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The Concept of a Systematic Review

Cosa si e fatto...
... diamo un’occhiata alle Studies

revisioni sistematiche!

Systematic
review process

Metodo esplicito e tra-
sparente per identificare,
valutare e riassumere i
risultati di singoli studi Systematic Review
sugli effetti di un inter-

vento sanitario.



12,037

Titles / abstracts
identified

2,344 (19%)
Duplicates
removed

212 (2%)
Full papers
accessed

9,481 (79%)

f Excluded on title /abstract:\

* 1664 (18%): Not human participants
(animal or cell research)

» 1368 (14%): Not prostate cancer

« 5135 (54%): Not dietary or physical
activity intervention

* 89 (1%): Quality of Life outcomes

* 113 (1%): Not prostate cancer
progression or mortality as outcome
* 795 (8%): Not RCT

4 Papers
identified from
reference lists

2 (<1%) Published
data not available

>

from 44 studies
(<1% of original search)

{54 papers (25%)

+ 169 (2%): Relevant review
st (2%): Other

* 5 (3%): Duplicate

* 1 (<1%): Not human participants
(animal or cell research)

* 28 (18%): Not prostate cancer

* 38 (24%): Not dietary or physical
activity intervention
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A systematic review of dietary, nutritional, and physical activity
interventions for the prevention of prostate cancer progression
and mortality

Lucy E. Hackshaw-McGeagh'? - Rachel E. Perry' « Verity A. Leach™ -
Sara Qandil® - Mona Jeffreys2 - Richard M. Martin'? - J. Athene Lane'?

Cancer Causes Control (2015) 26:1521-1550

Poor quality, variability in methodology, incon-
sistency of results, and a variety of proxies for
prostate cancer progression make firm conclusions
hard to draw.

The RCTs identified in our review were generally
likely to be underpowered, appeared to be at high or
unclear risk of bias and were often inadequately
reported, intervened for only short durations and
followed-up men for surrogate outcomes of question-
able relationship to clinical outcomes.
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Dual publications (n = 10)
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Publications screened
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Publications excluded after screening the title
and abstract (n = 294)

- Not prostate cancer (n = 18)
- Intervention not herbal (n=11)
- PC-SPES (n=9)
- Vitamins/minerals in formulation (n = 1)
- Dietary intervention (n = 9)
- Non-oral route (n = 1)
- Population does not meet inclusion
criteria (n = 69)
- Review, commentary or discussion (n = 66)
- Mechanisms/tissue studies/bioavailability (n
=85)
- Feasibility study (n = 5)
-CAM use (n=4)
- Epidemiology/risk factors (n = 12)
- Abstract only (n =4)

Full text articles assessed for
eligibility
(n=23)

v

Studies included
(n=5)
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Full text articles excluded
(n=18)
- Design does not meet inclusion
criteria (n = 11)
- Combined with vitamins/minerals (n = 4)
- Cohort not BCR prostate cancer (n = 3)

Phytotherapeutic interventions in the management
of biochemically recurrent prostate cancer: a
systematic review of randomised trials

Margaret Diana van Die*, Kerry M. Bone'#, Jon Emery*, Scott G. Williams*S,
Marie V. Pirotta* and Channing J. Paller!

BJU Int 2016; 117: Supplement 4, 17-34

Limitations include the number of studies
identitified, sample sizes, duration of follow-
up, and lack of power in some studies to detect
clinically meaningful changes in PSA or other
biomarkers of disease progression.

In addition, comparison of results across
studies is hindered by the variety of ways used
to report PSA endpoints: mean change in
PSA/percentage change from  baseline;
percentage lower than control arm; percentage
of men with a decrease in PSA; number
of/percentage of men with a partial (>50%
reduction) or complete PSA response; time to
PSA progression.
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No. of full text
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No. of articles excluded (n=289)
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1. Not related to fish oil and prostate
cancer (n=31)

Pre-clinical research (n=73)
Review article (n=181)

Protocol only (n=2)

Observational (n=1)

Healthy Population (n=1)
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No. of articles included (n=54)
4 Reports of 3 RCTS
1 Non-RCT
20 Reports of 14 Cohort Studies
3 Case-Cohort Studies
16 Reports of 15 Case Control Studies
10 Reports of 8 Nested Case Control
Studies

No. of articles excluded (n=43)

Reason for exclusion:

1. Cross-sectional (n=20)

2. Review article (n=6)

3. Population research (n=3)

4. Not specific to prostate cancer
outcomes or EPA/DHA interventions
(n=12)

S. Abstract only, full text in another
publication (n=3)

Fish-Derived Omega-3 Fatty Acids and
Prostate Cancer: A Systematic Review

Monique Aucoin, ND', Kieran Cooley, ND',

Christopher Knee, ND, MSc', Heidi Fritz, ND, MA',

Lynda G. Balneaves, RN, PhD?, Rodney Breau, MSc, MD, FRCSC?,
Dean Fergusson, MHA, PhD‘, Becky Skidmore, MLS',

Raimond Wong, MD, FRCSC®, and Dugald Seely, ND, MSc, FABNO"**

Integrative Cancer Therapies 2017, Vol. 16(1) 32—-62

The majority of the evidence included in this review
assessed primary prevention of PrCa. While this
information may be useful in understanding a potential
anticancer or procancer effect of these constituents, it is a
significant limitation in answering the original question of
whether or not fish oil supplementation is indicated in
patients with PrCa.

Taken together, there are inadequate data to determine if
fish-derived omega-3 fatty acids are associated with PrCa
incidence and progression and how to advise PrCa patients
who are considering fish oil supplementation.



Campione

Non distinzione di
tessuti / macchie

Tessuti / macchie
ben specificate

Tessuti / macchie
ben specificate

Disegno dello Studio

Chi lava meglio?

Endpoint

* tempo a deteriora-
mento del tessuto

* % lavaggi soddisfacenti
(macchie residue, aloni)
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Disegno dello Studio

Chi lava meglio?

Non inferiorita
Superiorita

Selezione
numerosita
/\\—
Selection Superiority Non-inferiority
design testing testing

“pick the better than a not worse than a
Winner” prespecified A  prespecified M




Disegno dello Studio

Chi lava meglio?

Disegno
Randomizzato Vs
Propensity Score

Matched




Confounding due to Selection Bias

Patient characteristics may be associated with both
participation in treatment and outcome

- ropensiy
Treatment
Score

Patient*

characteristics

- Multivariate
Outcome C—— .
Analysis

* non-patient issues also to be considered

Propensity Score adjustment

Fattori basali tali
da influenzare
la decisione
terapeutica

Variabili indipendenti:

L 4

Variabile dipendente:
Tipo di trattamento

Propensity Score
Tipo di trattamento

Variabili indipendenti:

. 4

Variabile dipendente:
Sopravvivenza globale

Dimensione campionaria!

3\

>

>

Step 1:
Calcolo del
Propensity
Score

Step 2:
Propensity
Score
adjustment



Disegno dello Studio

Optimal Two-Stage Phase |l
Designs
Enter n, patients
If response rate <r,/n, reject drug
Otherwise, enter n, additional patients
If response rate < r,/(n,+n,) reject drug

Come lava Dash?

]

[/
2-stage (Simon)

1-stage (Fleming)
serie di casi

numerosita




Campione

Non distinzione di
tessuti / macchie

Tessuti / macchie
ben specificate

Disegno dello Studio

Propedeutico al
health claim

pragmatic (applicativo)

explanatory (esplicativo)

numerosita

Fasi precoci della
sperimentazione




Disegno dello Studio

Cruciale per la credibilita | Come lava Dash?

dell’esperimento

—

Tessuti / macchie
ben specificate




Endpoint

* tempo a deteriora-
mento del tessuto

V. qualitativa * % lavaggi soddisfacenti
(macchie residue, aloni)

 gradazione del bianco

V. tempo a evento

V. quantitativa

numerosita




Endpoint

* tempo a deteriora-
mento del tessuto

* % lavaggi soddisfacenti
(macchie residue, aloni)

 gradazione del bianco

N

Predittore di lavaggio
soddisfacente e/o resistenza
del tessuto?




PROPOSTE RAGIONEVOLI

i i . . . Precisione
Campione Disegno Endpoint Dimensione S .
Applicabilita
Optimal, non <50 ++
Malattia con RND, design Endpoint soggetti +
caratteristiche ben Interme¢.1|o di
definite* (conosciuta)
attivita, <100 o+t
possibilmente soggetti ++
RND, 2:1 misurabile
: design su scala
caratiristichs quantitativa | 100-150 "
variabili (real world)* soggetti +++

* necessario controllare per trattamenti concomitanti






