Non-inferiority trials
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1. The IKEA principle

“Much cheaper - almost as good” The trade-off between accepting slightly lower efficacy of
new treatment in exchange for other benefits, e.g. less
toxicity, lower cost, more convenience etc...
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2. The law of diminishing returns:
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3. All you need to look at when examining a treatment effect

Direction: on which side of line of equality, i.e. benefit or harm
Magnitude: how far away from line of equality?
Precision: how narrow the confidence interval?

Significance: does the CI cross the line of equality?
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4. The forest plot of non-inferiority trials

For a very critical review of this diagram, watch the

Figure 1. Possible Scenarios of Observed Treatment Differences for Adverse Outcomes 3 :
(Harms) in Noninferiority Trials following video from an EBM zealot.
. Iv= ;
o NEW TREATMENT BETTER INEW TREATMENT WORSE https://www.youtube.com/watch?v=1tlepjqgJaJA
Superior : Ynu scott aberegg non-inferiority Y
.—m—‘
Noni'}grii—‘ ’L?:S:%::Tﬁﬂ/‘ﬂrﬂ A; Gl @wmb"‘j

Noninferior

& hon- in ferioy —a.

non- inferin- —» —— |

Noninferior?* : Nen-in fevior —» | i
—— i ¥
& i lncnctusie = F———1| .
Inconclusive : [Meonelusive —» r—:'
: |
neonclusie ———
Inconclusive
] " T
Inconclusive?? e T Ecie i
—E—
Inferior FlqURE 1
o H
3 T T T A > » 4 033/1626
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(New Treatment Minus Reference Treatment) Bias
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Procalctonin s composed of three sections: the smino termious
{(N-FroCT), mmature calotonin, and katacaicin
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obtain a second procalcitonin concentration 6-12 h later

| Guidelines for continuing or stopping of antibiotics

If blood sample taken for calculation of procalcitonin concentration at early stage of episode,

Higher PCT levels indicate
anincreasing risk for sepsis
and for progression to severe
sepsis and shock ¢ ¢ ¢ ¢
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