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BAC KGROUND B NEPA and APR were admin.is.tered 60 min. prio.r to chemotherapy on day 1, while M For secondary endpoints of .CR during the acutg/de\ayed phases .a.nd N0 emesis, Figure 1. Complete Response Rates SAFETY
evidence-based antiemetic guidelines consistently recommend  co- GRAN and DEX were administered 30 min prior to chemotherapy on day 1. On NSN and no rescue use during all phases, statistical analyses utilized the same B The overall incidence of TEAEs were comparable between the two treatment
ac ministration of a triplet regimen of a 5-hydroxytryptamine-3 (5-HT,) receptor days 2-3, APR was administered 24 and 48h after its administration on day 1. methods as the primary endpoint, without testing for non-inferiority. » groups (Table 4).
antagonist (RA), a neurokinin-1 (NK,) RA and a corticosteroid’ (such as On days 2-4, DEX was administered 24, 48 and 72h after its administration on B The number and proportion of patients who experienced TEAES and treatment- N s 87.0 B NEPA + DEX B The most common TRAEs were constipation and hiccups.
cexan;cgthasone [DEX]) for patients recewmg highly emetogenic chemotherapy day 1. related adverse events (TRAEs) was listed and summarized by treatment group. . | 79 . s (N=412) B Among the patients reporting TEAEs, the majority (90%) reported events of mild/
. - 8 72.4 - - - - -
l ()-leEsg?te evidence demonstrating that CINV control is optimized when guideline W Due to increased exposure to DEX when co-administered with NETU and APR, g - (ANPRIEEA)\N o ;nhoderate |nten5|fty, it shghtrly e sTeE/ere [EALS T ‘the AZT/GRfANh?EgZp' ]
| - | 3 = B The proportion of patients with serious S Was similar and low Tor an
‘ecommendations are followed*s, quidelines are often inadequately adherec %c])th3CY33A4 |nh|o|to§ the dc;]se of DEX v(\j/a; red.,cecc .w noth treatment arms. RESULTS = ig APRE)GRpAN P
in clini ice. Thi i i itv of M The 3 mg granisetron dose is the registered dose in China. 5 0 - | . . . .
o of T I B e 2 the MK s ST A o ¢ : SASELINE CRARACTERISTICS — 2 o m There were no deaths in the NEPA group, while 4 patients treated with APR/
et t h dgff o cpefschaltiior B0 3 P CEY INCLUSION CRITERIA B A total of 834 patients were randomized; 829 (413 NEPA/416 APR/GRAN) and > GRAN died due to unrelated TEAEs
corticosteroid components each have differing doses/schedules from ays : - = o ' .
_ 3 o or lece f ’ q - " ) | | | | 828 (412 NEPA/416 APR/GRAN) represented the safety and full analysis set 20 - m Changes from baselinein 12-lead ECGs were rare and similar between treatment
post-chemotherapy initiation. simpler, less frequent dosing regimens have been g 14165 or females >18 years, diagnosed with a malignant solid tumor, ECOG (FAS)/efficacy populations, respectivel i -
shown to result in better compliance across a variety of therapeutic classes®. . ) ’ . ’ | y popu  TESP y 10~ groups at each time point.
m NEPA was developed as a fixed combination of the highly selective NK RA, erformance Status of 0-2, and naive to chemotherapy B Baseline characteristics were similar between treatment groups (Table 2). 0 - . . ol e
\etupitant (300 ma), and the clinically’ and pharmacologically® distinct 5- HT A W Scheduled to receive first course of cisplatin-based (> 50 mg/m?) chemotherapy W The population was oredominantly males (71%) and lung cancer was the most Acute (0-24 h) Delayed (25-120 h) Overall (0-120 h) Table 4. Summary ot Adverse Events
palonosetron (0.5mg). The simultaneous targeting of two critical antiemetic (as monotherapy or in combination with other chemotherapy) common (58%) cancer type. Risk Difference o o R
nathways, in unison with the single dose administration results in a convenient _ _ _ - _ R T e forioity mevaiin set at 10% N (%) patients with NEPA + DEX | APR/GRAN + DEX Overall
antiemetic offenqg \ong asting protectior from CINV. An intravenous fixed KEY EXCLUSION CRITERIA Table 2. Patient Baseline and Disease Characteristics (Safety Population) (N =413) (N=416) (N = 829)
combination of NEPA is currently under evaluation by the United States Food & . 0
Yrug Administration (FDA). y y W Scheduled to receive: () MEC or HEC from days 2-5 following displatin, (i) [0~ " = - \EPA + DEX APRIGRAN = DEX m No emesis and NSN rates were similar for NEPA and APR/GRAN in the acute ﬁte;etﬁn()tr_]eemergent 240 (58.1%) 239 (57.5%) 479 (57.8%)
B Pivotal clinical studies leading to registration of oral NEPA in the United States moderately or highly emetogenic radiotherapy within 1 week prior to day 1 or N = 413) N = 416) nhase and tfavored NEPA during the delayed and overall phases (Table 3 and adverse event (TEAE)
and Europe have demonstrated superiority of NEPA plus DEX over PALO plus oetween days 1 and 5, or (iii) a bone marrow or stem-cell transplant Figure 2). No rescue medication rates were significantly higher for NEPA during overe TEAE 36 (8.7%) 45 (10.8%) 81 (9.8%)
DEX in preventing CINV during the acute (0-24h), delayed (25-120h), and overall @ Receipt of any drug with potential antiemetic efficacy within 24h before day 1 Gender the delayed and overall phases (Table 3). | | |
(0-120h)phasestollowingbothcisplatin->""andanthracycline-cyclophosphamide g Experienced any vomiting, retching or mild nausea within 24h before day 1 Male 292 (70.7%) 297 (71.4%) Any TRAE 76 (18.4%) 60 (14.4%) 136 (16.4%)
(AC)-based chemotherapy®®. In addition, NEPA was shown to be efficacious f T . . o 121 (29 3% 119 (28.6%) Table 3. Secondary Endpoints: No Emesis, and No Rescue Medication Rates Most (>2%) TRAE
- - - AR - B No serious cardiovascular disease history or predisposition to cardiac conduction emale (29.3%) 070 0st common (=27
over multiple cycles in patients receiving either HEC or moderately emetogenic | 0 0 0
Constipation 33 (8.0%) 26 (0.3%) 59 (7.1%)
chemotherapy (MEC)™ abnormalities with the exception of incomplete right bundle branch block Age (years), Mean 54.6 54.5 Endooint NEPA + DEX APRIGRAN + DEX Rick Diff Hiccups 11 (2.7%) 6 (1.4%) 17 (2.1%)
B Thusfar, none of the NK.RAs have been compared to each other, as all registration ~ B Chronicuse of select CYP3A4 inducers within 4 weeks or chronic use of a substrate O" PO y y ° 'O STEHeE . i 5 ;
StJdleS were Conducte W tf] 3 5 H RA/)EX Comoarat ve COFUO‘ or inhibitor Withiﬂ 1 Week prior to cay y | Ra.ce %o Patients (N = 412) (N = 416) (95 /o C|) Serious TEAE 20 (4.8 /o) 19 (4.6 /o) 39 (4.7 /o)
B As part of the registration process in China, the China FDA requested that NEPA Asian 413 (100.0%) 416 (100.0%) No Emesis Serious treatment-related 2 (0.5%) 2 (0.5%) 4 (0.5%)
E qeem Iggcsjtrsaett?irﬁ(g)mapna?rg eag’felcr:)?tcgrﬁa(fAQEyRﬁrti;\eetc tegeimer? cal stendard of care In EFFICACY ASSESSMENTS ECOG Performance Status Acute 85.2% 87.5% -2.2% (-6.9%, 2.4%) adverse event (TRAE)
, : _ 0 0 o (-2 4% 8 99, :
B From the start of chemotherapy on day 1 through day 5 (0-120h), each patient |0 175 (42.5%) 171 (41.1%) gi':rﬁld ;95’-:0;0 ;Z-(Z)O;O ?-30;0 E jg; : : ZO; ; Qir;griiAnEuLet?gr:ng to 1(0.2%) 0 1(0.1%)
METHODS completed a diary, capturing emetic episodes, severity of nausea and rescue | 231 (56.1%) 236 (56.7%) i - SR —
OBJECTIVE nedications intake. ) 7 (1.7%) 9 (2.2%) No Rescue Use Any TEAE resulting in death 0 4 (1.0%)? 4 (0.5%)
. The ObJeCtlve Was tO demOnStrate nOn_Inferlorlty Of NE:)A 'tO an aprepltant/ . Severlty O Nausea Was eva‘Uated US|ng d 100'mm hOleOﬂta‘ Vlsua‘ ana‘Og SCa‘e MOSt Common (2 50/0) I[A)\C:He d 33.22;0 32.32;0 (;.59(:/; (-(;I 220;/0'525100//0) a None of these were considered to be related to StUdy tfreatment
granisetron (APR/GRAN) regimen in preventing CINV in patients receiving (VAS). The left end of the scale (0 mm) was labeled as 'no nausea” and the Cancer Tvbes o e L 9% 0.2%, 5.5%)
<platin-based HEC . , . , yp Overall 96.6% 93.5% 3.1% (0.2%, 6.1%)
CI5piatin-base - ight end of the scale (100 mm) was labeled ‘nausea as bad as it could be". ung 254 (61.5%) 229 (55.0%) CONCLUSIONS
. e : : ) ' ' APR, aprepitant; GRAN, granisetron; DEX, dexamethasone o | o |
STU DY DESIGN AND TREATMENT GROUPS - '?lhO S|g.n|f|cantﬁr.1ausea (dNSI\'l)twaS def ne? ?S d MaXx ﬂU(TCT:]RSCOre <25.mﬂ' Head and neck 24 (5.8%) 31 (7.5%) B In this first head-to-head StUdy comparing NK1 RA—contalnlng regimens, d
. . . . e primary efficacy endpoint was complete response (CR: no emesis, no rescue : — - S -
B ThiswasaPhase 3, multicenter,randomized, double-blind/double-dummy, parallel dP 1ty T yh P . P P ' Cisplatin Dose (mg/m?), Median - 79 Figure 2. No Significant Nausea Rates single dose of NEPA was non-inferior to a standard 3-day APR/GRAN regimen
group international study conducted in Asia. medication) du mgt € OVerall Phase. | (both in combination with DEX) for the primary endpoint of overall CR.
B Patients were stratified by gender and randomly assigned (1:1) to receive either ~ M Key secondary efficacy endpoints included no emesis, NSN, and no rescue use. Most Common (2 5%) Concomitant B For secondary efficacy endpoints of no emesis, NSN and no rescue medication
NEPA or APR/GRAN treatment (Table 1). Chemotherapy 122 | ses . B NEPA + DEX use, rates were similar during the acute phase and favored NEPA during the
ble 1. Treatment G SAFETY ASSESSMENTS Gemcitabine/Gemcitabine HCI 123 (29.8%) 93 (22.4%) o - - (N'=412) delayed and overall phases, particularly for nausea control. This was in line
apie 1. Treatment Brotips B Safety was assessed primarily by treatment-emergent adverse events (TEAES) | Pemetrexed/Pemetrexed Disodium 69 (16.7%) 79 (19.0%) . 70 /28 gy 704 WAPR/GRAN + DEX with results observed in the NEPA pivotal registration trials.
_ | but also by vital signs, physical examination, clinical laboratory tests, and ECGs. Docetaxel 67 (16.2%) 68 (16.3%) % 60 - (N'=416) B NEPA was well tolerated with a comparable adverse event profile to APR/
NEPA Regimen APR/GRAN Regimen Ftoposide 58 (14.0%) 53 (12.7%) S 50 GRAN. The majority of AEs were mild/moderate in intensity, unrelated to study
Oral NEPA Oral DEX OralAPR | IVGRAN | oralDEX|  STATISTICAL ANALYSIS luorouracil 27 (6.5%) 32 (7.7%) £ 40 - tTrheatment, and typ(ijga\ fo:c a cancer pogu\ati.orr: undergoing gwen:jothersgé
: - L S 30 - ere were no cardiac safety concerns for either treatment based on
Day 1 NETU 300 mg/ 12mg 125mg 3 Mg 12mg W for the p”mar.y encpomt Nnon- er”O”ty .Of NEPA and APR/GRAN was to be APR, aprepitant; GRAN, granisetron; SD, standard deviation; ECOG, Eastern Cooperative Oncology Group; 0 - 35505sMents y
PALO 0.50 mg demonstrated if the lower limit of the confidence interval (Cl; two-sided 95% Cl DEX, dexamethasone o B/~ combination antiemetic tardeting fwo antiemetic nathwavs with a <ingle
Day 2 8 Mg 80 mg 8 Mg significance level) for the difference between NEPA and APR/GRAN in proportion ) ] " Jeting patiiways With d 5Ing
Dav 3 8 m 20 m 8 m . . , ; y | | | | | ose administered only once per cycle, NEPA ofters a convenient and simplified
y g g g of patients with overall CR was greater than -10%. The risk difference and ~ EFFICACY Acute (024h)  Delayed (25-120h)  Overall 0-120h ki antie 3 .
Day 4 8 Mo 8 Mo , ; , ﬁ _ _ , | | e o prophylactic antiemetic as compared to a 3-day aprepitant/granisetron
associated 95% Cl were analyzed using the Cochran-Mantel-Haenszel (CMH) B For the primary efficacy endpoint, NEPA demonstrated non-inferiority to APR/ Risk Difference L -
o . | | e | . . : NEPA - APRIGRAN (95% CI):  2.6% (-1.7%, 6.9%) 5.4% (-0.4%, 11.2%) 5.4% (-0.6%, 11.4%) regimen In patients receiving HEC.
APR, aprepitant; GRAN, granisetron; DEX, dexamethasone; NETU, netupitant; IV, intravenous; PALO, palonosetron test usmg gender as a strat fy ng var ab‘e N the rrode\. GRA'\| (Flgure 1)
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