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BACKGROUND PHASE | (ESCALATION PART): Figure 2. Schematic administration of study treatment Phase | Table 3. Summary of dose modifications and discontinuations related with AEs.

Figure 1. PQR309 The primary objective is to determine the maximum tolerated Non Hematologic PQR309 Eribulin

* PQR309is an oral pan-PI3Kand mTOR inhibitor that penetrates the blood-brain barrier with o dose (MTD) of 3 different dosing schedules of PQR309 in
potent in vitro as well as in vivo antitumor activity (Figure 1). combination with eribulin. ok :

o o o o S . . _ Type of event Adve.r >€ g.ose repluctlp ns*, interruptions and Dose reductions**, interruptions and discontinuations

« The combination of eribulin and PI3K inhibitors has shown promising tumor inhibition in MTD is defined as the highest dose level at which 0 of 3 pts or reaction Iscontinuations
Iuminal breast.cancer and TNBC preclinical models, supporting the clinical development of N <1 of 6 pts experience dose-limiting toxicity (DLT) during the —— ca - S drestimant pammanEly - AndlweEk el ke, Pesissne Ui A
this therapeutic strategy'". 1st cycle (Table 2). “Monday/Thursday” . | < G2.

/ dosing s{:hedule y Non Hematologic « Interrupt until AE < G2 * 1st week of cycle***. Postpone until AE ‘AE resolves:

e The aim of this trial is to identify the maximum tolerated dose (MTD) in the phase | part as N |N The phase | part of the trial uses the “3 + 3" design for each of 3 -AE resolves: s G2 <7 days; reduce 1 dose level.
well as to evaluate the efficacy and safety in the phase Il part of the combination of PQR309 )\N three PQR309 dosing schedules in combination with eribulin. <7 days; reduce 1 dose level. >7 days; must be suspended.
and eribulin in LA or metastatic HER2[-] and TNBC patients, respectively. (\ N SN . . . o . >7 days; must be discontinued.

| The continuous daily dosing schedule will investigate Interrupted “2 .
O\) : ally . : e o * 1st occurrence: Interrupt until AE < GT1
F continuous once-daily administration of PQR309. St/ S GL elesing ‘AE resolves: . -

'Luyimbazi D et al. Effect of eribulin on cell growth and PI3K pathway (...) HER2-expressing breast cancer. Journal of Clinical Oncology. 2013; BCS, 31(26_suppl): 173. F C NH schedule resolves.

3 2 <14 days; reduce 1 dose level. .

no dose adjustments should be made

After MTD of continuous daily PQR309 dosing has been Pneumonitis G2
established, two PQR309 intermittent dosing schedules in 7
days cycles will be investigated: 2 days of once daily PQR309

>14 days; must be discontinued.

* 2nd occurrence: treatment discontinued.

Continuous dosing

followed by 5 days without PQR309 dosing (intermittent administration |
consecutive days), and dosing on Day 1 and Day 4 (intermittent L B B S a2 * 1st occurrence: Interrupt until AE < G1.

TRIAL DESIGN

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 -AE resolves:
<7 days; same dose level.
8-14 days; reduce 1 dose level.

non-consecutive days) (Figure 2).
 This is an open label, non-randomized, multicenter phase I/lla clinical trial (Figure 3).

Based on efficacy, safgty, and pharmacokipetic res.ults, MTD in T T Eribulin >14 days; must be discontinued. |
Phase | principal selection criteria are (Table 1): Phase Il specific selection criteria are (Table 1): one of the three dosing schedules (continuous, intermittent administration Stomatitis G2  no dose adjustments should be made
- - - consecutive, or intermittent non-consecutive) will be selected * 2nd occurrence: discontinued. : Interrupt
(1) Non-resectable LA or metastatic HER2[-]breast cancer; (1) Non-resectable LA or metastatic TNBGC; for the phase Il part of the study (Figure 3). administration until AE < G1
-AE resolves:
(2) 2 to 5 prior chemotherapy regimens in advanced disease; (2) RECIST v.1.1 evaluable disease. < 14 days, reduce 1 dose level.

> 14 days; must be discontinued.
(3) Adequate organ function and performance status.

Table 2. Dose-limiting toxicity (DLT) definitions Other AE G1/2  no dose adjustments should be made  no dose adjustments should be made

 Pts will receive oral PQR309 in combination with intravenous (i.v.) eribulin mesylate 1.4 mg/m2 on days 1 and 8 of a 21-day cycle until disease

progression, unacceptable toxicity or consent withdrawal. DLT: is defined as any drug-related toxicity (CTCAE v.4) described as:

TRIAL REGISTRATION: NCT02723877. Date of registration: 21/12/2015.

Adverse Dose reductions*, interruptions and : : : : : :
ical: - ical: Type of event : : : \ ' Dose reductions**, interruptions and discontinuations
Haematological: Non-haematological: yp reaction discontinuations ’ P
.« ep eype o . * G=3 neutropenia requiring 2nd eribulin dose postponement > 7 days * Any G=3 AE, except hyperglycemia e Interrupt until AE < G3. :
Table 1. Key eligibility criteria for the PIQHASSO study PERia TEHITNS PORIP g g PRIVPEIEY AE resolves:  2nd week of cycle, postpone until
* Febrile neutropenia * G2 pneumonitis or stomatitis recurring in the same cycle G4 <7 days; same dose level. <eGu2tropen|a
: e Neutropenia 8-14 days; reduce 1 dose level. * 1st week of cycle***, postpone until “AE. resolves:
A) Inclusion Criteria: B) Exclusion Criteria: * G4 thrombocytopenia * Any AE requiring treatment reduction or discontinuation (Table 3) >14 days; must be discontinued. Neutropenia < G2. gre]scoy\cllees.1 @ e v
* G3 thrombocytopenia requiring transfusion . <7 days; reduce 1 dose level.
: . * Continue treatment >7 days; must be suspended.
Phase | (Escalation part) Phase | (Escalation part) , N o e y P
» G2-3 thrombocytopenia requiring 2nd eribulin dose postponement > 7 days.
1. Women = 18 years with histologically or cytologically confirmed locally advanced or : Thrombocytopenia -G4 * Interrupt until Neutropenia < G2 & » 2nd week of cycle, postpone
metastatic HER2-negative breast cancer. 1. Symptomatic CN> metastases. -G3 (blood Thrombocytopenia < G1. S : until Neutropenia < G2 &
transfusion) * 1st week of cycle***, postpone until :
"AE resolves: Neutropenia < G2 & Thrombocytopenia Thrombocytopenia < GI.
2. Known estrogen and progesterone receptor status. 2. Clinically manifested diabetes mellitus. Figure 3. Study design Phase I/lla PHASE Il (EXTE NSION PA RT) §71 4d&c]j>;s);/;°er23$e1 fjggielel\e/\e/gl T <GI. “AE Le7500||‘§§f educe 1 dose level
- - o e B ' s f Febrile neutropenia  G3/4 >14 days: must be discontinued. >7 days; must be suspended.
: : : : : . Concurrent malignancy other than negative BC or malignancy within 3 years o , .. , ,
3. Radiological evidence of inoperable locally advanced or metastatic breast cancer. study enrollmen% Y J J y Y The primary objective is to evaluate the efficacy of the combination
in terms of clinical benefit rate (CBR). * Interrupt until AE < G1.
. 4. Prohibited treatments: -AE resolves: * 7nd k of cvcl il
4. Required treatments: . . . . : nd week of cycle, postpone unti
2 to 5 prior chemotherapeutic regimens in locally advanced and/or metastatic » Other antineoplastic agents. Radiotherapy < 3 weeks. A CBR is defined as th-e percentage of pts Wlth- objective response ©3 <7 days: same dose level i i Neutropenia < G1.
o X P 9 y e 2 MTDc (CR or PR) or stable disease >24 weeks according to RECIST v1.1. Thromobocvtopenia 8-14 days: reduce 1 dose level or discontinue. . 1st week of cycle***, postpone until -AE resolves:
SEtting. ajor surgery = ays. Starting dose for intermittent schedules ytop >14 days: must be discontinued. Thrombocytopenia < G1. in cycle 1; same dose level.
- anthracycline and/or a taxane. » High doses of corticosteroids < 2 weeks. The trial applies a Simon’s minimax two-stage design (Figure 3). <7 gayS; redUCST dose Iec\lleclzi
: . : : : : >/ days; must be suspended.
« >4 weeks from any investigational agent. « Warfarin or other coumarin derived anti-coagulant. : . : , y>rmu UsP
| | | N . | >4 pts with clinical benefit (CB) among 14 pts enrolled in the first G2 * no dose adjustments should be made
e prior anti-hormonal therapy is allowed. * Medicinal products that increase the pH / alter the absorption of PQR309. stage will be necessary to continue on to the second stage.
* Medication with known risk to prolong the QT interval or inducing Torsades de Pointes. v v . . .
MTD At the Study end, >10 ptS with CB out of 28 ptS will be I‘eqUIred to * Dose reductions of PQR309 will be in 20 mg steps. Only 1 dose reduction per patient is allowed. Dose reduction below 40 mg/day is not allowed. However, patient not tolerating 40 mg continuous daily but showing clinical benefit may be
¢ . . . . .« . . 0 treated with the 40 mg administered in one of the intermittent schedules. The agreement between study investigator and study sponsor is mandatory.
>6 pts justify this strategy in further clinical trials. Assuming 10% dropout
5. Eastern Cooperative Oncology Group (ECOQG) performance status<?2. 5. Adverse event > 1 (except alopecia). \ 4 Y \ 4 rate’ 31 ptS WI” be recruitin the phase I pa rt. ** 1st eribulin mesylate dose reduction: reduce to 1.1 mg/m2; 2nd dose reduction: reduce to 0.7 mg/m2. If further dose reduction below 0.7 mg/m2 is required, discontinue the treatment.
Select 1 dosina schedule *** The eribulin dose will be reduced in 1st week of the cycle if any of the following AE has developed in the last treatment cycle: G3/4 non-hematological AE, G4 neutropenia, G3 neutropenia with fever or infection, G4 Thrombocytopenia, G3
2 With this desi th i 80% babilit f iti fi di Thrombocytopenia requiring blood transfusion or suspension of treatment in 2nd week due to AE
6. Adequate bone marrow and organ function. 6. Clinical significant cardiac, hepatic or kidney function. el ot Safety/efﬁcacy/lpharmac'o'ogy parameters " tlhe trLIJSe Cegllqgir;’>4§or/e;;3r; 50 Op?éga?)”:tly);?a E)CF))SOi:iIVIe/;n(;]ing%
- U > 0 0
= M A 4 .
= the true CBR is <21%.
7. Written informed consent obtained according to local guidelines. 7. Gl disease that alter the absorption of PQR3009. < .'; MTDs
R >tage | Secondary endpoints include safety-related outcomes, efficac : :
. . : g 14t EnCpoints Incude sarety reatec out ACCRUAL: CONTACT:
Phase Il (Extension part) Phase Il (Extension part) 53 measures, pharmacokinetics and pharmacodynamics parameters
i and predlgtlvel biomarkers (PI3K/AKT/mTORpathway alterations The study is open for enrollment and first patient was enrolled on April 2016. E-mail: elemiranda@hotmail.com
8. Triple-negative breast cancer. 8. Previous systemic treatment with PI3K, mTOR or AKT inhibitors. o . | and mutational status).
MTDc: Maximum tolerated dose on continuous dosing schedule
MTCiA: Maximum tolerated dose on intermittent dosing schedule A (2 days on/ 5 days off) « ey
9. Measurable disease accordina to RECIST v.1.1 or non-measurable bone lesions with MTCiB: Maximum tolerated dose on intermittent dosing schedule B (Day 1 & Day 4) - Management of treatment-related toxicities and dose
. g L 9. Previous treatment with eribulin. MTDS: Maximum Tolerated dose of SELECTED dosing schedule mOdiﬁcatiOnS are described in Table 3.

a soft tissue component that meets the RECIST v.1.1 criteria.
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