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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

Modified - Courtesy of Gralla R, 2009
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Patients’ Top Concerns

Ranking 1983 1  1993 2 1995 3 1999 4 2003 5

1 Vomiting Nausea Nausea Nausea Fatigue

2 Nausea Fatigue Hair Loss Hair Loss Nausea

3 Hair Loss Hair Loss Vomiting Fatigue
Sleep 

Problems

4 Anxiety
Family 
Issues

Fatigue Vomiting Weight Loss

5
Treatment 
duration

Vomiting
Injection 

Fear
Taste Issues Hair Loss



Improved Ability to Control Chemotherapy 

Induced Nausea & Vomiting (CINV)

Gralla R, Medscape Feb 2016



Navari R, Aapro M, 

NEJM 2016

DEX & 

Older 5HT3

NK1 &

Newer 5HT3

New Drugs

Combos

Strategies



Patient’s 

Values

Clinical 

Expertise



Courtesy of Jordan J, 2014

EMETOGENIC POTENTIAL of I.V. Agents

(MASCC / ASCO / ESMO Guidelines)



Hesketh P, MASCC 2015

EMETOGENIC POTENTIAL of Agents

…......is evolving!



HEC

AC

Non-AC 

MEC

Gralla RJ, Medscape 2013

2013: MASCC & ESMO Guidelines



2016: ASCO & NCCN Guidelines

Navari R, Aapro M, NEJM 2016



AC

Aapro M et al, 

Ann Oncol 2014

NEPA + DEX 12

PALO + DEX 20

NEPA + DEX vs. PALO + DEX



Hesketh P et al, 

Ann Oncol 2014

HECNEPA + DEX vs. PALO + DEX



Gralla RJ et al, 

Ann Oncol 2014

MEC 

HEC

NEPA + DEX 12

APR / PALO + DEX 12

NEPA + DEX vs. APR/PALO + DEX



Phase III, 

randomized, 

multicenter, open-

label, parallel-

group, active-

comparator, three-

arm, non-inferiority 

study

NEPA w/o DEX (DEX-Sparing Strategy) for 

CIS-based CINV in NSCLC

• Arms A, B and C: NEPA  will be given 60 min before 

chemotherapy on day 1 Dex will be given 30 min before 

chemotherapy on day 1

• Arm B: Dex will be given in the morning on days 2 and 3

• Arm C: Dex will be given in the morning and in the evening 

on days 2 to 4 
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Investigational Arm A

NEPA PO + Dex 12 mg IV on day 1

Reference Arm C 
NEPA PO + Dex 12 mg IV on day 1

Dex 4 mg PO BID on days 2 to 4

Investigational Arm B 

NEPA PO + Dex 12 mg IV on day 1

Dex 4 mg PO on days 2 and 3

Sponsor Consorzio ONCOTECH

Principal Investigator Emilio Bria, Verona

Study Protocol Luigi Celio, Milan

Cancer-associatedweight loss 
study

Augusto Caraceni, Milan

Statistician Erminio Bonizzoni, Milan



GIM 15: NEPA plus DEX for AC-based 

regimens

1 2 3 4 5 Day 6-20

Nausea 
Vomiting 

Rescue

Nausea 
Vomiting 

1 2 3 4 5 6-20

Day

Cycle 1

1 2 3 4 5 6-20

1 2 3 4 5 6-20

Cycle 2

Cycle 3

Cycle 4

Repeat 

Study coordinator: Dr Michele De Laurentiis

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

 AC-based chemotherapy multicycles (up to a 

maximum of 4 cycles): the time between two 

consecutive cycles is 21 days 

 Prevention with NEPA: one dose on Day 1 before 

each CT administration

 Dexamethasone IV, 12 mg, on Day 1

 Conducted in 35 centres

 Number of patients: 150, to have 135 evaluable (10% 

lost to follow up), according to a Fleming design)

 Enrolment time: 12 months

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



ROLA + GRAN/DEX vs. GRAN/DEX

HEC

Jordan K, Ann Oncol 2015
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ROLA Control
End-Point: Complete 

Response (%) at cycle 1

2 RCTs: 526 & 544 pts 

p<0.005 p=0.233

p<0.001 p=0.043 p=0.001 p=0.084



Schwarzberg LS et al, Lancet Oncol 2015

ROLA + GRAN/DEX vs. GRAN/DEX

MEC

End-Point: Complete 

Response (%) at cycle 1

63% Breast Cancer; 53% AC



Aapro et al. Oncology 2005

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

Carboplatin
Cyclophosphamide

Cisplatin

Days



Raftopoulos H, Medscape 2013



Author

(year)
N

Type of

chemo

Anti-emetic

regimens
Overall CR

Aapro

(2010)
300 AC

Palo + Dex d1

vs.

Palo + Dex d1-3

53.6% 

vs. 

53.7%

Celio 

(2011)
332 MEC

Palo + Dex d1

vs.

Palo + Dex d1-3

67.5%

vs.

71.1%

Komatsu

(2015)
305

nonAC-

MEC

Palo + Dex d1

vs.

Palo + Dex d1-3

68.2% 

vs. 

64.7%

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

The ‘Dex-Sparing’ Strategy

All non inferiority trials; Primary 

endpoint: Complete Response



Author

(year)
N

Type of

chemo

Anti-emetic 

regimens
Overall CR

Roila

(2014)
508 AC

DEX 

vs. 

APR

79.5% 

vs. 

79.5%

Roila

(2015)
332 HEC

APR + DEX 

vs. 

MTC + DEX

80.3%

vs.

82.5%

Roila F et al, JCO 2014

Roila F et al, Ann Oncol 2015

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

Primary endpoint: Complete Response

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



Weinstein C et al, Ann Oncol 2016

(FOS)Aprepitant for nonAC-MEC



Weinstein C et al, Ann Oncol 2016COMPLETE RESPONSE

(FOS)Aprepitant for nonAC-MEC



Weinstein C et al, Ann Oncol 2016NO VOMITING

(FOS)Aprepitant for nonAC-MEC



Do Guidelines Improve Emetic Control?

- Adherence to Guidelines -

• Adherence to (MASCC) guidelines significantly 

improves 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





p<0.0001 p=0.001

p=0.024 p=0.033

N (pts) = 1,295



N (pts) = 991

OR (95% CI) P-value

Guidelines Consistency 1.56 (1.09-2.24) <0.0001

Age

<50

50-64

0.40 (0.25-0.64) 

0.54 (0.36-0.81)

<0.0001

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
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Patients NK1 Adopted

Adherence to Guidelines in the ‘Real 

World’ remains Suboptimal

Ricarte C et al, ECCO-FECS 2013

5,731 Pts

1,749 Pts

2,035 Pts

491 Pts

35%
28%

European Survey (>12,000 Pts)



Barriers to Physician Adherence to 

Practice Guidelines

Cabana MD et al, JAMA 1999



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

Modified - Courtesy of Gralla R, 2009



Breast Cancer: RDI and outcome

Bonadonna G, NEJM 1994Wood WC, NEJM 1994



Katayama MASCC 2014

Decreasing CINV may improve RDI 

and outcome?



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)




