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THE MULTIPLE ROLES FOR
'SUPPORTIVE CARE’ IN CANCER

1. Reduce or eliminate associated symptoms

and side-effects

2. Preserve or improve quality of life

3. Permit safe out-patient treatment

4. Enhance the use of the most effective anti-

neoplastic agents

MASCC

A

L i Modified - Courtesy of Gralla R, 2009



Patients’ Top Concerns

Ranking 19831 1993 2 1995 3 1999 4 2003 5
Vomiting | Nausea | Nausea | Nausea
Nausea Fatigue Hair Loss | Nausea
: : ‘o : Sleep
Hair Loss Hair Loss | Vomiting Fatigue Problems
Anxiety Ilzsirl?'elg Fatigue |Vomiting |Weight Loss
freatment §y/6mitin Injection | 1 te Issues | Hair Loss
duration g Fear

Coates Eur J Cancer 1983

Griffin, Ann Oncol 1996

de Boer-Dennert M, Br J Cancer 1997
Lindley Cancer Pract 1999

Hofman M, Cancer 2004 Modified by Di Maio M (2010) & Kris M (2012)
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Improved Ability to Control Chemotherapy
Induced Nausea & Vomiting (CINV)

B
5-HT; + Added NK,
Steroids
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Gralla R, Medscape Feb 2016



APPROVAL STUDY FDA DRUG
APPROVAL 2016
Rolapitant + granisetron + DEX l 2015
versus granisetron + DEX ‘ e
2014
NEPA (100, 200, or 300 mg 2013
netupitant + 0.5 mg palonosetron)
versus 0.5 mg palonosetron 2012
MNEPA (300 mg netupitant + —
0.5 mg palonosetron
— — r— - oes s = 206
versus 0.5 mg palonosetron
2009
NEPA (300 mg netupitant +
0.5 mg palonosetron) Fosaprepitant 2008
versus aprepitant + palonosetron approved
2007
Palonosetron SLE P 2006
versus ondansetron apr
2005
Palonosetron Palonosetron 2004
versus dolasetron approved
- 2003
Aprepitant + ondansetron + DEX
versus ondansetron + DEX 2002
2001
2000
— — — — — — —_— —
1999
1998
Dolasetron (1.8 mg/kg) 1997
versus dolasetron (2.4 mg/kg)
versus ondansetron 1996
Ondansetron + DEX versus 1995
ondansetron |_
1994
Ondansetron + dopamine
RA versus ondansetron 1993
Granisetron versus 1992
DEX + prochlorperazine
Ondansetron 1991
approved
Ondansetron 1990
versus metoclopramide
1989
@ s, e N
D NK, RA Cisplatin 1978
D NEPA approved

KEY GUIDELINES FOR TREATMENT OF EMESIS

]

ASCO, added:
For highly emetogenic chemotherapy: NEPA + DEX regimen

NCCN, added:

Acute or delayed: for highly or moderately emetogenic
chemotherapy: NEPA + DEX regimen and rolapitant-
containing regimen

NCCN, added:
Acute or delayed: for highly or moderately emetogenic
chemotherapy: olanzapine-containing regimen

NCCN, changes:
AC classified as highly emetogenic chemotherapy

For moderately emetogenic chemotherapy: palonosetron,
preferred 5-HT, RA

ASCO, changes:

AC classified as highly emetogenic chemotherapy
For moderately emetogenic chemotherapy: palonosetron,

preferred 5-HT, RA

MASCC-ESMO unique set of guidelines:
For moderately emetogenic chemotherapy, non-AC:
palonosetron, preferred 5-HT, RA

ESMO, added:
For highly emetogenic chemotherapy or AC: fosaprepitant
as an alternative to aprepitant

ESMO, added:
Separate recommendations for patients receiving AC
Acute or delayed: AC: aprepitant-containing regimen

ASCO, added:
Acute or delayed: for highly or moderately emetogenic
chemotherapy: aprepitant-containing regimen

ESMO, added:
Acute or delayed: for highly emetogenic chemotherapy:
aprepitant-containing regimen

ESMO:

Acute: for highly or moderately highly emetogenic chemotherapy: 5-HT, RA
+ glucocorticoid; for low or moderately emetogenic chemotherapy:
5-HT, RA, glucocorticoid, dopamine RA, or no prophylaxis

Delayed: for highly or moderately highly emetogenic chemotherapy:
glucocorticoid alone or glucocorticoid + 5-HT, RA or dopamine RA

for intermediately emetogenic chemotherapy: glucocorticoid pretreatment
Delayed: for highly emetogenic chemotherapy: glucocorticoid +

ASCO:
Acute: for highly emetogenic chemotherapy: 5-HT, RA + glucocorticoid pretreatment;
metoclopramide or 5-HT, RA, or DEX + metoclopramide or 5-HT, RA

MASCC:

Acute: for a single high dose or repeated low dose cisplatin: 5-HT, RA + DEX;
for moderately highly emetogenic chemotherapy: 5-HT, RA + DEX

Delayed: for cisplatin: DEX + metoclopramide or 5-HT, RA; for moderately
highly emetogenic chemotherapy: DEX or 5-HT, RA, or DEX + 5-HT, RA

MNCCN:
First guidelines for treatment of chemotherapy-induced
nausea and vomiting

-
4{

New Drugs
Combos
Strategies

NK1 &
Newer 5HT3

DEX &
Older 5HT3

Navari R, Aapro M,

NEJM 2016
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EMETOGENIC POTENTIAL of I.V. Agents
(MASCC / ASCO / ESMO Guidelines)

High

Moderate

Low

Minimal

Chemotherapy | Risk | Examples

Cisplatin, streptozocin, carmustine,

0
>90% dacarbazine

Carboplatin, cyclophosphamide,
doxorubicin, ifostamide, oxaliplatin,
Irinotecan, alemtuzumab, azacitidine,
bendamustine

30-90%

Etoposide, gemcitabine, 5-FU, docetaxel,
10-30% paclitaxel, cetuximab, catumaxomab,

panitumumab

<10% Vinca alkaloids, bleomycin, bevacizumab

Courtesy of Jordan J, 2014



EMETOGENIC POTENTIAL of Agents
.erennnadS €VOIVING!

Forty new agents identified

The reported incidence of vomiting varied across studies for many agents, but there was
adequate evidence to allow 37 new agents to be classified according to emetogenic risk:

No highly emetogenic agents identified
6 moderately emetogenic:
IV : peg-lipo doxorubicin, romidepsin,

temozolomide, trabectedin
PO: bosutinib, crizotinib

‘ 31 agents were identified as low (23) or minimally (8) emetogenic

Hesketh P, MASCC 2015



2013: MASCC & ESMO Guidelines
HEC { +

+
Delayed: + m

a. Hesketh PJ, et al. J Clin Oncol. 2003;21:4112-4119; b. Poli-Bigeli S, et al Cancer.
2003:97:3090-3098.

AC Acute: 5HT3 + m " APR or FOS

Delayed:

Warr DG, et al. J Clin Oncol. 2005; 23:2822-2830.

Acute: PALO +

Delayed:

Non-AC
MEC

a. Schwartzberg L, et al. Support Care Cancer. 2013 Oct 19. [Epub ahead of print]; b. Gralla R,
et al. Ann Oncol. 2003;14:1570-1577; c. Eisenberg P, et al. Cancer. 2003;98:2473-2482; d. Aapro
MS, et al. Ann Oncol. 2006:17:1441-1449; e. Saito M, et al. Lancet Oncol. 2009:10:115-124.

Gralla RJ, Medscape 2013



2016: ASCO & NCCN Guidelines

ASCO guidelines®

High (including AC) 5-HT;—receptor antagonist, dexamethasone, and Dexamethasone and aprepitant
‘ aprepitant
- NEPA and dexamethasone Dexamethasone
Moderate Either palonosetron and dexamethasone or 5-HT3—receptor antagonist, dexamethasone, or
5-HT3—receptor antagonist, dexamethasone, aprepitant

and aprepitant
Low Dexamethasone —

NCCN guidelines™

High (including AC) 5-HT3—receptor antagonist and dexamethasone,  Aprepitant plus dexamethasone
plus one of the following agents: aprepitant,
f fosaprepitant, or mlaeitanti
NEPA and dexamethasone| Dexamethasone

Olanzapine, palonosetron, and dexamethasone] Olanzapine

Moderate 5-HT3;—receptor antagonist and dexamethasone, 5-HT3;—receptor antagonist, | dexamethasone, or
with or without aprepitant, fosaprepitant, or aprepitant with or without dexamethasone**
rolapitant]

NEPA and dexamethasone| Dexamethasone may be used

Olanzapine, palonosetron, and dexamethasone| Olanzapine

Low Dexamethasonef, metoclopramidef, prochlorper- —
azinel, or 5-HT;—receptor antagonist{ (ondan-
setron, granisetron, or dolasetron)

Navari R, Aapro M, NEJM 2016



NEPA + DEX vs. PALO + DEX

\
Oral NEPA (netupitant 300 mg + oral
palonosetron 0.50 mg) + oral

dexamethasone 12 mg -- d 1 only
N =724 Y,

Chemotherapy-naive
patients scheduled to
receive AC-based MEC

Oral palonosetron 0.50 mg + oral

MN—-=S00Z2>»32

AC

NEPA + DEX 12

N=14w9 dexamethasone 20 mg -- d 1 only ‘ PALO + DEX 20 ‘
N =725 )
Primary End Point:
1:1 * CR rate (delayed period; 25-120 h)
100- P =0.047
88.4 P = 0.001 B NEPA + DEX
80 4 85.0 P = 0.001 (n=T724)
76.9 74.3 B FALO + DEX
- (n = 725)
[
@
(o
L&
=
@
e
(17
o
Aapro M et al,

Acute (024 hr) Delayed (25—120 hr) Overall (0H120hr)  Ann Oncol 2014



NEPA + DEX vs. PALO + DEX HEC

PALO Day 1 : Oral PALO 0.50mg + Oral DEX 20 mg + Placebo
Days 2—-4: Oral DEX 8 mg BID

— NEPA,,

N =694 I NEF'A
Randomized 1:1
1 Day 1 : Oral APR 125 mg + IVOND32mg Oral DEX 12 mg
L——- APR+OND

Days 2—3: Oral APR 80 mg in morning + Oral DEX 4 mg BID
Day 4: Oral DEX 4 mg BID

100 - P-0018 P=0017 P=0.004
87.4* 87.6" 89.6"
76.5

o
i

(mp]
T

Percent of patients
i
T

no
T

o

PALO NEPA,,,  NEPA,, NEPA,,

Hesketh P et al,
N=136 N=135 N=137 N=135

Ann Oncol 2014



NEPA + DEX vs. APR/PALO + DEX MEC

Randomized
31
75125%
Naive to

. MEC/HEC )

Group

‘ NEPA

100 -

Day 1 Days 2 and 3 Day 4

NEPA (NETD 3M ma*EALD N yire. hEx g HEC: DEX 8 mg

0.5 mg) + DEX 12 mg MEC- MEC-
(HEC & MEC) . nhone - hone

HEC: APR 80 mg + _

LB v v wonsme | 00" Lo
g MEC: APR 80 mg '

90 92 91
86 7 88 86
81 81

90 -
80 -
70 +
60 -
50 A
40 4
30 A
20 4
10 -

Percent of patients

76

HEC

‘ NEPA + DEX 12 ‘

‘ APR /PALO + DEX 12 ‘

86

Bl NEPA
Il APR + PALO

0

NEPA
APR + PALO

| | | |
Cycle1 Cycle2 Cycle3 Cycled4 Cycle5 Cycle 6

N=309 280 259 233 156 124
N=103 96 90 81 57 44

Gralla RJ et al,
Ann Oncol 2014



NEPA w/o DEX (DEX-Sparing Strategy) for
ClS-based CINV in NSCLC

R
A Investigational Arm A
Phase IlI, NEPA PO + Dex 12 mg IV on day 1
randomized, N
multicenter, open- —
P D Investigational Arm B
label, parallel-
: o NEPA PO + Dex 12 mg IV on day 1
group, active-
Dex 4 mg PO on days 2 and 3
comparator, three- M
arm, non-inferiority |
study 7 Reference Arm C
NEPA PO + Dex 12 mg IV oniday 1
E Dex 4 mg PO BlID on days 2 te 4
_ « Arms A, B and C: NEPA will be given 60 min before
ST Consorzio ONCOTECH chemotherapy on day 1 Dex will be given 30 min before
. . o chemotherapy on day 1
AR ITVESHE e Emilio Bria, Verona « Arm B: Dex will be given in the morning on days 2 and 3
Study Protocol Luigi Celio, Milan * Arm C: Dex will be given in the morning and in the evening

ondays2to4

Cancer-associated weight loss

study Augusto Caraceni, Milan

Statistician Erminio Bonizzoni, Milan

enNngce



wr. GIM regimens

Cycle 1

Study coordinator: Dr Michele De Laurentiis

M Open-label, 1 arm trial (non-comparative)

m AC-based chemotherapy multicycles (up to a
maximum of 4 cycles): the time between two
consecutive cycles is 21 days

B Prevention with NEPA: one dose on Day 1 before @ L2

each CT administration
B Dexamethasone IV, 12 mg, on Day 1
B Conducted in 35 centres

B Number of patients: 150, to have 135 evaluable (10%
lost to follow up), according to a Fleming design)

B Enrolment time: 12 months

GIM 15: NEPA plus DEX for AC-based

21345 Day 6-20
IN— g
Y Y
Nausea Nausea
Vomiting Vomiting

Rescue
Repeat

CycIeZ|1|2

415 6-20 |

[3]+]5]
cyotea [1[2]3]4]3] 520 |
[2]4]5]

415 6-20 |

To evaluate whether the efficacy on CINV of a single dose
NEPA (co-administered with dexamethasone) on Day 1 of
each AC-based chemotherapy is maintained throughout
the duration of the whole chemotherapy treatment (up to
4 cycles)

Safety evaluation throughout the whole observation
period

NB: Advanced/Metastatic Breast Cancer EXCLUDED

onNnNMo



ROLA + GRAN/DEX vs. GRAN/DEX
2 RCTs: 526 & 544 pts HEC

p<0.005 p=0.233

90 83,7 83,479’5 p<0.001  p=0.043 p=0.001  p=0.084
80 73,7 72,7
70
60
50
40
30
20

10

70,1 70,1 67.5
61,9

58,4 56,5 60’4

Acute Delayed Overall

End-Point: Complete
Response (%) at cycle 1 =ROLA & Control Jordan K, Ann Oncol 2015



ROLA + GRAN/DEX vs. GRAN/DEX

63% Breast Cancer; 53% AC M EC
100 +
o P=.143

CR Rate, %

Delayed Phase (>24-120h)  Acute Phase (0-24 h) Overall Phase (0-120 h)

B Control (n = 266)

End-Point: Complete
Response (%) at cycle 1 Schwarzberg LS et al, Lancet Oncol 2015

B Rolapitant 200 mg (n = 666)



DELAYED EMESIS
- Do we use Agents in these Classes Optimally? -

j
]
I
|

r

I

|I ==== Carboplatin

! e CyClOphosphamide
: e Cisplatin

|

|

‘-"---i--‘

Aapro et al. Oncology 2005



The Italian Group for Antiemetic Research 2000

( Patients naive R
to systemic Placebo (d 2-5 i
Chemotherapy Ondansetl'on (IV) A N — 203 ( ) A
scheduled to (d1):8 mg N - N
receive MEC* Dexamethasone D Dexamethasone (oral) (d 2-5): 4
as first-line (IV) (d 1): 8 mg o mg twice daily
chemotherapy N =207
\ N=708 ':" - <
Z Ondansetron (d 2-5): 8 mg
*Cyclophosphamide, doxorubicin, epirubicin, or carboplatin, E Dexamethasone (oral) (d 2-5):
either alone or in combination. 4 mg twice daily
N =208
\_ J
Ondansetron + P Value for Overall
Dexamethsone Dexamethasone Comparison
Placebo (d 2-5) (d 2-5) Between 3 Groups
No emesis
(delayed 87.3% 92.3% 95.2% .02
period)
No moderate or
severe nausea
81.8% 89.4% 93.3% .002
(delayed
period)

The Italian Group for Antiemetic Research. N Engl J Med. 2000;342:1554-1559.

f Conclusion: Dexamethasone alone is an optimal approach for

the prevention of CINV during the delayed period in this patient
population.

Raftopoulos H, Medscape 2013



Issues for Delayed Emesis Control

The ‘Dex-Sparing’ Strategy

Author Antl-.emetlc Overall CR
(year) regimens
Aapro Palo + Dex d1 53.6%
(20[)10) 300 AC V. VS.
Palo + Dex d1-3 53.7%
Celio Palo + Dex d1 67.5%
(2011) 332 MEC Vs. VS.
Palo + Dex d1-3 71.1%
0]
Komatsu 205 nonAC- Palo -l\r/i)ex dl 6%3/52 Yo
(2015) MEC Palo + Dex d1-3 64.7%

All non inferiority trials; Primary
endpoint: Complete Response

Aapro M et al. Ann Oncol 2010
Celio L et al. Support Care Cancer 2011
Komatsu Y et al. Cancer Sci 2015



Issues for Delayed Emesis Control

What is the best Strategy?

Day 1 (before chemo): PALO i.v. 0.25 + DEX (8 or 12) mg + APR 125 mg

Author Antl-.emetlc Overall CR

VED) regimens

~oila DEX 79.5%

2014) 508 AC VS. VS.

APR 79.5%

—_ APR + DEX 80.3%

2015) 332 HEC vS. VS.
MTC + DEX 82.5%

Both superiority (DEX > APR and APR > MTC);

Primary endpoint: Complete Response Roila F et al. JCO 2014

Roila F et al, Ann Oncol 2015



(FOS)Aprepitant for nonAC-MEC

Study

Fosaprepitant 150 mg IV None None
1 capsule 30-60 min

Ondaansetron ior to MEC: 1 capsule 1 placeb102 :msule 1 phcet:ozhmule
Fosaprepitant - 8 h after first dose 9 9
3 capsules of 4 mg
Dex:;m::h::one each + 2 placebo None None
B capsules®
Placebo 150 ml. "?cm' Suine None None
1 capsule 30-60 min
Control Ondsar::etron prior to MEC; 1 capsule 1 capsule q12h 1 capsule q12h
g 8 h after first dose
Dexamethasone 5 capsules of 4 mg N
20 mg? each None

Weinstein C et al, Ann Oncol 2016



(FOS)Aprepitant for nonAC-MEC

P=0.184"1

100% 93|.2 91\ o P<0.0011 P<0.001

90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

?Blg ??‘ 1 \

66.9

Proportion of subjects (%)

CR Acute phase  CR Delayed phase® CR Overall phase™
B Fosaprepitant ® Control

COMPLETE RESPONSE Weinstein C et al, Ann Oncol 2016



(FOS)Aprepitant for nonAC-MEC

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

Proportion of subjects (%)

P=0.0697
m P<0.0011 P<0.001T
948 gog
83.’9_‘ BE’j"—‘
751

72.9

NV Acute phase® NV Delayed phase® NV Overall phase
B Fosaprepitant m Control

NO VOMITING Weinstein C et al, Ann Oncol 2016



Do Guidelines Improve Emetic Control?
- Adherence to Guidelines -

 Adherence to (MASCC) guidelines significantly
iImproves CINV control

« Utilization effects of adopting MASCC
guidelines:

— Marked decrease of 5-HT3 in the delayed emesis period

— Increased use of corticosteroids

— Increased use of aprepitant

— Estimated equal or decreased total costs
— PEER Investigators, Ann Oncol 2012
— INSPIRE Investigators, J Oncol Practice 2013
— Molassotis et al, JPSM 2013

— O’Kane et al. Proc. MASCC 2009
— De Moor et al. Proc. ASCO 2013



The effect of guideline-consistent antiemetic therapy on
chemotherapy-induced nausea and vomiting (CINV): the
Pan European Emesis Registry (PEER)

M. Aapro'*, A. Molassiotis?, M. Dicato®, I. Pelaez*, A. Rodriguez-Lescure®, D. Pastorelli®, L. Ma’,
T. Burke’, A. Gu’, P. Gascon® & F. Raila®; on behalf of the PEER investigators

HEC Corticosteroid + NK1-RA + 5HT3-RA" Corticosteroid days 2—4 + NK1-RA days 2-3
Female AC Corticosteroid + NK1-RA + 5HT3-RA® Corticosteroid +/or NK1-RA days 2-3°
MEC Corticosteroid + 5HT3-RA™" Corticosteroid +/or 5SHT3-RA days 2-3°

Percent of patients with Complete Response among

90% 3 ; :
guideline consistency groups, by phase

80% -
70% -
60% -

" Guideline

50% - -
consistent

40% -

30%- B Guideline

20% inconsistent

10% -
0%

Annals of Oncology
doi:10.1093/annonc/mdsD21

Overall phase Acute phase Delayed phase



Antiemetic Guideline Consistency and Incidence of
Chemotherapy-Induced Nausea and Vomiting in US
Community Oncology Practice: INSPIRE Study

60

39

35

30

N (pts) = 1,295

23,4
p<0.0001

43,8

No CINV No
Significant
Nausea
Overall

Focus on Quality

Original Contribution

m GCCP mGICP

No CINV

No
Significant
Nausea

HEC

Copyright © 2013 by American Society of Clinical Oncology

54,3
22,4

No CINV

By James W. Gilmore, PharmD, Nancy W. Peacock, MD, Anna Gu, MD, PhD, Stephen Szabo, MD,
Melissa Rammage, PharmD, MS, Joyce Sharpe, RN, OCN, Sally T. Haislip, RPh, Toni Perry, RN,
Tim L. Boozan, RN, Katherine Meador, RN, Xiting Cao, PhD, and Thomas A. Burke, PharmD, PhD

94,453 3

No
Significant
Nausea

MEC

jop.ascopubs.org




Fvaluation of Risk Factors l-‘w{li{'ting

(Il1{:111{}1.11{?1';1];-}'-1{{?1;11.{?{1 Nausea and '\'Umii.ing:

Results From a Eul'u]m;lll l-‘l'ur-;];-t{'l.iw
Alexander Molassiots, BN, PhD, Mawu .-"-..n]n'u, MD, Mario Dicato, MD, FECP,

()I}H{ll‘hglll{}l l;l_l Sll 1 l\ Pere Gascon, MD, PhD, Sylvia A. Novoa, MD, Nicolas Isambert, MD,
: Thomas A. Burke, PhD, Anna Gu, MD, PhD, and Fausto Roila, MD

N (pts) =991

Guidelines Consistency 1.56 (1.09-2.24) <0.0001
Age

»

<50 0.40 (0.25-0.64) <0.0001

50-64 0.54 (0.36-0.81) 0.0029

Sex 0.65 (0.42-0.98) 0.0409
Previous N/V 0.51 (0.34-0.76) 0.0164
Pre-chemo anxiety (>50) 0.37 (0.20-0.68) 0.0015
CR 1° course 6.63 (4.80-9.17) <0.0001

Overall Phase, N (pts) = 517

2013 Jowrnal of Pain and Symptom Managemeni




Adherence to Guidelines in the ‘Real
World’ remains Suboptimal

10000
5,731 Pts u Patients B NK1 Adopted
8000

1,749 Pts
2,035 Pts

35% 580/,

DDP-Based AC-Based

European Survey (>12,000 Pts)

36,7% 6,8%

BHEC ®MEC MLEC  Minimal ®unknow Ricarte C et al, ECCO-FECS 2013




Barriers to Physician Adherence to
Practice Guidelines

Sequence of

Behavior Change

Barriers to Lack of Familiarity

Guidelne Volume of Information
Adherence Time Needed to Stay Informed |§  l Lack of Agreement With
Guideline Accessibility Specific Guidelines
Interpretation of Evidence
Appiicability to Patient
Not Cost-Beneficial
Lack of Confidence in
Guideline Developer
Lack of Agreement With
Guidelines in General
“Too Cookbook”
Too Rigid to Apply
Lack of Awarenass Biazed Synthesiz
Volume of Information Challenge to Autonomy
Time Needed to Stay Informed Not Practical
Guideline Accessibility

=]

Lack of Outcome Expectancy
Physician Believes That

Recommendation Will Not
Lead to Desired Qutcome

Performance of Guideling —

Lack of Self-Efficacy
Phiysician Believes that
He/She Cannot Perform
(GUideline Recommendation

Lack of Motivation/

Inertia of Previous Practice
Habit
Routines

External Bariers

Patient Factors
Inability to Reconcile
Fatient Preferences With
Guideline Recommendations

Guideline Factors
Guideline Characteristics
Presence of Confradictory
GLideines

Erwvironmental Factors
Lack of Time
Lack of Resourcas
Organizational Consfraints
Lack of Reimbursement
Perceived Increase in
Malpractice Liability

Cabana MD et al, JAMA 1999




THE MULTIPLE ROLES FOR
'SUPPORTIVE CARE’ IN CANCER

4. Enhance the use of the most effective anti-
neoplastic agents
%

L i Modified - Courtesy of Gralla R, 2009



Breast Cancer: RDI and outcome

————
DOSE AND DOSE INTENSITY OF ADJUVANT CHEMOTHERAPY FOR STAGE 11, NODE- DOSE-RESPONSE EFFECT OF ADJUVANT
POSITIVE BREAST CARCINOMA
0 CHEMOTHERAPY IN BREAST CANCER
0.9 1 100 e
] ".'%\
r = . \
D.E ". "‘ '\\
® - Q "'::*\\-
2 0.7 4 w n QAN —@ 1 75.3%
g ) o " AN
@ : L : " \,\&
= - b N\
S 0.6 : & o*.. "\.‘
o ' = B S
O 054 w o e, e 11 55.9%
5 : = 50— O.... 0\, CTR 49.3%
> ] - =0 111 48.9%
= 0.4 4 :I
- ] = |
a ] E I wvs CTR: P = 0.03
£ 03+ 2 I vsII: P = 0.23
o -
] & 1 ws I11: P=0.17
0.2 4 P=0.0042 I1 vs I1I: P = 0.78
] =11 vs CTR: P = 0.26
] 111 vsCTR: P = 0.38
01 - _
0.0 pmpapepermy — —— A— A S '
0 12 24 36 48 60 72 .{ ’2 é "‘ ;.’

Months after Treatment

Wood WC, NEJM 1994 Bonadonna G, NEJM 1994



Decreasing CINV may improve RDI

40
and outcome? u
. 35
30
. - 25
Propen5|ty score matchlng 20
15
Jan. 2008 ~Dec. 2012, 504 pts treated with A 10
AP group : 205 pts, nAP group 299 pts 5
(%) 0
7 = \w Vomiting 21
- 'N:: :u D T L B L S L et S s e & Lo S s )
s b
- Ap—
AP group : 181 pts, nAP group 181 pts g 08
& DFS @1y
2 AP 97.7% nAP 98.3% A
adjustment variables (age, BMI, use of taxanes, dose of corticosteroids and institute) g s p:o 140 AAP e
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Conclusions

AC-based chemotherapy is ‘de facto’ to be considered as HEC
— True for ASCO, NCCN,
— Under Consideration for MASCC, ESMO
Triple-drug approach (5HT3 + NK1 + DEX) is the standard in the
majority of settings
— A two-drug strategy is now to be considered a under-treatment
— A fully-i.v. strategy is currently available
Use guidelines to improve control!

— Clinical attitudes outside guidelines do not guarantee the best CINV
prophylaxis and treatment!

New drugs & strategies upcoming:

— Newer NK1s with different profiles (ex. Rolapitant)
— Newer fully-oral strategy (ex. NEPA)

— New (add-on) drugs (ex. Olanzapine)

— Decreasing steroids side-effects (ex. DEX-sparing)






