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Do you have a problem wich that?

Our aim was to compare eentainucin to c:profloxacin
as a single dose before Lrostitectomr.

The main outcome w4> LTl in the ‘~ve=k following the
operation.

We randomize! pa.ients t» the Z interventions in a
1:1 scheme..

As botl trcotments are 11 use in our hospital in
clir’cd! practice wo Jdie nut ask for patients’ consent.

Our samnple size calculation was 200 patients, and we
recruited 204.




Declaration of Hels.: ki

In medical research involving compe.iit human subjects,
each potential subject must oe ai'equately i~fo.med of the
aims, methods, sources ~t .*inJdi*ig, anv pns.ibl : conflicts of
interest, institutional affi.ia*ions of tr.= 1>secwrcher, the
anticipated benefi*Z ai.1 potential ris''s of the study and the
discomfort it may entz |, and 2 v ol e relevant aspects of the
study.

After encuiing *kat the potential subject has understood the
inforr.atiun, t he phy iria™ 01 another appropriately qualified
indi i 4al must t'ien ce ). the potential subject's freely-
given 1. .ormed comsurnt, preferably in writing.




A problem with theat?

In Mordor resources are sn poou: chat thr. great
majority of HIV carriers ond ,\IDS patizits are not
treated with anti-ret. ovia drugs.

We have performed o RCT of our new drug vs
placebo in HIV carr ers.

The patien ‘s ga re their wriitren informed consent.

Primar ' ~u.come: the cryportion of subjects with
uncet~.ctaole p'asima viremia at 12 months.




Declaration of Hels.: ki

e The benefits, risks, burders anu <ffectivr.ness of a
new intervention must L < te;ted aga’ast those of
the best current pro . *n incervei.t’o.n, cxcept in the
following circumsiani-uos.

— The use of ple zebo or no tr=atn ary, is acceptable in
studies w'iere nc current pr ».en intervention exists; or

— Wher~. Jor ~or pelling ar.4 scientifically sound
methcuole gical reacZns e use of placebo is necessary to
¢ etr.rmine the ¢nica v or safety of an intervention and the
pav.~.ats who -e~e.ve placebo or no treatment will not be
subject to any risk of serious or irreversible harm. Extreme
care must be taken to avoid abuse of this option.




A problem with theat?

In 2007 our hospital decided to int "odur e mithril-coated
central venous catheters.

Data on each insertion sit~ i1.fect'on and or pa‘ients’
characteristics were coll.-~ted tu test whewer che decision
was justified and cos.-c*fe cuve.

As the data were colle-ted for the inst tution’s purpose the
patients werr. 1101 2<l.ed for consai.t.

For this p~ne. we used ano.ymi.ed data to compared rates of
central |.»~ in‘ections d''rin,; 2005-2007 to 2008-2010.

The rat:in the firsu nerind was 10 per 1000 catheter days, and
in the _<cond peiicd, 7 per 1000 catheter days, p=0.01.

Mithril coated catheters are effective in reducing infections.
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A problem with theat?

In a cohort of 1011 patients admitt 2d to the
hospital, we found 22 carriers of MR3A.

On univariate analysis, 18 fa~tors were
significantly related to carriaTe.

These fac.ors were ente’ea into a stepwise
logistir. reo, cssion analysis.

The rzsuicing miode. was highly predictive of
carriage, ana car. be used to reduce the
number of screened patients.




\~13 cases/predictor (N = 20 OV
0

; '\l‘.‘10 cases/predictor (N = 15

Percent of samples

ssion model

Figure ill profuce good R” values if the model is
lues from a series of simulated regression
les. The model contained 15 predictors,
values, and a response variable, whose
. Thus, the true model has an R? of 0.

= 200. The smoothed frequency distribution of the

geach of the 10,000 models is plotted here for the 4
sample size cond . Note that even when the number of cases per predictor
is reasonably good (200/15=13.3), there are, solely because of the chance of
the draw, a fair number of non-0 R* values. When there were only approxi-
mately 50/15=3.3 observations per predictor, the frequency of large R” values
was quite high.




A problem with theat?

* In a retrospective cohort <tudy, the fatality
rate of patients with wncumonia was 14%
(79/562) in patients *romced emiirically with a
beta-lactam alc e s 9% (67,750) in patients

given a beta-iactain+macinlile, p<0.01.

 The differenc= remaineu: significant when
correccen tor age, C'1RB-65, and underlying
dis:a<es.

e Combination is netter than monotherapy with
a beta-lactam




Propensity scare:

* Propensity scores estimate the uiedictecr probability
(propensity) of use of a siver drug or pincedure in a
particular subject, bz -ac 0.1 his ¢~ ncr cnaracteristics
when the treatme.. is cnosen.

Patients that were iven th= inte.vention are
compared .0 these that we e not by comparing
variablr.s kncuvn at the start of treatment.

e The vericr.ce that Liffer cre combine into a score
(usua'b using [cgittic regression analysis) and the
score used to compare like to like.




Limitations of propensity scores

e \We are not sure that vo>riabies of interest were
really captured.

e Edges with no cvet'lun.
e One score.




A problem with theat?

We tested the hypothesis that appro..iate emrirical
treatment given within 12 . yurs . educes fat'ity rate of
bacteremia.

Fatality rate in inapp 2o n. treatme ¢ 5 oup = 36%
(277/767).

Fatality rate ir ~p, rop iate trec ., »n. group = 29% (73/252).
On a logistic -egre ;sion ana'ysis, septic shock, age, pneumonia
as sourc @ of ~acteremia, .~ r.3estive heart failure and acute

rena’' railure :mergea s it denendent predictors of a fatal
outce ne out no' ippropriateness of treatment.




e Take care of the causa! nath




A problem with theat?

The new drug was as effective .'s th 2 old drug. The
present study aimed to lor. 3t the rate of serious
adverse events.

The efficacy of the new rug and c¢c nparator was
similar.

Serious adverz2 cverits weru 1--mstered in 4 out of 80
patients on the rew drug (5%) and in 1/76 patients
on the cor.porator (1 370! p=0.78, difference with no
statiz cicul significance

The new drug was a¢ effective a the old one, and
with a similar rate of serious side-effects.




e The study was not pov'2rea o sho\wv a
difference in adverce -ide. effects. + difference
1.3% —25% can he « niajor nt.=.

 The proper ssimpio size ca'cu'ations should
have beer. uoi.Z.




Summary

Make sure that our research is ewnically ~orrect.

Read the ORION statement for before-ater studies.
Familiarize yourself w.h the term. o1 over-fitting and
under-fitting.

In non-randzm.7ed comparis>ns, be sure that the
groups are ~omparable. Ma'e correct use of
propensi*ty ~cores.

Dra v 4 causal r.etn L2iore data analysis.

A proof that superiority was not shown is not a proof
that equality exists.









