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Background APF530 is approved for preventing acute and delayed chemotherapy-induced nausea and vomiting (CINV) associ-
ated with initial and repeat moderately emetogenic chemotherapy or anthracycline plus cyclophosphamide (AC) regimens, based
on phase 3 trials.

Objective To evaluate APF530 for CINV among cisplatin-stratum patients in the phase 3 MAGIC trial.

Methods Stratification was by planned receipt of cisplatin, with randomization to APF530 500 mg SC or ondansetron 0.15 mg/
kg IV. Patients received fosaprepitant 150 mg IV plus dexamethasone 12 mg IV (day 1) and oral dexamethasone 8 mg (once,
day 2; twice daily, days 3-4). The primary endpoint was delayed-phase complete response (CR). Other endpoints included CR,
complete control (CC), and total response (TR) across phases, time to first rescue medication use, proportion of patients with no
rescue medication use, and nausea frequency. Adverse event (AE) assessments included injection-site reactions (ISRs). This analysis
evaluated cisplatin-stratum patients.

Results 264 of 942 randomized patients were included in the cisplatin stratum, 252 in the efficacy analyses (124 APF530, 128
ondansetron). Delayed-phase CR was numerically higher with APF530 than ondansetron, with a 10.6% treatment difference
(APF530: 65.3% [81/124]; ondansetron: 54.7% [70/128]; P= .085). Similar trends favored APF530 for CC, TR, rescue medi-
cation use, and nausea endpoints. APF530 was well tolerated; most AEs were ISRs, generally mild or moderate.

Limitations Exploratory analysis, not powered to detect significant between-arm differences.

Conclusions Consistent with significant results in the overall population, APF530 showed clinical benefits in CINV control in pa-
tients scheduled for cisplatin-based regimens.

Funding Heron Therapeutics Inc, maker of the study drug, APF530.

espite available antiemetic therapies, che-
D motherapy-induced nausea and vomit-

ing (CINV) following highly emetogenic
chemotherapy (HEC), particularly in the delayed
phase (>24-120 h after chemotherapy), continues
to impair patient quality of life and chemotherapy
compliance.! Cisplatin-based chemotherapy, clas-
sified as HEC at any dose,? is widely used to treat
cancers such as non—small-cell and small-cell lung
cancer, sarcomas, germ-cell tumors, lymphoma,
and ovarian cancer. Cisplatin is associated with a
biphasic pattern of CINV and may induce delayed-
onset nausea and vomiting, reaching maximum
intensity of 48-72 hours after administration and

lasting 6-7 days.? CINV after cisplatin-based ther-
apy may be severe enough to cause chemotherapy
discontinuation or dose reductions.’ Being female
is a known risk factor for CINV, and because cispl-
atin-based regimens are often used to treat women
with gynecologic cancers, this patient population
is at even higher risk for CINV.*® 5-hydroxytryp-
tamine type 3 (5-HT};) receptor antagonists (RAs;
eg, granisetron, ondansetron, dolasetron, and palo-
nosetron) have been the cornerstone of CINV
therapy for decades and remain an integral part
of contemporary antiemetic treatment regimens.
Most current antiemetic guidelines for HEC rec-
ommend a 3-drug regimen, comprising a 5-HT,
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RA, a neurokinin 1 (NK-1) RA, and a corticosteroid
(dexamethasone).?®” A regimen of olanzapine (antipsy-
chotic), palonosetron (5-HT; RA), and dexamethasone
(corticosteroid) has been recommended as an alterna-
tive option. Recently, the oral fixed-dose combination of
netupitant and palonosetron (NEPA) was approved and
has shown efficacy in the cisplatin setting.®’ However, the
administration of oral medication to patients experienc-
ing CINV and those with head and neck cancer may be
difficult.’® Alternative antiemetic treatments that provide
CINV control into the delayed phase and with a conve-
nient route of administration, are needed.

APF530 is a novel extended-release granisetron formu-
lation that provides sustained release of therapeutic con-
centrations for =5 days. The Biochronomer tri(ethylene
glycol) poly(orthoester) (TEG-POE) vehicle releases
granisetron slowly by polymer hydrolysis after it has been
injected subcutaneously (SC) into the abdomen or upper
arm.' In 2016, the US Food and Drug Administration
approved APF530 in combination with other antiemetics
for the prevention of acute and delayed nausea and vom-
iting associated with initial and repeat courses of moder-
ately emetogenic chemotherapy (MEC) or anthracycline
plus cyclophosphamide (AC) combination chemotherapy
regimens based on data from 2 pivotal phase 3 trials.”® A
phase 3 trial demonstrated noninferiority of APF530 (500
mg, SC) to palonosetron (0.25 mg, intravenously [IV]),
each with dexamethasone (corticosteroid), in the control
of acute-phase CINV after MEC or HEC, and delayed-
phase CINV after MEC (classified by Hesketh criteria).!***
Furthermore, APF530 provided sustained CINV con-
trol over multiple cycles of chemotherapy.'® Numerically
higher complete response (CR: no emesis, no rescue
medication use) rates were observed with APF530, com-
pared with palonosetron, in the delayed phase after HEC
(APF530 500 mg, 67.1%; palonosetron 0.25 mg, 64.3%)."
A reanalysis of study endpoints by newer emetogenic-
ity classification guidelines from the American Society
of Clinical Oncology (ASCO)” maintained overall study
conclusions.!” Notably, the numerically higher CR rates
with APF530 in the delayed phase following HEC were
enhanced (APF530 500 mg, 55.8%; palonosetron 0.25 mg,
50.5%), suggesting a need for further examination in this
setting. The subsequent APF530 phase 3 MAGIC trial
(Modified Absorption of Granisetron In the prevention of
CINV; NCT02106494), compared APF530 (500 mg, SC)
with ondansetron (0.15 mg/kg, IV), each with fosaprepi-
tant (NK-1 RA) and dexamethasone in patients receiving
HEC. The primary endpoint was met: the APF530 regi-
men demonstrated superior delayed-phase CR compared
with the ondansetron regimen (64.7% vs 56.6%; 95% con-
fidence interval [CI]: 1.7-14.4; P = .014; 8.0% absolute
improvement).’® APF530 also demonstrated a significant
benefit over ondansetron for other endpoints including
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nausea control, rescue medication use, and satisfaction with
antiemetic therapy.’® APF530 is the first and only 5-HT;
RA to demonstrate superiority over another in a phase 3
efficacy trial using a guideline-recommended 3-drug regi-
men for both arms.

A prespecified MAGIC trial analysis of the primary
endpoint by intent to receive cisplatin (250 mg/m?, Yes/
No) demonstrated a pronounced treatment benefit in terms
of delayed-phase CR rates with the APF530 regimen
among patients in the cisplatin (250 mg/m?, Yes) stratum
(CR: 65.3% vs 54.7%; 95% CI: -1.4-22.7; 10.6% absolute
improvement).’® These results are compelling, since cispl-
atin represents a particularly emetogenic class of chemo-
therapy; a more in-depth analysis of additional MAGIC
trial endpoints for these patients would be of clinical inter-
est, and is presented here. Efficacy endpoints in this analy-
sis include CR in the overall and acute phases, complete
control (CC) and total response (TR) rates, rescue medica-
tion use, nausea frequency, and safety.

Methods

Study design and patients

The MAGIC trial was a prospective, randomized, multi-
center, placebo-controlled, double-blind, double-dummy
phase 3 trial conducted at 77 centers across the United
States. The study protocol was reviewed and approved by
the institutional review board at each participating center,
and conducted according to the Declaration of Helsinki.
The study design, previously presented in detail,’® is
reviewed briefly here.

Eligible men and women were 18-80 years of age with
histologically or cytologically confirmed malignancy (can-
cer type information was not captured) and were entering
the first cycle of their single-day HEC treatment (defined
by ASCO 2011 emetogenicity criteria).” Patients had
Eastern Cooperative Oncology Group Performance Status
(ECOG-PS) of 0 or 1, no history or presence of significant
cardiac disease or QT interval prolongation, and adequate
bone marrow, kidney, and liver function. All patients pro-
vided written informed consent.

Procedures

Patients were stratified by planned receipt of the cisplatin
regimen 250 mg/m? (Yes/No), randomized 1:1 to receive
APF530 500 mg SC (granisetron 10 mg) or ondanse-
tron 0.15 mg/kg IV (up to a maximum of 16 mg as a sin-
gle dose) on day 1 (Figure 1). The APF530 arm received
the ondansetron saline placebo, and the ondansetron arm
received the APF530 SC placebo containing the TEG-
POE vehicle. All patients were scheduled to receive fosa-
prepitant 150 mg IV and dexamethasone 12 mg IV on day
1, then oral dexamethasone 8 mg once daily on day 2 and
8 mg twice daily on days 3 and 4. Rescue medication was
allowed at the investigator’s discretion.

March-April 2017 ® THE JOURNAL OF COMMUNITY AND SUPPORTIVE ONCOLOGY 83



Original Report

Secondary and other endpoints
included overall-phase CR (0-120 h);
delayed-, overall-, and acute-phase com-
plete control (CC: CR and no more than

Ondansetron 0.15 mg/kg IV (up to 16 mg) on day 1
+

Fosaprepitant 150 mg IV on day 1
+

Dexamethasone 12 mg IV on day 1

942 oatient / + mild nausea); delayed-, overall-, and

patients N
randomized Stratified by APF830 500 mg placebo SC injection acute-phase total response (TR; CR and
i inent > (>°"550P:Z7n:§9y'2‘;:0) no nausea); and rescue medication use.
HEC ﬁgmen i Ondansetron placebo 0.15 mg/kg IV (up to 16 mg) on day 1 A post hoc analySIS of nausea severity
' + was also conducted. Safety assessments

Fosaprepitant 150 mg IV on day 1 .
s Sy z included treatment-emergent adverse

events (TEAEs), injection-site reac-
tions (ISRs), laboratory parameters, and
vital signs. TEAEs were assessed by type,
duration, severity, and relationship to
study drug. ISR timing and severity were
captured in patient diaries.

Dexamethasone 12 mg IV on day 1
+

APF530 500 mg SC injection

FIGURE 1 MAGIC trial design.

ASCO, American Society of Clinical Oncology; HEC, highly emetogenic chemotherapy; IV, intravenously;
SC, subcutaneously

Outcomes Statistical analysis

The primary objective of the trial was to demonstrate the
superiority of APF530 500 mg SC compared with ondan-
setron 0.15 mg/kg IV, as part of the current guideline-rec-
ommended 3-drug regimen, in preventing delayed-phase
CINV after HEC. The primary endpoint was delayed-
phase (24-120 h) CR (no emetic episodes [vomit or retch]
and no rescue medication use). In addition, a prespeci-
fied analysis of delayed-phase CR by randomization strata
(planned use of cisplatin) was performed.

All efficacy analyses were conducted using the modified
intent-to-treat population (mITT; randomized patients
who received study drug and a HEC regimen and had
post-baseline efficacy data). Safety assessments were per-
formed on the safety population (randomized patients who
received study drug).

This analysis conducted on the subgroup of patients with
intent to receive cisplatin (cisplatin randomization stratum,
250 mg/m?, Yes) was exploratory and was not powered to

Cisplatin randomization stratum
(250 mg/m?, yes)
N =264

APF530
Randomized: 132 (100%)

Ondansetron
Randomized: 132 (100%)

Two patients excluded from the

efficacy population .
Safety population: 126 (95%)

No HEC and no post-baseline

Safety population: 130 (98%)
Two patients excluded from the
efficacy population

efficacy data (n = 1)
No post-baseline efficacy data

—

|—

(n=1)

Efficacy population (mITT):
124 (94%)

No post-baseline efficacy data
Efficacy population (mITT): =2
128 (97%)

Five patients did not complete
the study

B

|—

Adverse event (n = 4)

: : Completed study: 118 (89%)
Patient withdrawal (n = 1)

Four patients did not complete
the study
Completed study: 124 (94%)

Adverse event (n = 2)

One additional patient had
ongoing safety follow up

FIGURE 2 Study CONSORT diagram.

HEC, highly emetogenic chemotherapy; miTT, modified intentfo-reat.
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detect treatment differences. Preplanned analyses com-
pared CR, CC, and TR rates across treatment arms using
95% Cls.

Post hoc analyses of time to first rescue medication use,
proportion of patients with rescue medication use, and less
frequent nausea were performed. All P values were calcu-
lated using the Cochran-Mantel-Haenszel chi square test.
Rescue medication use results were based on observed data,
without imputation for missing results (ie, calculated from
the number of patients with a response). Further analyses of
efficacy endpoints CR, CC, and TR in the subset of female
patients in the cisplatin randomization stratum were per-
formed. Safety assessments were summarized descriptively.

Results

A total of 942 patients were randomized across 77 US
centers during March 31, 2014 and May 15, 2015 (471
APF530, 471 ondansetron). Among those, 264 had intent
to receive cisplatin and were included in the cisplatin ran-
domization stratum (250 mg/m?, Yes) (Figure 2). A total
of 256 patients in the cisplatin stratum received study drug
and were included in the safety population (126 APF530,
130 ondansetron); 252 patients were included in the mITT
population (124 APF530, 128 ondansetron).

Baseline demographics were generally balanced between
treatment arms (Table 1). The proportion of female patients
was 41.1% (51/124) and 48.4% (62/128) in the APF530
and ondansetron arms, respectively. The majority of patients
had an ECOG PS of 0 (57.3% [71/124] APF530; 60.2%
[77/128] ondansetron). The most common cisplatin-based
chemotherapy regimen in both treatment arms was cis-
platin and gemcitabine (25.0% [31/124] APF530; 28.9%
[37/128] ondansetron) (Online Table 1). Two patients in
the APF530 arm and 3 patients in the ondansetron arm
either received a lower cisplatin dose (<50 mg/m?) or did
not go on to receive cisplatin as intended at randomization
(Online Table 1).

As previously reported, in the cisplatin stratum (Table 2),
delayed-phase CR was numerically higher in the APF530
arm versus the ondansetron arm, with a corresponding
treatment difference of 10.6% (65.3% [81/124] APF530;
54.7% [70/128] ondansetron; 95% CI [-1.4, 22.7];
P = .085). Although the CI contains 0, the result is con-
sistent with the significant benefit observed in the over-
all study population (64.7% [291/450] APF530; 56.6%
[256/452] ondansetron; 95% CI [1.7, 14.4]; P = .014).8
This more in-depth analysis found similar trends favoring
the APF530 over the ondansetron regimen across overall-
and acute-phase CR (Table 2).

CC rates were consistently higher across all phases in the
APF530 arm compared with the ondansetron arm, with
treatment differences ranging from 10.5% to 8.1%. For TR,
the most stringent measure of CINV control, there were
trends favoring the APF530 arm over the ondansetron

TABLE 1 Patient demographics and baseline characteristics (cisplatin stra-
tum, mITT population)

Arm
APF530 Ondansetron
500 mg SC 0.15 mg/kg IV

Demographic/characteristic (n = 124) (n = 128)
Mean age, y (SD) 61.8 (9.4) 61.1(10.9)
Female, n (%) 51 (41.1) 62 (48.4)
Ethnicity, n (%)

Not Hispanic/Latino 115 (92.7) 118 (92.2)

Hispanic/Latino/other 9(7.3) 10 (7.8)
Race, n (%)

White 102 (82.3) 117 (91.4)
Body mass index (kg/m?)

Mean (SD) 28.0 (6.5) 28.1 (6.8)

No. of patients 118 124
ECOG-PS,2 n (%)

0 71 (57.3) 77 (60.2)

1 51(41.1) 51(39.8)

Unknown 2 (1.4) 0
Currently drink alcohol, n (%)

Any 46 (37.1) 48 (37.5)

>8 drinks/week 8 (6.5) 9 (7.0)
Currently smoke tobacco, n (%) 26 (21.0) 36 (28.1)

ECOG-PS, Eastern Cooperative Oncology Group performance status; IV, intravenously;
miTT, modified intenttotreat; SC, subcutaneously; SD, standard deviation

oFor ECOG PS, O = fully active, able to carry on all pre-disease performance without
restriction; 1 = restricted in physically strenuous activity but ambulatory and able to carry
out work of a light or sedentary nature, eg, light house work, office work.

arm in acute, delayed, and overall phases (Table 2). Among
female patients in the cisplatin stratum, the numerically
higher trends for CR, CC, and TR in the APF530 arm
versus the ondansetron arm persisted across acute, delayed,
and overall phases (Online Table 2).

A significantly greater proportion of patients in the
APF530arm,compared with the ondansetron arm, reported
no rescue medication use during the delayed phase (74.4%
[90/121] APF530; 62.6% [77/123] ondansetron; P = .048).
Trends in favor of APF530 were observed in the overall
phase (71.1% [86/121] APF530; 61.8% [76/123] ondanse-
tron; P =.125) and acute phase (86.9% [106/122] APF530;
81.9% [104/127] ondansetron; P = .278). Time to first res-
cue medication use was consistently longer in the APF530
arm, compared with the ondansetron arm, although not
statistically significantly (P = .150) (Figure 3).

In a post hoc analysis of nausea frequency, the APF530
regimen was associated with a trend toward less frequent
nausea (0-2 vs 23 episodes), although not a statistically sig-
nificant difference, compared with the ondansetron regi-
men in the delayed and overall phases (OnlineTable 3).

The APF530 regimen was generally well tolerated in the
cisplatin subgroup, and no new safety signals were iden-
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TABLE 2 Complete response, complete control, and total response during delayed, overall, and acute phases of CINV (cisplatin stratum,
mITT population)

Arm, n (%) Treatment differ-

APF530 Ondansetron ence (APF530 minus
500 mg SC 0.15 mg/kg IV ondansetron)
Response, CINV phase (n = 124) (n = 128) (95% Cl), % P value®
Complete response
Delayed® 81 (65.3) 70 (54.7) 10.6 (-1.4, 22.7) .085
Overall 76 (61.3) 68 (53.1) 8.2 (4.0, 20.3) .190
Acute 103 (83.1) 101 (78.9) 4.2 (5.5, 13.8) 401
Complete control
Delayed 77 (62.1) 66 (51.6) 10.5 (1.6, 22.7) .092
Overall 73 (58.9) 63 (49.2) 9.7 (2.6, 21.9) 124
Acute 103 (83.1) 96 (75.0) 8.1 (-1.9,18.1) 116
Total response
Delayed 60 (48.4) 56 (43.8) 4.6 (7.7,16.9) 460
Overall 60 (48.4) 55 (43.0) 5.4(6.9,17.7) .388
Acute 100 (80.6) 93 (72.7) 8.0 (2.4, 18.4) 134
CINV, chemotherapy-induced nausea and vomiting; 1V, intravenously; mITT, modified intentto-reat; SC, subcutaneously
°P values are based upon the chi square test. PDelayed-phase CR for the cisplatin (=50 mg/m?, yes) stratum was presented previously.'®
TABLE 3 Treatment-emergent adverse events (cisplatin stratum, safety population)
Arm
APF530 500 mg SC (n = 126) Ondansetron 0.15 mg/kg IV (n = 130)
Preferred term, n (%) All grades Grade >3 All grades Grade >3

Patients with >1 TEAE, 72.2 15.9 66.9 10.8
excluding ISRs

TEAEs, excluding ISRs in

>10% of patients

Constipation 23 (18.3) 1(0.8) 9 (6.9) 0
Fatigue 21 (16.7) 2 (1.6) 18 (13.8) 1(0.8)
Nausea 19 (15.1) 1(0.8) 17 (13.1) 2(1.5)
Diarrhea 19 (15.1) 1(0.8) 16 (12.3) 0
Dehydration 15(11.9) 5 (4.0) 4(3.1) 0
Headache 7 (5.6) 0 16 (12.3) 0
Patients with > 1 ISR 49.2 6.3 54.6 6.9
ISR in >5% of patients®
Bruising 35 (27.8) 7 (5.6) 32 (24.6) 6 (4.6)
Pain 33 (26.2) 0 41 (31.5) 4 (3.1)
Nodule 19 (15.1) 1(0.8) 13 (10.0) 0
Erythema 14 (11.1) 0] 32 (24.6) 0
Swelling 14 (11.1) 0 15(11.5) 0

ISR, injection-site reaction, 1V, intravenously; SC, subcutaneously; TEAEs, treatment-emergent adverse event

“Both treatment arms received the fri(ethylene glycol) poly(orthoester) polymer vehicle SC.

tified (Table 3). Most patients experienced at least one
TEAE. Excluding ISRs, TEAE incidences were 72.2%
and 66.9% in the APF530 and ondansetron arms, respec-
tively; most common were constipation, fatigue, nausea,
diarrhea, dehydration, and headache. Excluding ISRs, the
most common treatment-related TEAEs in the APF530
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and ondansetron arms were constipation (2.4% and 2.3%,
respectively and headache (3.2% and 4.6%).

ISRs occurred in 49.2% and 54.6% of patients in the
APF530 and ondansetron arms, respectively (Table 3);
all ISRs were considered by the sponsor to be treatment
related. ISRs were generally mild or moderate in severity.
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No ISRs were considered serious TEAESs, and most
resolved by study end. One patient in the APF530
arm and none in the ondansetron arm experienced a
treatment-related serious TEAE (atrial fibrillation,
APF530). There were 2 TEAEs leading to death, 1
in the APF530 arm and 1 in the ondansetron arm.
Both were acute renal failure due to underlying dis-
ease, and neither was considered related to study

drug.

Proportion of Patients With
Rescue Medication Use (%)

Discussion

The MAGIC trial is the first phase 3 efficacy trial
in the prevention of CINV in patients receiving
HEC using the current guideline-recommended
3-drug antiemetic regimen in both treatment arms.'®
Ondansetron was chosen as the appropriate 5-HT,
RA comparator because no other 5-HT; RA has
shown superiority to ondansetron in delayed-phase
CINV following HEC. Furthermore, ondansetron
is indicated for prevention of nausea and vomiting
associated with initial and repeat courses of chemo-
therapy, including high-dose cisplatin.’” The MAGIC trial
primary endpoint was met for the overall study popula-
tion; in the context of a 3-drug regimen, APF530 demon-
strated superior control of delayed-phase CINV following
HEC compared with standard-of-care ondansetron.’® As
reported previously, significant benefits were also observed
with the APF530 regimen over the ondansetron regimen
in terms of rescue medication use, patient satisfaction with
antiemetic therapy, and nausea frequency in the overall
study population.'®

Cisplatin is generally regarded as one of the most
emetogenic chemotherapeutic agents. For this reason, cis-
platin is often evaluated separately in clinical trials, and
was a stratification factor in the MAGIC trial. Consistent
with the previously reported significant results,'® trends in
the cisplatin stratum analysis favored the APF530 regi-
men, compared with the ondansetron regimen, in delayed-
and overall-phase CR (treatment difference: 10.6%).8
Numerical trends presented here favoring the APF530
regimen over the ondansetron regimen were observed in
CC and TR, two more stringent measures of CINV con-
trol that account for incidence of nausea. Furthermore,
among women in the cisplatin stratum, a population at
increased risk for CINV, the numerically higher CR, CC,
and TR persisted in the APF530 arm, compared with the
ondansetron arm.

The APF530 regimen was generally well tolerated in the
cisplatin stratum, and no new safety signals were identi-
fied. The most common TEAEs were ISRs, mostly mild
or moderate and resolving by study end. The double-
dummy design resulted in ISRs in the ondansetron arm
due to TEG-POE vehicle as the dummy APF530 injec-
tion. Transient ISRs have been observed with other agents
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administered SC, and are expected.?** Excluding ISRs,
TEAEs were generally consistent with those observed for
the 5-HT; RA class.??

This analysis of patients randomized to receive cisplatin-
based HEC in the MAGIC trial is exploratory and was
not sufficiently powered to detect between-arm differences.
Five total patients did not go on to receive cisplatin 250
mg/m? as intended at randomization (2 APF530, 3 ondan-
setron); however, this is not uncommon in large clinical tri-
als and represents less than 2% of patients in this analysis.

Recent phase 3 studies in patients receiving cisplatin-
based HEC showed significant improvement in CINV pre-
vention with the current guideline-recommended 3-drug
regimen over the traditional 2-drug regimen (5-HT; RA
+ dexamethasone).*® Results presented here, in a similar
population receiving cisplatin-based HEC, suggest that in
the context of a 3-drug antiemetic regimen in both treat-
ment arms, APF530 provides additional benefit in CINV
prevention compared with the standard of care, ondanse-
tron. Furthermore, a recent phase 3 trial in patients receiv-
ing cisplatin or AC-based HEC demonstrated significant
improvement in nausea when olanzapine was added to a
traditional 3-drug regimen of a 5-HT,; RA, NK-1 RA, and
dexamethasone.? These compelling data support the addi-
tion of olanzapine as a fourth agent to the CINV treat-
ment regimen to provide further control of nausea, which
has been one of the more difficult components of CINV to
control to date.

APF530 is the only 5-HT; RA to demonstrate supe-
riority over another as part of the guideline-recom-
mended regimen in a 3-drug versus 3-drug phase 3 effi-
cacy trial examining antiemetic efficacy following HEC.
Results from the MAGIC trial, this exploratory analysis,
and previous studies in MEC and HEC provide clini-

FIGURE 3 Time to first use of rescue medication (cisplatin stratum, modified intent-to-
treat population).

°Days elapsed since study drug administration, where O = event or censored data on study day 1 date
through 4 = event or censored on study day 5 date.
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cally meaningful benefits in preventing both acute- and
delayed-phase CINV following guideline-specified MEC
or HEC regimens. Consequently, APF530 was approved
for use in combination with other antiemetics for preven-
tion of acute and delayed nausea and vomiting associated
with initial and repeat courses of MEC or AC combina-
tion chemotherapy regimens.” Both the superior control of
delayed-phase CINV following HEC demonstrated by the
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