favourable safety profile and demonstrated activity in PDX models. Combination of
Figure 1. Cand?date duo biomar.ker panel for selection of SCLC patients likely to respond t9 iadademsta.t. (A) Left: dgt oroduced by the triplet. There is current work in progress to refine the combination dosing scheme to manage ladademstat plus other therapies for ED-SCLC represents a strategy of great interest.
plot representing gene expression levels by gRT-PCR (absolute Cp values) of X1 and X2 in SCLC cell lines and their , , , , , , , :
SensiT e fhdamast. Gremn: sensifve. velow: perfely redh resEETh & sesessed by Asiden @f el thrombocytqunla under triplet combo treatment. Importantly, in the 10 patients evaluated till now no signs of liver, renal or L Lonch T e W Somervaile . LSOL b theraaeutic stratea i cancer? Exoert Oai Ther Tarets 2012 bec 16(1211239.45, PID.22957901
proliferation. Right: analysis of corresponding X1 and X2 protein levels by IHC in SCLC cell lines #1, 2 and 5. Cell lines neuronal toxicity have been observed. | http://dx.doi.org/10.1517/14728222.2012.722206
with high mRNA expression (Cp < 32 in gRT-PCR) of X1 and X2 show strong staining for the respective biomarkers in 4 2 i\(‘)‘_glelr; :;;:;;s;%zgzg 9'\'22TCH activation in small cell lung cancer through LSD1 inhibition Science Signaling 05 Feb 2019: Vol. 12, Issue 567, eaau2322 DOI:
IHC. (B) Example of. I!—IC staining of the tumpr samples. c?f a patient from th.e.CLEPSIDRA trial, positive for the .biomarker . o | | 3, Baize:N,ietra:.-iCarb.0|:Iatin-Et0f)oside \:grsus; Thop;t:aclf:r:; 6s.ze§<2;nd-une Treatment for Sensitive Relapsed Small-Cell Lung Cancer: Phase 3 Trial
duo X1 and X2. Positive Controls (C+), obtained by staining of a double positive reference tumor sampl for either X1 or  FRFAET 07 ITERESS: 21 sufhors vcent b Mevare e Pulorees 1 G0N VOIS S Cones Suest © CRf Betutve Offce ond o E I TR R U SRR ———
X2; and the Negative Control (C-), obtained by staining the same sample without primary antibody, were used for funded by the RETOS-COLABORACION Program from the Spanish Government (RTC-2017-6407.1). T UNveRSIDAS DOI: 10.1200/JC0.1999.17.2.658

relative quantification.
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