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Background: Sapacitabine is an oral nucleoside analogue; the active metabolite CNDAC
generates sSDNA breaks that are converted to dsDNA breaks (DSB) during subsequent
replication, resulting in cell death. CNDAC-induced DSB repair is dependent on homologous
recombination (HR). Seliciclib is an oral CDK2, 7 and 9 inhibitor, and sensitizes cells to CNDAC
by decreasing DSB repair via compromise of HR protein activation. This phase I study evaluates
sequential and concomitant sapacitabine and seliciclib treatment. Methods: Dose escalation was
conducted in patients with incurable solid tumors with sapacitabine b.i.d. x 7 consecutive days (d
1-7) followed by seliciclib b.i.d. x 3 consecutive days (d 8-10) or sapacitabine q.d. concomitantly
with seliciclib q.d. x 5 days per week x 2 weeks (d 1-5, 8-12). MTD was the highest dose level at
which less than one-third of at least 6 patients experienced cycle 1 DLT. Skin biopsies were
obtained to assess DNA damage following sapacitabine and seliciclib treatment. Results: 67
patients were treated including 45 BRCA mutation carriers (BRCA +ves). MTDs are sapacitabine
50 mg b.i.d./seliciclib 1200 mg b.i.d. and sapacitabine 250 mg q.d./seliciclib 200 mg q.d.
respectively. DLTs were reversible elevations in transaminase and bilirubin, neutropenia/febrile
neutropenia and pneumonia. The most frequent grade 3/4 adverse events included elevations in
ALT (10%), AST (13%), bilirubin (6%) and alkaline phosphatase (7%), neutropenia (21%),
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febrile neutropenia (6%), hyperglycemia (6%), hypokalemia (6%), and abdominal pain (7%). Skin
biopsies showed a 2.3-fold increase in gH2AX staining post-sapacitabine (n = 16; p =0.007) and a
further 0.58-fold increase post-seliciclib (n = 12; p = 0.069). Six confirmed PRs occurred in
BRCA +ves with pancreatic, ovarian and breast cancer. Response durations range from 49 to >
224 weeks in 4 ovarian and breast patients. SD was observed in 10 additional BRCA +ves with
durations ranging from 26 to 81 weeks in 5 ovarian and breast cancer patients. Conclusions:
Sequential and concomitant sapacitabine and seliciclib is safe with preliminary antitumor activity
(35% PR + SD) in BRCA +ves, the status of which may be a potential biomarker for response
across multiple tumor types. Clinical trial information: NCT00999401
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Sequential sapacitabine
(CNDAC) and seliciclib are
broadly synergistic in either
order




In each case, seliciclib given to disrupt HR repair, increase DNA damage and
augment apoptosis




a

* Metastatic solid
tumors

A

* No limit on lines of
prior therapy

+ ECOG PS 0-2

T

Sapacitabine po twice
daily x 7 days (d1-7)
Seliciclib po twice daily x
3 days (d8-11)

(21 day cycle)

Primary objectives:
 Maximum tolerated dose

T3

* CT scans after 2 cycles then
every 3 cycles
« Skin biopsies days 8 and 11
* Adverse events
(NCI CTCAE v4.0)

Secondary objectives:

» Antitumor activity
* Pharmacodynamic effects

in skin
Sapacitabine po once
daily x 5 days (d2-6, 9-13)
Seliciclib po once daily x
5 days per week x 2
weeks (d1-5, d8-12)

(28 day cycle)
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Sapacitabine b.i.d x Seliciclib b.i.d x 3 days # Treated (n=38)

7days (mg) (mg)
50 400 10
75 400 3
50 800 6
50 1200 19

Sapacitabine gq.d x 5 days Seliciclib q.d. x 5 days
Lyle) (mg)
150 200 6
200 200 6
250 200 10

250 400 7




PART 1 PART 2

BRCA Others BRCA Others
carriers (n=22) carriers (n=1)
(n=16) (n= 28)
Median age 55 (31-75) 56 (32-80) 53 (33-66) 36
(range)
Gender
Male - 15 1 -
Female 16 7 27 1
ECOG PS
0 5 16 1
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PART 1 PART 2

BRCA carriers Others BRCA carriers Others
(n=16) (n=22) (n=28) (n=1)

Tumor Type

Breast 8 - 12 1

Colorectal - 3 - -

Non-small cell lung - 6 - -

Ovary 7 1 12 -

Pancreas 1 3 4 -

Other - 9 - -
Prior Systemic Therapy

1-3 4 6 7 1

>4 12 16 21 -
Prior Therapies

Gemcitabine 7 13 12 -

PARP inhibitor 5 - 9 -

Platinum 5 9 20 -




Sapacitabine bid

Seliciclib bid x # Treated

x 7days (mg) 3 days (mg)
50 400 10 Gr 3 elevation in AST* and
Gr 4 neutropenia**(n=1)
75 400 3 Gr 4 neutropenia®™ (n=1)
Gr 3 febrile neutropenia** (n=1)
50 800 6 -
50 1200 19 Gr 4 neutropenia®™ (n=1)

*related to seliciclib
**related to sapacitabine

Gr 4 AST and T. bili * (n=1)
Gr 3 ALT/AST * (n=1)
Gr 3 AST, ALT and T.bili* (n=1)
Gr 3 Abdominal Pain* (n=1)




Sapacitabine

qday x 5 days
(mg)

Seliciclib # Treated
qgday x 5 days
(mg)

150 200 Gr 3ALT* (n=1)
200 200 Gr 3ALT * (n=1)

Gr 3 pneumonia** (n=1)
250 200 10 Gr 3 febrile neutropenia** (n=2)
250 400 8 Gr 3AST * (n=1)

*related seliciclib
**related to sapacitabine

Gr 3 AST/ALT * (n=1)




PART 1 PART 2
(n=38) (n= 29)

Adverse Event Grade 1-2 (%) Grade 3-4 (%) Grade 1-2 (%) Grade 3-4 (%)

Anemia 15 (39.5) - 5(17.2) -
Neutropenia 3(7.9) 6 (15.8) 7(24.1) 8 (27.6)
Constipation 11 (28.9) 2 (5.3) 6 (20.7) -
Diarrhea 17 (44.7) - 10 (34.5) 1(3.4)
Nausea 22 (57.9) 1(2.6) 17 (58.6) 1(3.4)
Vomiting 16 (26.3) - 12 (41.4) 1(3.4)
AST elevation 6 (15.8) 6 (15.8) 2(6.9) 3(10.3)
Fatigue 18 (47.4) 2 (5.3) 17 (58.6) 1(3.4)
Decreased Appetite 14 (36.8) - 7(24.1) -
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PART 1 PART 2

BRCA carriers Others BRCA carriers Others

(n=16) (n=22) (n= 28) (n=1)
CR 1 - - -
PR 3 - 2 -
SD 2 6 7 1
ORR 25% 0% 7% 0%
Disease Control 6 (37.5%) 6 (27.3%) 9 (32.1%) 1 (100%)

(CR/PR/SD)
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Response cycles

_Pat1 | (=26 |

_rat2 | (=28 | |
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