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BACKGROUND METHODS RESULTS Table 2. Complete Response, Complete Control, and Total Response Table 3. Treatment-Emergent Adverse Events
During Delayed, Overall, and Acute CINV (AC Subgroup, mITT (AC Subgroup, Safety Population)

* Chemotherapy-induced nausea and vomiting (CINV) associated with highly * This was a prospective, randomized, double-blind, double-dummy, Patient Population Population) ‘ APES30 Arm ‘ Ondansetron Arm
emetogenic chemotherapy (HEC) adversely affects patient quality of life, multicenter phase 3 trial (Figure |) . A  of 589/907 oat P p— - e Treatment Difference Preferred Term., N =293 N =303
especially in the delayed phase (24-120 h after chemotherapy), and affects + A total of 942 adult patients in the United States with histologically or total o patients (65%) in the m population receive Response and APF530 Arm | Ondansetron Arm (95% ClI), % n (%) All Grades Grade > 3 All Grades Grade > 3
chemotherapy compliance! , , oS AC-based HEC (APF530 arm, n = 291; ondansetron arm, n = 298) Phase, n (%) N = 29I N =298 (APF530 - Ondansetron) T — , — :

PY P cytologlcally confirmed mahgnancy and scheduled to receive smgle-day | | Complete response TEAESs excluding injection-site reactions occurring in 2 10% of patients
* Anthracycline + cyclophosphamide (AC)—based regimens, considered HEC (according to ASCO 2011 emetogenicity criteria) were enrolled * Baseline demographics were balanced between treatment arms (Table ) Delayed 185 (63.6)* 167 (56.0) 7.5 (-04, 15.4) Fatigue ‘ 72 (24.6) 0 ‘ 88 (29.0) 2 (0.7)
among the most difficult to manage, were reclassified from moderatel . - : - : 2 e The majority of patients in the AC subsroup were white, female, and had Overall 163 (56.0) 153 (51.3) 4.7 (-34, 12.7) Constipation 72 (24.6) 0 54 (17.8) 0
& & Y Patients were stratified by planned cisplatin > 50 mg/m* (yes/no) and jority ot p group , , A 205 (704 204 (68 ¢ 50 (54 94
emetogenic chemotherapy (MEC) to HEC in American Society of Clinical randomized I:| to receive APF530 500 mg SC (granisetron 10 mg) or an Eastern Cooperative Oncology Group performance status of 0 - C”te; | (704) (68.5) 0 (24 54 Nausea ‘ 55 (18.8) 2 (0.7) ‘ 55 (18.2) 2 (0.7)
. . SSUNT 2 ) omplete contro
Oncology (ASCO) 2011 emetogenicity guidelines ondansetron 0.15 mg/kg IV * The most common AC-based chemotherapy regimen in both treatment Delayed 71 (58.8) 56 (52.3) 6.4 (-1.6, 14.4) Headache ‘ 47 (16.0) 3 (1.0) ‘ 64 (211 0

* AC-based HEC is often administered to breast cancer patients, a mostly » Patients were scheduled to receive concomitant DEX 12 mg IV and arms was cyclophosphamide < 1500 mg/m2 + doxorubicin (APF530 arm, gverall ;1;9 (gé.:Z;) ‘;:7 (‘;i.?) 3222(-4595, |9|.;) Injection-site reactions occurring in > 5% of patients*

female population with a high risk for CINV? fosaprepitant 150 mg IV on day | and oral DEX 8 mg once daily on day 2 87.3%; ondansetron arm, 89.3%) ] Culte (66.3) (641 2 (-3-5,99) Bruising | 143489 e | 3@ 18 (5.9)
. . . . . . . otal response ,
* Antiemesis guidelines for HEC recommend a 3-drug regimen of a and 8 mg twice daily on days 3 and 4 . | | w w Delayed 119 (40.9) 107 (35.9) 5.0 (2.9, 12.8) Pain 96 (32.8) 3 (1.0) ‘ 108 (35.6) 3 (1.0)
5-hydroxytryptamine type 3 (5-HT,) receptor antagonist, a neurokinin | - . TR Table 1. Patient Demographics and Baseline Clinical Characteristics Overal 100 (34.4) 94 (31.5) 2.8 (-4, 104) Erythema | 57(195) 207) | 87(87) | (0.3)
3 ’ * Rescue medication was permitted at the investigator’s discretion (AC Subgroup, mITT Population) Acute 164 (56.4) 173 (58.1) 1.7 (97, 6.3)
(NK-I) receptor antagonist, and a corticosteroid** ’ ' ' R Nodule ‘ 55 (18.8) 1 (0.3) ‘ 28 (9:2) 2(0.7)
*P = 0.062 versus ondansetron arm.
. . . . Figure I. MAGIC Tl‘ial DeSign AP:ISE(;:;I‘m onda;:lsit;gg Arm AC = anthracycline + cyclophosphamide; CINV = chemotherapy-induced nausea and vomiting; mITT = modified intent-to-treat. Swe |in8 ‘ 30 ( 0-2) 2 (07) ‘ 35 (I |-6) 0
APF530 (granisetron injection, extended release) - : Bleeding | 20(68) 0 | 29(96) | (0.3)
Age, mean (SD), y 54.1 (10.6) 53.8 (10.9) 5 . .
° APF53O iS 1 hew formulation Of 2% granisetrOn and ) viscous biOerOdible Ondansetron 0.15 mglkg+IV (up to 16 mg) on day | Fernale. n (%) -89 (993) 293 (983) Safety T?;?:E ir:f::crenn:nil:?ns;erfgc:;:eaddtzisterle(j;l;):.ene glycol) poly(orthoester) polymer subcutaneously.
I Fosaprepitant 150 mg IV on day |
Erlc(:letl}),le'n'e 8|Yi)°|)tP°|)’(°rt?S°g;tt?") poiymer t'lllat Unfe'"ce‘liojs clontrollfd e amethatone 12 eIV on | Ethnicity, n (%) * Consistent with the overall population, the APF530 regimen was generally
yarofysis in subctitaheous I55Ue TO provide extended reledse o ALCD I T S Not Hispanic/Latino 231 (794) 242 (81.2) well tolerated in this AC subgroup; no new safety signals were identified Inj i i i
. . . ... - P , njection-Site Reactions
granisetron for the prevention of both acute (0_24 h after chemotherapy) -:thll‘olrr:\t-::f Stratified by planned APF530 placebo 500 mg SC injection Hispanic/Latino/other 60 (20.6) 56 (18.8) (Table 3) & P Y Sle ,
and delayed CINV toreceivea | cisplatin regimen Race, white, n (%) 233 (80.1) 232 (77.9) * The most frequently reported TEAEs were ISRs, occurring in 66.9% of
provs ol I DRI O dansetron placebo 0.15 mglkg IV (up to 16 mg) on day | R - 2 * Most patients experienced at least | TEAE (APF530 arm, 93.5%; ° ' o/ ;
: : : : ; ody mass index (kg/m’) P P » 79.2/0, patients in the APF530 arm and 60.7% in the ondansetron arm; all ISRs

* A single SC dose of APF530 provides therapeutic concentrations of 12 Fosaprepitant 150 mg IV on day | n 283 290 ondansetron arm, 91.1%) el dered ated (Table 3

granisetron for > 5 days® oenetrason 2 o Mean (SD) 303 (69) 302 (69) R, h’ : | e . were conservatively considered treatment related (Table 3)
+ o * Excludin s, the most frequently reporte s were fatigue, - -
* In the phase 3 Modified Absorption of Granisetron In the prevention of APF530 500 mg SC injection ECOG PS, n (%) 16 AHEntly TEPOTTEE 15 yere 1ate . ISRs were generally mild or moderate and resolved by the end of
, , 0 244 (83.8) 238 (79.9) constipation, nausea, and headache, occurring with a similar frequency in the study
CINV (MAGIC) trial, APF530 demonstrated superior complete response | 46 (15.8) 58 (19.5) each treatment arm
(CR, NO emesis and NO rescuye medicatiOn USE) in dela)’ed CINV Wlth HEC, ASCO = American Society of Clinical Oncology; HEC = highly emetogenic chemotherapy. Unknown | (03) 2 (07) . — Severity Of MoOSt ISRS was based on PreSPeCiﬁed criteria Of size and
compared with ondansetron (64.7% vs 56.6%; P = 0.014; 8% absolute Currently drink alcohol, n (%) — The most common treatment-.rela.tted TEAEs in the APF530.and appearance only, rather than functional impairment
improvement), each with an NK-1 antagonist and dexamethasone (DEX) Primary and Secondary End Points Agyd " 1 5| ((ﬁ%l) ||;)((|3%9) ondansetron arms were constipation (8.2% vs 5.9%, respectively) and
2 8 drinks/w - - headache (7.27% vs 5.9%)
(NCTO02106494)°
— APF53O IS the ﬁrSt and Onl)’ 5-HT3 antag0n|5t to demOnStrate P y P y P AC = anthracycline + cyclophosphamide; ECOG PS = Eastern Cooperative Oncology Group performance status; 4|A Of Patlents n the APF53O arm and ZOA Of Patlents n the CONCLUSIONS
superiority over another in a 3-drug versus 3-drug comparison phase 3 * Secondary and other end points included mITT = modified intent-to-treat; SD = standard deviation. ondansetron arm experienced serious TEAEs; no TEAEs led to death
. , o o . . * APF530 is the first and only 5-HT; receptor antagonist to demonstrate
efficacy trial — CR in acute and overall (0-120 h) phases 6 * 0.3% and 0.3% of patients in the APF530 and ondansetron armes, superiority over another as part of the guideline-recommended regimen
. . . . Icac . . . -
* This post hoc analysis evaluated the efficacy and safety of APF530 in — Complete control (CC; CR and no more than mild nausea) and total Y respectively, discontinued the study due to a TEAE in a 3-drug versus 3-drug phase 3 efficacy trial
atients receiving an AC-based HEC regimen - i * |In the AC subgroup (Table 2), delayed-phase CR was numerically higher . . .
P g g response (TR; CR and no nausea) in acute, delayed, and overall phases | group ( ) y<€d-P L )' S * In patients receiving AC-based HEC, numerical trends favored APF530
* Rates were compared using 95% confidence intervals (Cls) for treatment in the APF>30 arm versus the ondansetron arm, approaching significance over ondansetron in CR in delayed-phase CINY, although statistical
o/. o/. — ’
differences using a modified intent-to-treat (mIT T) population (all patients (APF330 arm, 63.6%; ondansetron arm, 56.0%; P = 0.062) significance was not reached
who received HEC. and study drug and had at least | postbaseline efficacy ~ In the overall phase, trends in favor of the APF530 arm versus the * These findings suggest concordance with the significantly superior control
measure) ondansetron arm were observed, although not statistically significant of delayed pﬁase gégINV observed with APF530%/ersus o)nl dalfse tron in the
« Safety assessments included treatment-emergent adverse events (TEAEs), — As expected, no appreciable benefit in the APF530 arm compared with overall study population
injection-si ‘ ital si ‘ the ondansetron arm was observed in the acute phase . . . . .
|nh|ect|]<c>n site relacFlons I(IISRS,)’ Iaboratory pgra?etegs, dand vital signs using P * Prevention of CINV in patients receiving AC-based HEC continues to be a
the safety population (all patients who received study drug) * There were numerically higher, although not statistically significantly so, REFERENCES challenge; these promising preliminary findings suggest a benefit of APF530
delayed- and overall-phase CC and TR rates in the APF530 arm versus the in this population and warrant further investieation
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