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Featured comment - Mar 8

Metformin, sulphonylurea & type 2 diabetes: A Margulis
& colleagues discuss challenges in survival study.
1.usa.gov/1VV6cVh
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Superiorita vs non-inferiorita

Pubmed Research
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Non esiste un trattamento
standard

Terapia sperimentale

RANDOMIZZAZIONE

\ Placebo



Esiste un trattamento
standard

Terapia sperimentale

RANDOMIZZAZIONE

\ Terapia standard
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Phase IV

Studi Sperimentali

Objective

To explore possible toxic effects and determine tolerance
of the intervention (and tolerated dose, If a drug study).

To determine If treatment has a therapeutic effect or if
there i3 any hope for benefits to outweigh the risks.

To compare new treatment to the standard therapy or a
control or placebo (if no standard therapy exists).

To obtain long-term, large-scale information on morbidity
and late effects (postmarketing study).

Typical No. of Patients
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Hundreds or thousands
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How do we change data interpretation?
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Non superiority or Non Inferiority?

100- 1.6
90— 1.4 RR 0.87 (95% CI 0.62, 1.23)
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No. at Risk
Apixaban 3251 3098 2998 2935 2889 2850 2830 2810 2736 157 10 2
Enoxaparin 3266 3136 3049 2993 2946 2925 2892 2865 2783 195 12 1

Goldhaber et al. NEJM 2011



Non superiority or Non Inferiority?
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La posizione delllAIFA

“Condurre uno studio di non inferiorita o di
equivalenza potrebbe rivelarsi utile quando si
voglia valutare se un trattamento sia piu sicuro
rispetto a quello di riferimento, possa offrire
dei vantaggi in termini di compliance o di costi, o
ancora quando si vogliano mettere a confronto
diversi dosaggi, formulazioni o vie di
somministrazione di uno stesso farmaco"”.

www.agenziafarmaco.qgov.it/it/content/st



http://www.agenziafarmaco.gov.it/it/content/st

The ethics of non-
inferiority trials

Silvio Garattini and Vittorio Bertele
rightly caution about the traps to be
avoided in doing non-inferiority trials,
but go too far in suggesting that such
trials showld be wniformly banned
“because they are unethical”. A good
example of the appropriate use of
a non-inferiority trial & the current
research programmes to develop new
drugs for treatment of drug-sensitive
tuberculosis.

Internationally recommended regi-
mens are highly effective, curing
95% or more of patients in dinical
trials in a wide variety of settings!
However, they require a minimum
of three drugs which have significant
side-effects and need to be given for

at least & months. Improving on such
high cure rates is almost impaossible,
but shortening treatment duration
would improve completion rates and
reduce both the time that patients
are exposed to potentially toric drugs
and the cost of delivering tuberculosis
chemotherapy in the developing
world where resources are severely
stretched—important  medical and
public- health goals.

It is impossible to prove that two
treatment regimens have the same
effect: there will always be some
uncertainty surrounding estimates,
and a small difference in effect size
can never be excuded. However,
the risks to patients in a properly
done non-inferiority trial are no
greater than those in a superority
trial. I non-inferiority  designs
were banned there would be no
prospect of shortening the duration
of chemotherapy for patients with
tubercwlosis. And that would surely
be unathical.

'We are part of a consortivm that is doing a non-

inferiodity trial.
*Andrew | Nunn, Sarah K Meredith, /
Melvin K Spigelman, Ann M Ginsbﬂ'g,/
Stephen H Gillespie

ajnigctu.mreacuk

MR i el Triaks Unit, Lonadicn M 20, LK g0,
SEM); Global Alkance for TE Drug Devdlopment,
Newr'Fork, N, LIS (ASES, AM G} and Centre for

W el M icrobiclogy, Royal Free and Universiy
College Medical Scheel, Lomdon, LK (SHG)

1 Garattimi 5, Bertele” V. Mon. inferiority trals ane
unethical becse they diregand patients
interests Loncet 2007 370 1E75-77.

2 Fow'W, Blard GA, Mitchizon DAL Studies on the
treatmant of bubsaroul osis undertaken by the
Eritish Medical Ressarch Counl Tubercubosis
Units, 19461586 with relasant subsequent
publications. int | Fuberr long s 1953;
352119

3 lindani &, Munn &L Enarson D& Two B-month
regimens of chemnotherapy for treatment of
newly dagnosed pulmonary tebenoosis:
international multicentre mndiomised trial.
Lancst 2004; 364 1244-51

Silvie Garattini and Vittorio Bertele’
(Dec 1 p 1875)' argue that non-
inferiority trials “have no  ethical
justification, since they do not offerany
possible advantage...to pe* \{lts'.Thair
condusion is based »

ethic of physicia

forwe er,
orld where resources for health care
are endless and hence do not matter.
Yet in aword of limited resources, this
ethic can lead to unfair practices, with
some patients getting full access to
services and others getting none.’

Under resource scarcity, non-infer-
iority trials can therefore be ethical:
if the tested treatment is cheaper.
savings can be used to treat patients
with other diseases who would
otherwise be denied treatment.
Thus. non-inferiority trials can help
to increase population health. Bven
providing  patients  with  slightly
inferior interventions can be ethically
justified if savings are substantial and
help to treat other patients for a larger
bensht.

Finally, it is true that the definition
of the inferiority margin is arbitrany,
but thiz certainly also applies to
the significance level of o=0.05 in
superiority trials.

| declare that | hawe no conflict of interest

Afschin Gandjour
afschin.gandjour@uk-koeln.de

Institute for Health Economics and Clinicl

Epidemiciogy, University of Cologne,

50535 Cologre, Germany

1 Gamttini 5, Bertde V. Noninferionty triaks are
uneetiical becuse they disregard patients
inkerests. Lancet 2007; T0: 1875-77.

2 Pearson SD.Caring and wost: the dallenge for
physidan adwomcy. Anniniem Med 2000;
133:148-53

In their Viewpoint, Silvio Garattini and
Vittorio Bertele™ call on the sdentific
ommunity to ban  non-inferiority
trials because they are unethical. If
efficacy were the only advantage
patients might get from clinical trials,
I would agres. However, there is no
doubt that increasing drug adherence
by providing a combination pill for
m@ample, or increasing a=
and affordability k-
drugs we

that wsed mon-inferiar-
designs to argue for their call to
ban them. | believe that they confuse
nan-inferionity as a design with imves-
tigators’ errors in using it. Setting wide
inferiority limits or using statistical
rather than dinical difference as a basis
for conduding that a drug & non-
inferior are imvestigators’ decisions,
which are not necessrily right. The
appropriate action would be to ban
the improper application of the non-
inferiority design. not the design itself.
| dechre that | hawe no conflict of inberest.

Elsayed 7 50liman
esoliman@wiubmcedu
Epidemiciogicl Cardiclogy Research Center
(EPICARE), Department of Epidemiclogy and
Prevention, Wake Forest Unarersity School of
Medidne Winston Salem, NC 27157 USA

1 Gamittini5 Berde V. Non-infesionty triak are
uneethical becuse they disreqand patients
intereses. L ancet 2007 T70- 1875-77.

Silvio Garattini and Vittorio Bertele™
assert that “non-inferiority trials are
unethical because they disregard
patients’ interest”. This ignores the
demonstrzble and continuing value
of non-inferiority trials. For example.
since the introduction of optoboic
drugs against solid tumours and
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image merehy
for illustration
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Dimostrare che un
trattamento
antitubercolare di
durata < 6 mesi € “non
inferiore” ad un
trattamento di durata
6 mesi permetterebbe
di:

1) Evitare molti
effetti collaterali

2) Ridurre i costi,
utilizzando le (scarse)
risorse per curare
altri pazienti.




Warfarin in Atrial Fibrillation

Warfarin better Placebo better

AFASAK é |
SPAF -
BAATAF
CAFA
SPINAF

EAFT

| [ RRR64%*
All trials —Oo— (95% CI: 49-74%)

100 50 =50 —100

0
RRR (%)!

Hart et al. Ann Int Med 2007



Warfarin in VTE

Vol. 301 No. 16

WARFARIN SODIUM IN VENOUS THROMBOSIS — HULL ET AL. 855

WARFARIN SODIUM VERSUS LOW-DOSE HEPARIN IN THE LONG-TERM TREATMENT
OF VENOUS THROMBOSIS

Russerr Hurr, M.B., B.S., TERrY DELMORE, M.Sc., Ebwarp GENTON, M.D., Jack Hirsu, M.D,
MicHaeL GENT, M.Sc., Davip Sackert, M.D., M.Sc., DErmoT McLouGHLiN, M.B.,, B.S.,
AND PETER ARMSTRONG, M.D.

Abstract Acute deep-vein thrombosis is usually
treated with intravenous heparin for a number of days,
then with oral anticoagulants for weeks to months. We
have compared adjusted-dose warfarin sodium with
fixed low-dose subcutaneous heparin in the preven-
tion of recurrent deep-vein thrombosis. Sixty-eight pa-
tients with acute deep-vein thrombosis confirmed
by venography were treated with intravenous
heparin and then randomized to secondary prophy-
laxis. Nine of 35 patients receiving subcutaneous

um, had new episodes of objectively documented
venous thromboembolism (P = 0.001). Seven pa-
tients on warfarin sodium experienced bleeding
complications (of which four were major), as com-
pared with no patients receiving subcutaneous
heparin (P<0.005). Thus, adjusted-dose warfarin
sodium is more effective than low-dose subcutane-
ous heparin in preventing recurrent venous throm-
boembolism, but its use is accompanied by a signif-
icant risk of bleeding. (N Engl J Med 301:855-858,

heparin, but none of 33 receiving warfarin sodi- 1979)
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of venous thromboembolism. The evidence that oral
anticoagulants are effective for this purpose is limited
to one retrospective study' in which it was reported
that the frequency of recurrence was lower in patients
treated with oral anticoagulants than in a group re-
ceiving no treatment. However, since both the initial
diagnosis of venous thrombosis and the diagnosis of
recurrent thrombosis were based on clinical criteria
and the patients were not randomized, only limited
conclusions can be drawn from this study.

It would be desirable to obtain more definitive in-
formation about the value of oral anticoagulant drugs
in the prevention of recurrent venous thromboembo-
lism, since their use is associated with bleeding com-
plications in 5 to 10 per cent of patients.? In addition,
an alternative form of secondary prevention with a
lower risk of bleeding would be attractive if it was ef-
fective in preventing recurrent venous thromboembo-
lism. Low-dose subcutaneous heparin has proved to
be effective in the primary prevention of venous
thromboembolism in a number of well defined high-
risk groups without inducing major bleeding,’ and
this approach was therefore compared with oral anti-
coagulant therapy for the secondary prevention of ve-
nous thromboembolism. Our study sought to es-
tablish the relative effectiveness and safety of these
treatments in patients with acute venous thrombosis.

From lhe dcp-nmenls of Pathology, Medicine and Clinical

strated acute deep-vein thrombosis. Venography was performed be-
cause d in thr bosis was P 125]-fibrino-
gen leg scanmng or impedance plcthysmography (IPG) was
positive in patients who were being screened postoperatively. Ve-
nography was performed by the method of Rabinov and Paulin,*
using diagnostic criteria previously described.®

Patients were excluded if they were pregnant, had active peptic-
ulcer disease, had a history of allergy to the dye used in venography
or could not be followed as outpatients because of geographic inac-
ibility; all 1 were di d. Patients were stranﬁed
according to the site of thr (proximal-vein thromt or
calf only) and according to history of previous venous thromboem-
bolism.

Regimens

All patients were treated for 14 days with continuous intrave-
nous heparin that was adjusted to maintain the activated partial
thromboplastin time at 1% to two times the normal control. In-
formed consent was obtained, and the patients were allocated at
random on Day 10 (by use of a system of sealed envelopes) to
receive either warfarin sodium or low-dose heparin. Warfarin
sodium treatment began four days before stopping heparin in an
initial dose of 10 mg per day. To avoid intervention by study physi-
cians who might keep the warfarin sodium patients under closer
supervision, anticoagulant control was monitored weekly wnh Slm-
plastin (General Di ics) by each ient’s family physi
who agreed to adjust the warfarin sodium dose to maintain the pro—
thrombin time at 1% to two times the control value. Fixed, low-
dose subcutaneous heparin was begun on Day 14 at a dose of 5000
units every 12 hours. The initial injections were carried out by the
nurslng staff and then by !he patients under direct supervision.

pon harge from hosp were glvcn a lhrcc- to six-
week supply of heparin, whuch was b ly i ed
either by the patients themselves or by v-smng nurses in the occa-
sional patient who was unable to measure accurately the heparin
dose.

By -n suh ics, McMaster University Medical Centre and Chedoke
L Ontario reprint req to Dr. Hull at the De-
partment of Medicine, Room 3V39, McMaster University Medical Centre,
1200 Main St. W., Hamilton, Ontario L8S 4J9, Canada).

This work was supported by grants from the Province of Ontario and
from the Ontario and Canadian Heart Foundations.

Tr with ecither warfarin sodium or low-dose heparin
continued for 12 weeks in patients who had proximal-vein throm-
bosis and for six wceks in patients who had calf-vein throm-
bosis. To avoid i aspiri i drugs, sulfin-
pyrazone and dlpyndamole were prohibited during the period of
trial.




Combined therapy and major CV events

Events/patients Relative risk(95% Cl)
Aspirin+Clopidogrel  Control

Aspirin Plus Clopidogrel vs Aspirin

P Seung-Jung 2010 28/1357 15/1344 . 1.85 (0.99, 3.45)

CHARISMA Investigators 534/7802 573/7801 0.93(0.83,1.04)

The ACTIVE Investigators 832/3772 924/3782 5 0.90 (0.83, 0.98)

The CURE Investigators 582/6259 719/6303 l 0.82(0.73, 0.90)

CASCADE Trial 4/56 5/57 . 0.81(0.23, 2.88)
Subtotal 1980/19246  2236/19287 < 0.90 (0.81, 1.0f = 0.042

(F=54.6%;p = 0.066)

Aspirin Plus Clopidogrel vs Clopidogrel

MATCH investigators 445/3797 473/3802 2 B 0.94 (0.83, 1.06)
Subtotal 445/3797 473/3802 —t 0.94 ( 0.83, 1.0§)=0.335
Overall 2425/23043  2709/23089 > 0.91(0.83,0.99)=0.016

(F=47.7%; p = 0.088)

' I I
3 1 5 15
Favours Aspirin Favours Control

Relative risk(95% Cl)

Zhou et al. Plos One 2012



. , Slow onset/offset
Unpredictable response A ./
of action

therapy has

Narrow therapeutic window several Numerous food-drug
(INR range 2-3) interactions

limitations that

make it difficult

to use in Numerous drug-drug

Routine coagulation interactions

monitoring praCtiCE

Risk of Bleeding

Frequent dose adjustments s
Complications

Warfarin was #1 in 2003 and 2004 in the number of mentions of "deaths for drugs causing
adverse effects in therapeutic use”

Warfarin caused 6% of the 702,000 ADEs treated in the ED/year; 17% required hospitalization

J Thromb Thrombolysis 2008



Studi Sperimentali di superiorita
Calcolo del Sample Size

- Least relevant difference or the clinical

significance

+ Type 1 error (false positive) -> Statistical
significance

+ Type 2 error (false positive) -> Power



Studi Sperimentali
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Differenza nel rischio di eventi



Studi Sperimentali di nhon inferiorita
Calcolo del Sample Size
+ Maximum relevant difference

+ Type 1 error (false positive) -> Statistical
significance

» Type 2 error (false positive) -> Power



Studi Sperimentali

Non-inferiorita

-A% 0% +A%

Differenza nel rischio di eventi



Come si faa
calcolare questo

, benedetto margine
To ??




Margine di non inferiorita

> Clinicamente rilevante (“utile”)

> Pre-specificato

> Scelto in riferimento all’ efficacia (o effetto)
del trattamento attivo (di riferimento) in studi
precedenti controllati da placebo

» Il margine puo essere espresso come media,
rapporto...

EMEA-CPMP (2001) Points to consider on switching between superiority and non-inferiority.
British Journal of Clinical Pharmacology. 52(3):223, 2001



Scelta del limite peggiore dell'intervallo di
confidenza per testare la non inferiorita

o
< >
DOACS sono Trial Warfarin Placebo HR (95% ClI)
) S AFASAK (aperto) 9/413=2.18%  19/398=4.77%  0.46 (0.21, 1.00)
non-i nfer'lor'l SPAF (aperto) 8/263=3.04%  19/245=7.76%  0.39(0.17, 0.90)
. - 0 - 0

al warfarin CAPA o omits) G305 faiiaran  0.68024, 150
(“IpoTesi Alternativa") SPINAF (doppia cecita) ~ 7/489=1.43%  23/483=4.76%  0.30(0.13, 0.70)
EAFT (aperto) 20/507=3.94% 50/405=12.35%  0.32(0.19, 0.54)

Meta-analisi: 0.38

(0.28-0.52)

dimostrats [
dimostrata

1,46 significa preservare il 50% dell'effetto protettivo

‘minimo’ sullo stroke, che il warfarin esercita rispetto al
placebo (‘accettare di essere PEGGIO del warfarin, ma

almeno meno peggio del placebo

Bl +

ey —

>

Con placebo, il rischio di ictus e di
2,63 volte (reciproco di 0,38) piu
alto rispetto al warfarin,

(1/0.38);(1/0.52);(1/0.28)
(HR 2.63; 95%: 1.92-3.57)

Con warfarin, il
rischio di ictus e
del 62% piu basso
che con placebo
(IC 95%: 48-72%)

* & =1+ (1-72%)*(1/0.38 - 1) = 1.46

1.00

1.46 (RE-LY, ROCKET AF)
1.44 (ARISTOTLE)
1.38 (ENGAGE AF) -

Hazard Ratio (HR)

>

Limite ‘peggiore’
'\u; dell'intervallo di
confidenza al 95%




RELY: Stroke or systemic embolism

Dabigatran 110 mg BID Dabigatran 150 mg BID
0.05 vs. warfarin: vs. warfarin:
RR 0.90 HR 0.65 :
(95% CT: 0.74-1.10) (95% CT: 0.52-0.81) Warfarin
o Non inferiorita: p<0.001 Non inferiorita: p<0.001 Dabigatran
> 0.04 Superiorita: p=0.30 Superiorita: p<0.001 110 mg BID
-+
S
J i
= 0.03 Dabigatran
3 150 mg BID
Q
O 002 -
<
%
ry 001 Dabigatran 150 mg BID vs warfarin: -35%
Dabigatran 110 mg BID vs warfarin: -10%
0.00 -

0.0 0.5 1.0 1.5 2.0 2.5
Anni di osservazione

BID = 1 somministrazione oghi 12 ore
Connolly et al. NEJM 2010
28



ITT vs on-treatment

Stroke and non-CNS Embolism

Rivaroxaban Warfarin

Event Event HR P.value
Rate Rate (95% Cl)
On 0.79 R )
R NS— Treatment 1.70 2.15 (0 61'; 0.95) -:'...0_015".3
_______ N=14143 e
ITT 0.88
== N= 14 171 2.12 242 (0.74.1.03) 0.117
:
1.0 2.0
Rivaroxaban Warfarin
better better

Patel et al. NETM 2011



ITT or on-treatment?

In a superiority trial, (aim is to decide if two treatments are
different), an ITT analysis is generally conservative (inclusion
of protocol violators and withdrawals usually tend to make the
results from the 2 treatments more similar).

For an equivalence or non-inferiority trial this effect is no
longer conservative (any blurring of the difference between
the treatments will increase the chance of finding non-
inferiority).



ITT or on-treatment?

o In a superiority trial per protocol analysis this approach may
tend to enhance any difference between the treatments rather
than diminishing it, because uninformative "noise” is removed.

oIn an equivalence or non- inferiority trial both types of analysis
should be per- formed and equivalence or non-inferiority can only

be established if both analyses support it.



Per valutare la non inferiorita e necessario:

‘Rigoroso disegno sperimentale:

~-includere un popolazione sovrapponibile a quella dello studio di
riferimento

-un trattamento di provata efficacia con la stessa dose e per
un analogo periodo di osservazione

-Alta adesione (compliance) alla terapia (se nessuno prende la
terapia sia nel gruppo A che nel gruppo B, ¢ facile che il
gruppo A risulti ‘non inferiore’ al gruppo B)

-Una adeguata potenza statistica per ridurre la probabilita di
escludere differenze clinicamente rilevanti



Quality of reports of Equivalence or
Noninferiority RCT

No. (%)
I 1
Noninferiority Equivalence
Reports Reports All Reports
Characteristics of the Trial (n=116) (n = 46) (N =162)
Noninferiority or equivalence margin reported 112 (96.6) 44 (95.7) 156 (96.3)

Statistical methods

Both statistical considerations and 8 (86.9) 2(4.3) 10 (6.2)
clinical considerations or results of a
previous study
Sample size calculated 92 (79.3) 35 (76.1) 127 (78.4)
Sample size taking into account the 81 (69.8) 35 (76.1) 116 (71.6)
noninferiority or equivalence margin
Presence of all the elements needed 63 (54.3) 24 (562.2) 87 (63.7)
for recalculation
Analysis
ITT or modified ITT 90 (77.8) 27 (58.7) 117 (72.2)

Per-protocol 74 (63.8) 35 (76.1) 109 (67.3)

Results with a Cl 95 (81.9) 41 (89.1) 136 (84.0)

Le Henanff et al. JAMA 2006



Consort Check-list for noninferiority trials

I AP IR S CTITOON It IDescriptor Reported on
Aamd topic Fapc &
TITLE & ABSTRACT 1 How parti pants were allocated to interventions (e.g., "random
allocation™, "randomii=mzed™, or "tandomly assigned™),
Sprecifiirigy tlicit rFic fricil is cr s1c271—irtfiricrr ity 2 ccpriiverlorice  fricil.
INTRODUCTION =2 Scicntific background and explanation of rationalc,
Background frrcliecdirrsr thie rarfricrricale Jerr 14SEFIET cF FICIII—EPTJCFECIFEIN 25 ecpieiverlertaoe
desizrr.
NAETHODS 3 FHlizzibility criteria for participants (ddefailirie wWwhetlrer prarriiciprcrrnis irr tlie
Participants it irifer i i 7 Capiiivealoric e fricil cire sirriifcir rer rliorse irr cxrine fricel €50
tPrerr esterbrlishred efficecy: cf the refiererce trecirmierie) and the scitings
and locations where the data were collected. -
INnterventions =5 Precise details of the imterventions intended for each group deragifiris
whiether e refEraertaoe (Frecalitterild (11 (Re 1i1om—irnfeEriariiyv or egiiivalerice
rrical is iclertiticcl Corr verss sirrilcrr) ro> tFcrt irr cirin: tricil¢s) rhrcit estcal>listhrodd
efFEccreys, and how and when they were actually administered.
Objectives 5 Specific objectives and hypotheses, firncliedins t/qic IV porlIesSEsS COoOnRccrriiri=
71277 FFIF I TR I ELN 7 Cpiiivierlaric e
Outcomes [=] Clearly defined primary and sccondary outcome measwurces oaefailiriss
Trcilicr (71 crtilc crrrtes 177 71c 17¢371— P71 s Terr it <2r- cepiiivieilric e tricail crre
Fclertticerl (25 very SErtilfcrr) fe> PFlrorse irr cxreN fricrles) rlrcir estcabhlisFredd
efficacy af thie reference rrearmenr and, when applicable, any
mcecthods usced to enhance the gquality Oof Moecasurcments (e.g., Mmultiple
observations, training of assessors).
Sample size 7 FTlow sample sice was deterimined cfoefeilizig wlicilicr it ez cezle telestced
TESTITET F FECIIT— LIt P ECr I 7 egiiivaalerice criteriorn card sppecifiyvirigs thre
Pricir =il Of ecfreiverleric Ve Frfr the rariorale for irs chroice. When
applicable, cxplanation of any interim analyses and stopping rules (arzed
Fretlrer e laatocd fer cf 11cirt—irifericrr il o7 cepieiverleric o Firgrerilie~ i~ ).
Randomization —— = Motlhod usced o poencerate the random allocalion scqguoence. including
Sequence generation details of any restrictions (e.g., blocking, stratification)
Randomization —- (=] Mcethod used to implement the random allocation sequence (e.g.,
Allocation NnumMmbered containers or central telephone), clarifying whether the
concealment sequence vwas concealed until interventions were assigned.
Randomization —— 10 W ho menerated the allocation scquence., who ecnrolled participants, and
Implementation who assigned participants to their sroups

Blinding (masking) 11 Whether or not participants, thosce administering the interventions, and
those assessing the outcomes were blinded to group assignment. IT
done, how the success of blinding was cvaluataed.

Stiatistical methods A= Stiatisti I mcthods uscd o compare sroups [or primmarsy oulcornes),

S i irir W ITIC T X 3r1e 37 Iver—siclecd cerrificleric e fritcrvicil cigrprr-crcicr
wwers zesecd. NMethods for additional analyses, such as subgroup
analvyses and adjusted analyses._
RESULL TS 13 Flow of participants througzsh cach stage (a diagram is strongly

recommended). Specifically, for each group report the numbers

Participant flow of participants randomily assigned, receiving intended treatment,
completing the study protocol, and analyzed for the primary
outcome. IDescribe protocol deviations from study as planned. together
with reasons.

Recruitment 1< Dates defining the periods of recruitiment and follow-up.

Baseline data 15 Bascline demographic and clinical characteristics of cach group.

Numbers analyz=ed 16 Numbcoer of participants (denominatorr) N cach sroup Imcluded in cach
analysis and whether the analysis was FrIE P IEECIIT— LI~ L7 X E crrrellesrr-
calrerricarive aricalfyvses were corrdiiciedd. State the results in absolute
Nnumbers when feasible (e.g., 10/20, Nnot S50%6).

Outcomes and 17 For cach primary and sccondary outcomnic., a sumimary of results for cach
estimation roup., and the ecstimated offect sizc and its precision (e g., 9596
confidence interval). For 7t771e owmicormae(s) Jor wWhiclr rrcor—irtfericoriiy: or
eggitiverlferice s Avporfieosized, o fisiere Showiries corfiderice irtrerverls ceridd
11127578725 2 f epreiverlerrc e 111c1y Pl tescfiel.

Ancillary analyses EE=] Address mmultiplicily by roporting any olther analysces porlormod,
iNncluding subgroup analyses and adjusted analyses, indicating
those pre-specified and those exploratory.

Adverse events 19 All important adverse events or side effects 1 each intervention gsroup.
DISCUSSION 20 Intecrpretation of the results, taking into account the ror—irnfericorizy or

INnterpretation

cgriivarlerice Ry poarlicesis arid cariyv orfrier study hypotheses, sources of
potential bias or imprecision and the dangers associated with
multiplicity of analyses and outcomes.




C'e 'non inferiorita' e 'non inferiorita'.......

<

>

Nuovo ‘superiore’ al tradizionale

Nuovo non ‘superiore’ al tradizionale, ma
con stima puntuale identica

Nuovo non ‘superiore’ al tradizionale, ma
con stima puntuale un po’ peggiore

Nuovo ‘inferiore’ al tradizionale, ma nello
stesso tempo'non inferiore'... (?1?)
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' | Nuovo non ‘superiore’ al tradizionale, ma
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| con stima puntuale un po’ migliore
:
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|
I

< >
Me|no evgn‘n con la terapia A% 0% +A% lMeng gventl‘ con la terapia
nuova’ che con quella tradizionale’ che con quella
‘fradizionale’ 'nuova’

Differenza nel rischio di eventi



Conclusioni

+ Disegno molto utilizzato ultimamente
* Attenzione al Deltdl

+ Attenzione alla qualital



Grazie per l'attenzionel?




