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Come presentare una relazione...

Il METODO corretto Il METODO corretto
di porsi all’attenzione di assemblare le
dell’uditorio informazioni




Come presentare una relazione...

Il METODO corretto
di porsi all’attenzione
dell’uditorio

PANCIA




4° assioma:
“Gli esseri umani comunicano sia con il modulo digitale
(linguaggio verbale) sia con il modulo analogico
(linguaggio non verbale e para-verbale)”
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| 5 livelli fondamentali
del body language

PANCIA

Non sono un
esperto di
comunicazione,
ma qualcosa ho
imparato da
Alberto
Castelvecchi

G.L. Pappagallo da un’idea di
albertocastelvecchi



Usa i tuoi occhi per
ascoltare, non per
guardare

G.L. Pappagallo da un’idea di
albertocastelvecchi



albertocastelvecchi

Mani aperte e
sciolte, palmi in
vista, assecondare
il parlato in modo
naturale.

‘o non ho tasche’




Mappa Relazionale

Dominante

G.L. Pappagallo da un’idea di
albertocastelvecchi



(Pancia)
Respirazione calma
e profonda, pause
strategiche, ben
mirate

G.L. Pappagallo da un’idea di
albertocastelvecchi



Fianchi bilanciati
ed elastici,
trasferire il peso
con naturalezza da
un fianco all’altro

G.L. Pappagallo da un’idea di
albertocastelvecchi



Piedi in movimento
stop&go, postura
frontale o semi-
frontale

G.L. Pappagallo da un’idea di
albertocastelvecchi



Come presentare una relazione...

Il METODO corretto
di assemblare le
informazioni



L'argomento della Vs presentazione potrebbe essere...

Immunotherapy in ... la trattazione di

Advanced Bladder Cancer un problema clinico
Sandy Srinivas.MD da un punto di vista

generale
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-

Updated Survival Analysis From KEYNOTE-045:
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Updated Survival Analysis From KEYNOTE-045:
Phase 3, Open-Label Study of Pembrolizumab
Versus Paclitaxel, Docetaxel, or Vinflunine in
Recurrent, Advanced Urothelial Cancer

Immunotherapy in
Advanced Bladder Cancer
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Stanford University

o 208ASCO™ 200 e s Sandy Srinivas I s MEETING 17 = #ASCO17

* Le evidenze disponi- * La malattia (inciden-
bili za, gravita)
Stiidies * Le terapie disponibili
(Pro’s & Con’s)
 Unmet needs attuali
* Razionale per e pro-

spettive del tratta-
mento in esame

Systematic
review process




Updated Survival Analysis From KEYNOTE-045:
Phase 3, Open-Label Study of Pembrolizumab
Versus Paclitaxel, Docetaxel, or Vinflunine in
Recurrent, Advanced Urothelial Cancer

Immunotherapy in
Advanced Bladder Cancer

Sandy Srinivas.MD
Stanford University
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Impostare la presentazione su P.I.C.O.

Caratterizzazione sintetica della malattia e della

prognosi

Baseline Characteristics

n (%)

Age, median (range), y
Men

Upper tract disease
Lower tract disease

Visceral disease

Disease in lymph node
only

Missing for 5 patients

67 (29-88)
200 (74.1)
38 (14.1)
232 (85.9)

120 (44.4)
143 (53.0)
2(0.7)
241 (89.3)
28 (10.4)

65 (26-84)
202 (74.3)
37 (13.6)
235 (86.4)

106 (39.0)
158 (58.1)
4(15)
234 (86.0)
38 (14.0)

Liver metastases 91 (33.7 95 (34.9
Hemoglobin <10 g/dL® 43 (15.9) 44 (16.2)

Time since completion of most recent prior therapy
167 (61.9) 168 (61.8)
103 (38.1) 104 (38.2)
Setting of most recent prior therapy®

Neoadjuvant 19(7.0) 22 (8.1)

Adjuvant 12 (4.4) 31(11.4)
184 (68.1) 158 (58.1)
55 (20.4) 59 (21.7)
Third line (0] 2(0.7)

23 months
<3 months

First line
Second line

in the pembro arm and 4 patients in the chemo arm. ®Missing for 8 patients in the pembro arm and 4 patients in the chemo arm.

cSetting and time from completion were missing for 1 patient in each arm.
Data cutoff date: January 18, 2017.

Evitare tabelle troppo ‘affollate’ (soprattutto
se poi se ne evidenzia solo una parte...)



Impostare la presentazione su P.I.C.O.

Descrizione sintetica
del trattamento spe-
rimentale

Descrizione sintetica
del trattamento di
controllo )

come sopra: riportare
SOLO quanto e indispen-
sabile a descrivere il dise-
gno dello studio

Disegno dello stu-
dio, criteri di stra-
tificazione, conside-
razioni statistiche...

KEYNOTE-045 Study Design (NCT02256436)

200 mg IV Q3W

Paclitaxel 175 mg/m? Q3W

11
OR
Docetaxel 75 mg/m? Q3W
OR

Vinflunine 320 mg/m?2 Q3W




Impostare la presentazione su P.I.C.O.

0. Descrizione dei parametri (sia di beneficio sia di
danno) ritenuti di rilevanza clinica in riferi-
mento al razionale dello studio (non valore
assoluto della gerarchia degli endpoints)



Durvalumab after Chemoradiotherapy in Stage III
Non-Small-Cell Lung Cancer

S.J. Antonia, A. Villegas, D. Daniel, D. Vicente, S. Murakami, R. Hui, T. Yokoi, A. Chiappori, K.H. Lee, M. de Wit,
B.C. Cho, M. Bourhaba, X. Quantin, T. Tokito, T. Mekhail, D. Planchard, Y.-C. Kim, C.S. Karapetis, S. Hiret,
G. Ostoros, K. Kubota, J.E. Gray, L. Paz-Ares, J. de Castro Carpefio, C. Wadsworth, G. Melillo, H. Jiang,

Y. Huang, P.A. Dennis, and M. Ozgiiroglu, for the PACIFIC Investigators*

N Engl ) Med 2017;377:1919-29

METHODS

We randomly assigned patients, in a 2:1 ratio, to receive durvalumab (at a dose of
10 mg per kilogram of body weight intravenously) or placebo every 2 weeks for up
to 12 months. The study drug was administered 1 to 42 days after the patients had
received chemoradiotherapy. The coprimary end points were progression-free survival
(as assessed by means of blinded independent central review) and overall survival
(unplanned for the interim analysis). Secondary end points included 12-month and
18-month progression-free survival rates, the objective response rate, the duration
of response, the time to death or distant metastasis, and safety.

Critical Endpoints

- Time to Distant Metastasis

- AEs of CTC-AE Grade >3

- AEs leading to Discontinuation
- Time to Deterioration of QoL

- Overall Survival

Relevance

Primary Secondary  Exploratory
Endpoint(s) Endpoints  Endpoints



Come presentare i risultati

Rispettare quanto enunciato nella O. di P.I.C.O.

descrivere primariamente i parametri (di beneficio e danno)
predefiniti, quindi eventuali evenienze non preventivate ma

da considerare comunque rilevanti...

Treatment-Related AEs Occurring in 210% Patients?

Grade

1-2 3-5
Pembrolizumab B
Chemotherapy |

... evitare tabelle nelle quali gli eventi
avversi riportati sembrano avere TUTTI

la medesima importanza (criticita)



Come presentare i risultati

e Descrivere le evidenze con le variabili di effetto
piu opportune

Hazard ratio € un
parametro adatto a
descrivere l'effetto

osservato?

Overall Survival: T

100 -

Events, HR (95% CI)2 Pb
n

0.70

SO 00004

Median (95% CI):

Overall Survival, %

as a covariate stratified by ECOG performance status (0/1 vs 2), liver metastases (yes vs no), hemoglobin (<10 vs 210 g/dL), and time
from completion of chemotherapy (<3 vs 23 mo). ®?One-sided P value based on stratified log-rank test.
Data cutoff date: January 18, 2017.
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Statistical issues and challenges in
immuno-oncology

Tai-Tsang Chen'~
Journal for ImmunoTherapy of Cancer 2013, 1:18

When designing randomized clinical studies with immunotherapies,
the simulation study indicated that the conventional study design with
exponential assumption could lead to an underestimation of either
statistical power or study duration in the presence of delayed clinical
effect or long term survival.

The necessity and timing of superiority or futility interim analysis also
required careful consideration due to decreasing true positive rate or
increasing false negative rate.



Come presentare i risultati

e Descrivere le evidenze con le variabili di effetto
piu opportune

Overall Survival: Total

100 -
Events, HR (95% Clj@ PP
n

0.70
(0.57-0.86)

0.0004

Median (95% CI):
10.3 mo (8.0-12.3)
7.4 mo (6.1-8.1)

Overall Survival, %

Parametro attendibile

Differenza assoluta trale ~ Eessewmprpsm——"—— solo nei casiin cui e

curve opportuna solo in - = attendibile anche HR
presenza di plateau




Come presentare i risultati

Descrivere le evidenze con le variabili di effetto
piu opportune

Treatment-Related AEs Occurring in 210% Patients?

Grade

1-2 3-5
Pembrolizumab B
Chemotherapy | |

Anche per i parametri di
tollerabilita dovrebbe essere
riportata la variabile di effetto (OR,
RR, RD, NNH) con relativi LC95%

0
Patients, %

20f patients in either treatment arm.
7.5% febrile neutropenia in the chemotheragy arm.
Data cutoff date: January 18, 2017.



Beneficio RELATIVO (RR, OR, HR) 0 ASSOLUTO (RD)?

WHY THE NUMBERS MATTER

) —" - F
V ! b \

"New wonder drug
reduces heart
attack risk 50%"

https://www.healthnewsreview.org/toolkit/tips-for-understanding-studies/absolute-vs-relative-risk/



Beneficio RELATIVO (RR, OR, HR) 0 ASSOLUTO (RD)?

WHY THE NUMBERS MATTER

RELATIVE RISK ABSOLUTE RISK

"New wonder drug "New wonder drug
reduces heart reduced heart attacks

: o/ from from 2 per 100
attack risk 50% to 1 per 100"

The absolute risk is more useful at conveying the true
mpact of an intervention, yet is often under-reported in
the research and the news.

https://www.healthnewsreview.org/toolkit/tips-for-understanding-studies/absolute-vs-relative-risk/



Come presentare i risultati

Evitare di trarre conclusioni da evidenze a
posteriori (Fishing Expeditions)

Presentare sempre le analisi di
sottogruppo corredate
dall’indicazione dell’effetto globale

Subgroup No. of Patients \W!atio (95% ClI)

Overall 334/542

0.73 (0.59-0.91)

Tumor PD-L1 combined positive score, 10% cutoff
<10% 222/362 0.80 (0.61-1.05)

210% 104/164 7/ . 0.57 (0.37-0.88)
T T | T 1
1.0 5.0

... cosi da scoraggiare la voglia di g
‘andare a pesca’

er  Chemotherapy Better




Come presentare i risultati

e Evitare di trarre conclusioni definitive da
evidenze a posteriori (Fishing Expeditions)

Efficacy: PD-L1 CPS 210% * PD-L1 CPS non

100 Overall Survival Objective Response Rate era criterio d|
HR (95% CI)*: 0.57 (0.38-0.86) CR B %

80 P> =0.0034 202 PR st ratificaZione

o * OSeORRsonoi
due parametri
., con effetto piu
SR N ; o favorevole per
P nese) PD-L1 CPS*

iver metastases (yes vs no), hemoglobin (<10 vs 210 g/dL), and time
vs 23 mo). ®*One-sided P value based on stratified log-rank test.
Data cutoff date: January 18, 2017.
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* selective outcome reporting



Come presentare i risultati

Corredare la descrizione dell’effetto osservato

su ciascun outcome con il giudizio di qualita in

termini di:

v' Confidence (affidabilita dell’evidenza in esame in
termini di risk of bias e imprecision)

e N

Randomizzazione? ) i i
Ampiezza eccessiva dei

?
Petﬂ?;ﬁgiﬁ?&g;{gﬁe? LC95% dell’effetto assoluto?




Come presentare i risultati

Corredare la descrizione dell’effetto osservato

su ciascun outcome con il giudizio di qualita in

termini di:

v' Confidence (affidabilita dell’evidenza in esame in
termini di risk of bias e imprecision)

v Directness (trasferibilita dell’evidenza in esame a
quanto enunciato in P.1.C.0O.)

v Relevance (importanza clinica dell’effetto osservato)



Come presentare i risultati

Overall Survival: Total

100
Events, HR (95% Cl)? P®
n

[~
(=]

I, %

0.70
(0.57-0.86) 0-0004
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Median (95% ClI):

N

We calculated that enrollment of 470 pa- |fVato

tients would provide the study with 88% power ita in
to show a hazard ratio for death of 0.781 or bet-
ter in the analysis of overall survival in the pem- me in
brolizumab group versus the chemotherapy group |)

ame a
quak _ertunciato in P.I1.C.0.)

v Relevance (importanza clinica dell’effetto osservato)




In estrema sintesi...

Una presentazione efficace dovre

bbe riportare

quanto sufficiente (e non di piu) a stabilire quanto

(e con che grado di affidabilita):

The NEW ENGLAND
JOURNAL o MEDICINE

MARCH 16, 2017 VoL 6 NO. 11

Pembrolizumab as Second-Line Therapy for Advanced
Urothelial Carcinoma

* Population . R o O
Paiens with dvanied
py have 2 poor prog

+ Intervention e R

hat progresses after platinum-based chemo-
ment options

the

ther.
IgG4x isotype

rec
zumab (a highly selective,
inst programmed de:
investigator's choice of chemotk
nd points were overall s

| patients
positive score (the percentage ¢

Comparison e e ol s

This artiie was published on Febeuary 17,
2007, 4t NERM g,

PD-L1-expressing rumor
mor cells) of 10% or more

10 09%; P=0.002), The me
combined positive score of 10% or m 3
pembrolizumab group, as compared with 5.2 months (95% C1, 40 to 74) in the chemo-

an overall sy

* Outcomes

O O =1

therapy group 95% to 0.88; P=0.005). There was no signifi
cant between-group difference in the duration of progression-free sury otal
population (hazard ratio for death or disease progression, 0.98; 95% 0 119

P=042) or among patients who had a ¢

events of any grade were reporred in the pembrolizumab he chemothera
Py group (60.9% vs. 90.2% there were also fewer events of grade 3, 4, or 5 severity e
ported in the pembrolizumab group than in ocherapy group (15.0% vs. 49.

brolizumab was associated with sign
‘mately 3 months) and with a lower rate of treatment-rel
therapy as second-ine therapy for p
(Funded by Merck: KEYNOTE-O45 ClinicalTrials.gov

I carcinoma.
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