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Background

• Information available about symptomatic toxicities

of anti-cancer treatments is based on reports

made by clinicians, not on direct reporting by

patients. 1

• Therefore, some side effects could be under-

reported. 2,3

• Scientific interest in the integration of patient-

reported outcomes into drug safety evaluation is

growing. 4

1 Basch E. J Natl Cancer Inst 103: 1808-10, 2011.
2 Petersen MA. Eur J Cancer 42: 1159-66, 2006.
3 Fromme EK. J Clin Oncol 22: 3485-90, 2004.
4 Basch E. Annu Rev Med 65: 307-17, 2014.
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• For most symptoms, agreement between

patient and clinician was high, and most

discrepancies were within a grade

difference of one point.

• Agreement was higher for symptoms that

could be observable directly, such as

vomiting and diarrhoea, than for more

subjective symptoms, such as fatigue

and dyspnoea

Basch E et al, Lancet Oncol 2006; 7:903-909
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• Patients, nurses and clinicians agreed on

most symptoms and toxicity grade.

• Agreements between patients and nurses

were stronger than those between patients

and physicians for the six most common

symptoms.

• The nurse staff could be successfully

employed in collecting toxicity data because

of a greater ability to elicit information from

patients than the medical staff.

Cirillo M et al, Ann Oncol 2009;20(12):1929-35. 
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Aim of the study

• To describe patients’ and physicians’ reporting

of 6 symptomatic toxicities occurred during anti-

cancer treatment, based on data prospectively

collected in randomized trials, in order to

evaluate:

– the agreement between patients and

physicians

– the rate of possible under-reporting by

physicians

Di Maio M et al, J Clin Oncol 2015 Mar 10;33(8):910-5.



Patients
Patients enrolled in 3 multicenter, randomized trials

(coordinated by the Clinical Trials Unit, NCI Naples)

Trial
Enrolment

years
Setting Treatments

ELDA 1

(NCT00331097)
2003 – 2011

Early breast cancer,

pts 65 – 79 yrs

• CMF

• Docetaxel

GECO 2

(NCT00385606)
2003 – 2005

Advanced NSCLC,

pts < 70 yrs

Cisplatin/Gemcitabine

+/- Rofecoxib

TORCH 3

(NCT00349219)
2006 – 2009

Advanced NSCLC,

pts < 70 yrs (Italy),

no age limit

(Canada)

•

Cisplatin/Gemcitabine

• Erlotinib

1 Perrone F. Ann Oncol 26(4):675-82, 2015.
2 Gridelli C. Lancet Oncol 8: 500-12, 2007.
3 Gridelli C. J Clin Oncol 30: 3002-11, 2012.
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Methods (1)

• Adverse events prospectively collected by physicians

� any grade during each cycle

• Quality of life (QoL) questionnaires filled in by patients

at the end of each treatment cycle � any severity during

last week

Trial Adverse events

reporting

QoL questionnaires

ELDA
(NCT00331097)

NCI-CTC v2.0 EORTC QLQ C30 + BR23

GECO
(NCT00385606)

NCI-CTC v2.0 EORTC QLQ C30 + LC13

TORCH
(NCT00349219)

CTCAE v3.0 EORTC QLQ C30 + LC13

Di Maio M et al, J Clin Oncol 2015 Mar 10;33(8):910-5.



Methods (2)

• Analysis was limited to the first 3 cycles.

• Rates of 6 toxicities reported by patients and

physicians were described:

• Agreement between patients’ and physicians’

evaluation was assessed by Cohen's ?.

• Relative under-reporting was calculated

(toxicity reported by patients but not by physicians).

� Anorexia � Nausea � Vomiting

� Constipation � Diarrhea � Hair loss

Di Maio M et al, J Clin Oncol 2015 Mar 10;33(8):910-5.



Patient NO Patient YES

Physician NO AGREEMENT NO AGREEMENT

Physician YES NO AGREEMENT AGREEMENT

Agreement

of patients’ and physicians’ reporting



Patient NO Patient YES

Physician NO AGREEMENT NO AGREEMENT

Physician YES

Potential reason:

patient asked about

the last week,

physician refers to

the whole cycle

AGREEMENT

Agreement

of patients’ and physicians’ reporting



Patient NO Patient YES

Physician NO AGREEMENT
Under-reporting

rate

Physician YES

Potential reason:

patient asked about

the last week,

physician refers to

the whole cycle

AGREEMENT

Under-reporting by physicians
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Patients’ characteristics (n=1090)
Age Median (range) 64 (29 – 81)

Gender Males 618 (56.7%)

Females 472 (43.3%)

ECOG performance status 0 642 (58.9%)

1 448 (41.1%)

Country Italy 957 (87.8%)

Canada 133 (12.2%)

Type of disease Early breast cancer 219 (20.1%)

Advanced NSCLC 871 (79.9%)

Treatment Cisplatin + gemcitabine 469 (43.0%)

Cis + gem + rofecoxib 116 (10.6%)

Erlotinib 286 (26.2%)

CMF 116 (10.6%)

Docetaxel 103 (9.4%)

Di Maio M et al, J Clin Oncol 2015 Mar 10;33(8):910-5.



Agreement



Anorexia Nausea Vomiting Constipation Diarrhea Hair loss

Toxicity reported by:

Patient: NO

Physician: NO
35.1% 30.8% 64.2% 46.1% 59.1% 47.8%

Patient: NO

Physician: YES
2.6% 9.2% 9.8% 2.9% 5.2% 1.4%

Patient: YES

Physician: NO
46.3% 9.8% 12.3% 35.3% 18.1% 33.1%

Patient: YES

Physician: YES
16.0% 2.9% 13.7% 15.6% 17.6% 17.7%

Cohen's ĸĸĸĸ* 0.153 0.342 0.407 0.244 0.447 0.316

Association between patient reporting (any severity)

and physician reporting (any grade) – 1090 patients

* ĸ>0.75: excellent agreement; ĸ=0.40-0.75: fair to good agreement; ĸ<0.40: poor agreement.
(Fleiss JL . New York: John Wiley 1981) 
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Under-reporting



Anorexia Nausea Vomiting Constipation Diarrhea Hair loss

Toxicity reported by:

Patient: NO

Physician: NO
35.1% 30.8% 64.2% 46.1% 59.1% 47.8%

Patient: NO

Physician: YES
2.6% 9.2% 9.8% 2.9% 5.2% 1.4%

Patient: YES

Physician: NO
46.3% 9.8% 12.3% 35.3% 18.1% 33.1%

Patient: YES

Physician: YES
16.0% 2.9% 13.7% 15.6% 17.6% 17.7%

Under-reporting by

physicians
74.4% 40.7% 47.3% 69.3% 50.8% 65.2%

Association between patient reporting (any severity)

and physician reporting (any grade) – 1090 patients

Di Maio M et al, J Clin Oncol 2015 Mar 10;33(8):910-5.



Under-reporting: any severity
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Under-reporting: “very much” toxicity
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Results (summary)

• Agreement was low

– Toxicity rates reported by physicians were

always lower than those reported by patients

• Under-reporting by physicians was high

– ranging from 40.7% to 74.4% of patients

reporting “any severity” toxicity

– ranging from 13.0% to 50.0% examining only

cycles when patients reported “very much”

toxicity

Di Maio M et al, J Clin Oncol 2015 Mar 10;33(8):910-5.



Conclusions

• Subjective toxicities are at high risk of under-

reporting by physicians, even when

prospectively collected within randomized trials

and even if perceived as “very much” by the

patient.

• Our findings strongly support the incorporation

of patient-reported information into reporting

of adverse events in clinical trials.

Di Maio M et al, J Clin Oncol 2015 Mar 10;33(8):910-5.



Potential causes

of under-reporting

• Information about toxicity correctly

acquired but not reported

• Defect in communication between patient

and physician



Potential causes

of under-reporting

• Information about toxicity correctly

acquired but not reported

• Defect in communication between patient

and physician



Risk of

sub-optimal

treatment

Information about toxicity correctly acquired but not reported

Pre-existing

symptoms

Physicians could decide not to report those

symptoms already present before treatment

start, if considered unrelated to treatment but

related to previous treatments or to disease

itself.

+/-



Risk of

sub-optimal

treatment

Information about toxicity correctly acquired but not reported

Pre-existing

symptoms

Physicians could decide not to report those

symptoms already present before treatment

start, if considered unrelated to treatment but

related to previous treatments or to disease

itself.

+/-

Symptoms attributed

to the disease itself

Even if the symptoms were not present before

treatment start, physicians could decide not to

report those symptoms if considered related

to disease itself.

+/-



Risk of

sub-optimal

treatment

Information about toxicity correctly acquired but not reported

Pre-existing

symptoms

Physicians could decide not to report those

symptoms already present before treatment

start, if considered unrelated to treatment but

related to previous treatments or to disease

itself.

+/-

Symptoms attributed

to the disease itself

Even if the symptoms were not present before

treatment start, physicians could decide not to

report those symptoms if considered related

to disease itself.

+/-

Mild symptoms /

Symptoms not

needing intervention

Physicians could pay less attention in reporting

mild symptoms or those symptoms that do not

need treatment modification (interruption,

delay, dose reduction) or supportive

treatments.

+/-



Risk of

sub-optimal

treatment

Information about toxicity correctly acquired but not reported

Pre-existing

symptoms

Physicians could decide not to report those

symptoms already present before treatment

start, if considered unrelated to treatment but

related to previous treatments or to disease

itself.

+/-

Symptoms attributed

to the disease itself

Even if the symptoms were not present before

treatment start, physicians could decide not to

report those symptoms if considered related

to disease itself.

+/-

Mild symptoms /

Symptoms not

needing intervention

Physicians could pay less attention in reporting

mild symptoms or those symptoms that do not

need treatment modification (interruption,

delay, dose reduction) or supportive

treatments.

+/-

Toxicities correctly

reported in patient’s

file, but not in CRF.

Physicians could correctly report the

occurrence of toxicity in patient’s clinical file,

but not in study case report form.

-
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Risk of

sub-optimal

treatment

Defect in communication between patient and physician

Side effects largely

expected

Physicians could be less likely to report

a toxicity that is largely expected (and

“routinely” managed) with the specific

drug.

+/-



Risk of

sub-optimal

treatment

Defect in communication between patient and physician

Side effects largely

expected

Physicians could be less likely to report

a toxicity that is largely expected (and

“routinely” managed) with the specific

drug.

+/-

Unusual side

effects

Physicians could be less likely to ask

patients about the occurrence of a

toxicity that is not commonly expected

with the specific drug.

+



Under-reporting of nausea, vomiting

and diarrhea in the TORCH trial

31.8 31.5

66.2

62.6
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38.7
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Risk of

sub-optimal

treatment

Defect in communication between patient and physician

Side effects largely

expected

Physicians could be less likely to report

a toxicity that is largely expected (and

“routinely” managed) with the specific

drug.

+/-

Unusual side

effects

Physicians could be less likely to ask

patients about the occurrence of a

toxicity that is not commonly expected

with the specific drug.

+

Toxicity not referred

by patients

If not part of a systematic assessment,

toxicity will be reported only if specifically

asked by the physician, or

spontaneously reported by the patient.

++





Dueck et al, JAMA Oncol. 2015 Aug 13. [Epub ahead of print]
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Di Maio, Basch, Bryce, Perrone (submitted)
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Ipotesi

di studio

prospettico



• E’ ormai dimostrato che l’under-reporting della

tossicità comporta una descrizione sub-ottimale del

reale profilo di effetti collaterali associati alla

somministrazione dei trattamenti anti-tumorali.

• Non è invece chiaro se una rilevazione sistematica

delle tossicità riportate dai pazienti, mediante

somministrazione di questionari dedicati possa

anche migliorare la gestione stessa dei pazienti,

contribuendo ad ottimizzare il trattamento delle

tossicità e, di conseguenza, la qualità di vita dei

pazienti.



Obiettivo

Valutare l’impatto di una rilevazione sistematica

delle tossicità da parte del personale

infermieristico (quale figura intermedia fra medico

e paziente e sicuramente più vicina alla valutazione

dell’ultimo), nei pazienti oncologici sottoposti a

trattamenti anti-tumorali, mediante

somministrazione di questionari dedicati e

successiva discussione dei risultati in aggiunta

alla normale visita, sulla gestione delle tossicità e

sulla qualità di vita dei pazienti oncologici.



• Confronto tra 2 gruppi di pazienti:

– il gruppo di controllo sarà sottoposto alle

normali visite con lo specialista oncologo.

– I pazienti assegnati al gruppo sperimentale,

prima della normale visita con lo specialista

oncologo, compileranno, con la guida del

personale infermieristico e con l’ausilio di

strumenti elettronici interattivi (tablets), la

scheda di rilevazione sistematica delle

tossicità riportate nel periodo trascorso dalla

precedente visita. Sarà quindi cura del

personale infermieristico discutere il risultato

del questionario con il medico, nel corso della

visita.



• I pazienti assegnati ad entrambi i gruppi,

in occasione di ciascuna visita,

compileranno un questionario validato per

la valutazione della qualità di vita

(EORTC), che consentirà di confrontare le

risposte nei 2 gruppi.

• Obiettivo primario dello studio è il

confronto tra i 2 gruppi durante il

trattamento, allo scopo di verificare

l’ipotesi che la rilevazione sistematica

delle tossicità si associ ad un

miglioramento della qualità di vita.



• Determinazione della numerosità campionaria:

metodo dell’effect size

• La variabile considerata come indice sul quale

viene dimensionato lo studio è la “qualità di vita

globale” (EORTC QLQ 29 e 30)

• Il valore di δ prescelto è pari a 0.50, vale a dire

un effetto di dimensioni medie.

• Con errore alfa bilaterale pari a 0.05 e potenza

del 90% è necessario inserire nello studio 172

pazienti.
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