1st Workshop on Evidence Based Medicine

Athens, 6-7 December 2003
EXMnviko Topoupa Kapdioroyiag & Epy. Broostatioticnig, Tpnpatog Noonigvticng Havemotuiov AGnvadv

Meétpo YTOAOYLIOGHOU TOV

Kivoovov ekonimong nog
KOTAOTUONG

Annocs0évng B. Ilavoyiwtakog
Ap. Blroctatiotikoc - EmonuioAdyoc



MeTpo YroAOYIoNHOU TG 6YEONC

* H &vvoia tov
— 2ZYETIKOV KOt ATOALTOL KIVOUVOL
— Adyov Kivouvemv
— Odds ratio
— Meimon tov Kivovvov

* and confidence interval.

e AmOALTOG N GYETIKOC KIVOUVOG

e AplOuoc TV aTOU®VY TOL ¥PEALOVTOL VL
OepamevTovV



2y eTIK0¢ Kivouvog

« Kivovvog = IIBavotnta

o Yyetko¢ Kivovvog (Relative Risk, RR): n
mhoavoTnTo EVOC ATOLOL VO TOPOVGLAGEL TN
VOGO VO £YEl ekTebel 6 KATO10 TOPAYOVTU
o€ oyéomn pe ™ mbavotnta Eva ATouo Vo
TOPOVGIAGEL TN VOGO VM 0V £YEL ekTebel
GTOV TOPAYOVTOQL.




Yyetikog Kivovvog (tapdostypa)

PHYACO01 * CVD_M Crosstabulation

Count
CVD M
,00 1,00 Total
PHYACO1I ,00 2667 914 3581
1,00 7215 1964 9179
Total 0882 2878 12760

*O kivovvog va tefdvouv Ta dTouo ONAMGAY GOUATIKT OPACTIPLOTTA KOTA TNV EVApPEN
¢ ueAétng etvail 1964 /9179 = 0.21 (21%)

O kivovvog va mtebdavouv ta dtopo ONAmcay kabiotikn (o1 Katd TV Evapén g
uerétng etvar 914 / 3581=0.26 (26%)

*O oYeTIKOC Kivovvog va teBdvouy Ta. dTopo ONAMCOYV COUATIKY OPACTNPLOTITO GE
oy€omn Ue owtd Tov MNAmcay Kadiotikn Con katd v Evapén ™ neAétnc eivon 0.21 /
0.26 =0.80



Odds ratio

* Odds (zo oroiynuo) = AOyoc
CUUTANPOUOATIKOV TIOOVOTTOV Vo GLUPEL
Eva Voeyouevo; m(vocov/exbeon)/(1-
m(vocov/exbeon))

— ILy. av m(vocov/ékBeom) = 0.5 tote odds = 1
npog 1, mov onuaivel 0t1 n ThavoTnTO VO
VOGTNGEL KATO10G TTOL £YEL TOV TOPAYOVTU, GE

GUYKPLON UE KATOLOV TOL OEV E£YEL TOV
roapayovta givan 1 — tpog — 1.



Odds ratio

* Odds ratio (7o oroiynua) = oyeTIKOC AOYOG
CUUTANPOUATIKOV TOovOoTNT®MV Vo, GUUPEL
EVOL EVOEYOUEVO LTTO po cuvOnkn A (m.y.
£K0eCT) TPOC TOV AOYO GUUTTAT PO LATIKDOV
miBavotTov va cupuPel To 1010 EVOEYOUEVO
VO Lol AAAN cuvOnkn B (m.y. un €xBeon);

— m(voéoov/ExBeon)/(1-n(voocov/éxbeon)) /
n(vooov/un £kBeon)/(1-n(vosov/un Ekbeon))



Odds ratio (mapdocrypa)

Hlektpovikn mapakoriovOnon Adyog mBavotntev (odds) o
TOV TOKETOV KOLGOPIKT] TOUY] GE TOKETOUG LE
) - NAEKTPOVIKT TTapakKoAovOnon: 358/2850
Kasapua Nou Oyt =0.12% 1 — mpoc — 8.
Toun
Adyoc mBavottav (odds) yo
Nou 358 229 587 KOLGOPIKY| TOUN GE TOKETOVG XWPIG
NAEKTPOVIKN TTapokoAovOnon: 229/2974
Opn| 2492 2745|5237 [ TO08n1-mpos—L3.

Apa 0 oyeTIKOG AOYOS TBOVOTNTOV V1o,

KOLGOPIKT] TOUN GE TOKETOVG LE
NAEKTPOVIKT] TapaKOA0VONGN GE GYéon

2850 2974 5824

LLE TOKETOVC YWPIC NAEKTPOVIKN
napakoAovOnon eivar 0.12 /0.08 = 1.5
N 3 —mpog — 2.

YHM. o oyetikog kivouvog givon 1.72



Odds ratio 1 oY£TIKOS KivOuvog

* Exppdlovv tnv 1010 «EVVOL0» LE
OLOPOPETIKOVC TPOTOVC

* [0 ondviec voooug 1o Odds Ratio gtval
EVOC EKTIUNTNC TOL XYeTIKoD Kivouvov

* H octatiotikiy onuovtikotnta Kot Tov 000
ekppaleton pe eléyyovg X?



Anoivtog Kivouvog

* ATOAVTOG KIVOUVOG: # VEWOV TTEPLOTATIKOV
GE L YPOVIKN TEPL000 / aplOud ATOU®V GE
«KIVOUVO» TNV 1010 YPOVIKT) TEPL00O.

— 2vvnomg ... x 100 1 1000



Amnorvtoc Kivouvog (tapdaostypa)

Katd tov 25t emavéreyyo e ueretnc tov Enta Xopov:

 tapoatnpnOnkay 2878 Bavatol oe 12763 peoniikeg dvopeg mwov
gwonyOnoav otnv apyn g LEAETNC

* O apOuoc TV atOU®V TOL NTAV GE KIVOLVO GTO UEGO TNG
TEPLOOOV avapopdc (12.5 £€tn) Nrav 10662

*Apa: emintoon (Bvnoindnta) Kapoloayyelokne vocov 2878 /
10662 =0.269 1 27%

* ANA0O1) aTOAVTOS Kivouvog Yio Bavatneopo KA coufav
OV OLATPEYEL VOGS LECTIAMKOG AVOPOC TNG LEAETNG UEGH GTNV
emopevn 25¢etia etvon 27%.



ATOAVTOG 1] GYETIKOS KIVOUVOS

* O amdAvTOC Kivouvog ek@palel Tnv mhavoTnTo!
EKONAMOTNG TNG VOCOU GE GUYKEKPLUEVT] OULAO0, TOV
TANOLVG OV (T.}. GE OTOVG LE TOV TOPAYOVTQ).

* O oyeTIKOC Kivouvog ekppdlel Tnv mhavotnta
EKONAMGONC TNC VOGO GE UL OULAOM, TOV
TANOuGLOV GE GYEGTM UE Uit AAAT] OLLAOO TOV
tAnOvouo (T.Y. GE AVTOVG LE TOV TOPAYOVTO GE
GYECT LE OVTOVC YOPIC TOV TOPEYOVTQ).



Awo@opa Kivouvev

* Alo@opa Kivoovev (risk difference): n
OLOPOPE LETASD TOV KIVOUVOU EUPAVIONG
NG VOGO GE OGOVC £YOVV TOV TOPAYOVTQ
LELOV TOV KIVOLVO EUPAVIGTNC TNS VOGOV GE
OGOV OEV €YOLV TOV TTOPAYOVTOA.

— ExppdCel Tov emmA£oV KivOuvo Y10 VoL VOGN GEL
Eva AToUo oL £yl EKTEDEL GTOV TTAPAYOVTA GE

GUYKPLOTN UE £VOL ATOUO OV O€V €Yl EKTEDEL
GTOV TOPAYOVTIO!




Avo@opa Kivouvev (topdderyuo)

O kivdvvog va meBdvouv ta dToua Tov MAMGAY KOTVICTIKEC cuVNOELES KaTA,
Vv évapén e uerétng etvarl 1869 / 7830 = 0.24 (24%)

O kivovvog va tebavouv Ta dTopa Tov dgv OMNAMGAV KATVIGTIKEC GLVIOELEC
Katd TNV Evapén e perétng tvar 997 / 4871=0.20 (20%)

— H owopopd tov kivovvav givon 0.04 1 4% kot
eEKQPALEL TOV ETUTAEOV KIVOLVO TTOL OLOTPEYEL
vio, vo TeBdverl Eva, ATouo oV KATVILE GE
GUYKPLON UE £VO, ATOLO TTOV OEV KATVICE, KT
TNV 25€T1 OLAPKELN TNC UEAETNG

— Evo o ayetikog kivovvog gtvat ... 0.24 /0.20 = 1.2 1) éva Atopo mov
KAmvile otV apyn ™G LeAETNG dratpéyel 1.2 popéc peyoardtepo
Kivouvo va mebdavel 6 cOYKPIoN HE Eval ATOUO TTOV O&V KATVICE.




ZXSTIKT’] Sﬂiﬁp(l(ﬂl (relative eftect)

e 2YETIKN EMOPACT] TOL VIO £KOEOT
ToPAYOVTa 6TV TOAVOTNTA EKONAMGNG TNC
VOGOUL

Kivouvog extebevtec — un extebévteg

2YETIKY EMLOpOCT =
Kivovvog un extebéviec

H oyetikn enidpoomn 100 KanvicUaTog 6TnV EKONAMGT KAPIOAYYELNKTC
vooovu givan 1.2 — 1 = 0.2 1} 20%, oOnAad1| TO0 «UEPOC» TOV GYETLKOV
KIVOUVOL TTOV «VTEPEYEW N «voTEPED amd TN 1 (Un ox€on Tov TaPAYOoVTa).



Anoivtn Melowon tov Kivovvov

* % KOTA TO OTOI0 EAATTOVETOL O KIVOLVOC
Y10 VO, VOGT|GEL £VOL ATOUO OV O TTAPAYOVTUG
KIVOUVOU EANTTMOEL 1 COAELPOEL.

— % atdumv mov eKONA®VOLY TO GLUPAV Ko £YOVV TOV
mopdyovia - % aTtOU®V TOL EKONAMVOLY TO GLUPAV Kot
OEV £YOLV TOV TTAPAYOVTO



AprOpoc Atopov mov XpewaceTon va
O¢pamevtovy (NNT)

e Ap1OUOC TOV OTOUMV TOL TPETEL VAL
Oepamevbovy £Tol mote va TPoANEOEL Eva
emmAEOV Uiy

e Ymo/ioyiouog:

— 1/AmoAvt Meimon tov Kivovvou



AprOpoc Atopov mov XpewaceTon va
O¢pamevtovy (NNT)

The results of the Diabetes Control and Complications Trial into the
effect of intensive diabetes therapy on the development and progression of
neuropathy indicated that neuropathy occurred in 9.6%0 of patients
randomised to usual care and 2.8% of patients randomised to intensive
therapy.

Ann Intern Med 1995; 122:561-8

AnOAUTN pEiwon Tou KIvOuvou

ARR = |9.6% - 2.8%]| = 6.8%

Apa NNT = 1/ARR = 1/6.8% = 14.7 | 15

> UVENWC NpeNel va Bepanceuocoupe 15 eninAeov aToua Pe TN
vea Bepaneia yia va npoAngOei eva akoua ocuppav.




Aoyoc Emmtooe®y (Hazard ratio)
®
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Aldprera [TapakorovOnong

[Tapovsia Tov TapdyovTo Kivduvov

Amovcia Tov Tapdyovia Kivovvou




Aoyog Emmntmosov

* Emintomon vooov (E) = # véwv neprotatik®v /
aplOud aTOU®V GE KivOuvo Hia ¥POoVIKN TEPLOO0
e AOyoc emmtooenv = E(extebévteg) / E(un
eKTEDEVTEQ)
— Ex@palel mBavotnta e epeavions teg vooov 1 Lo
KOTAOTOONG GE OGOVG £yovv ektebel GTOV Tapayova

o€ GLYKPLOT UE OGOVC OV £xovv ektebel oToV
TOPAYOVTQ, Y10, £VO. GLYKEKPLUEVO YPOVIKO OLAGTN L.




Ao0yog Emmntmocov (napdostypa)

o XV perétn tav 7 Xopav 7830 dvopec onAmcayv
Ot KorviCovv kou 4871 onAmacav 0Tt 0ev
KomviCouv, Katd TNV EVTOEH TOVG GT UEAETT).

* Meta ano 25 €11, 1869 and tovg KamvioTES Kot
997 amd TOVG UN KOATVIOTEG EKONAMGOV
Oavatneopo KapoloayYEIOKO ETEIGOOL0

e O kamvietec mopakoAovOnOnkay yio 155171
avOpwmo-£tn Kol o1 un KamvioteG yio 102395
avOpwmo-£TN



Ao0yog Emmntmocov (napdostypa)

* H 25em¢ emintwoon KA vOGOL GTOVC KOMTVIGTES
nrav 1869/155171 =0.012, eved otovg un
KomtviotéC Ntav 997 /102395 = 0.0097

* O A0YOC TV emimTOcE®V glval 1.24

— AnAadn o apBuog vémv KA enetcodimv 6toug
KomvioTtéC eival 1.24 popéc ueyardtepoc (1 avénuévog
Kot 24%) tov aplBpov KA eneicodimv 6toug
KOTTVIOTEG OO OTL GTOVG UT KOTTVIGTEG



"Evo KAwiKO Topaostyno,

o  KAIVIKS TTp6BANpa

— A middle aged woman presented with exacerbation of her usual
pattern of migraine. She asked specifically about whether riboflavin
might help as she had heard from a friend that it helped prevent
migraine. Together you formulate the question, in patients with
frequent migraines , is riboflavin effective in the reduction of
migraine frequency or severity?

« Searching terms and evidence source: ... since this is a
question of intervention, a randomised trial would be ideal.

— From the Cochrane Library we found Schoenen J, Jacquy J,
Lenaerts M. Effectiveness of high-dose riboflavin in migraine

prophylaxis. A randomised controlled trial. Neurology. 1998;
50: 466-70.



The study...

Design: Double-blinded concealed randomised controlled trial with intention-to-
treat.

The Study Patients: recurrent migraines

Control group (N = 27; 27 analysed): placebo

Experimental group (N = 28; 28 analysed): riboflavin 400mg daily

The evidence Time to CER EER  RRR ARR NNT
Outcome
Non-responder 0.85 0.41 52% 0.440 2
(<50%
reduction)
959% Confidence Intervals 25% to 78% 0.213 to 0.667 2to 5

Clinical Bottom Line

Treating two patients with migraine with 400mg riboflavin per day will result in one of them
having a 50% reduction in migraine frequency, though with no effect on severity.



Are the valid results of this randomised trial
important?

. . Additional Notes
Was the aSS|gnment of patlents to treatments The reduction in migraine frequency appeared to develop

randomised? over the 3 months. Patients should not expect an immediate
. . . > reduction. Riboflavin is available as a sole ingredient (not as
And was the randomisation list concealed: a multivitamin) but costs around $10 per month.

Were all patients who entered the trial
accounted for at its conclusion?

And were they analysed in the groups to
which they were randomised?

This is the only study, and has modest numbers (55).

Were patients and clinicians kept "blind" to The effect appeared to take 2-3 months to build up;
. . . > patients need to be warned it will not necessarily work
which treatment was being received- immediately

Aside from the experimental treatment, were
the groups treated equally?

Were the groups similar at the start of the
trial?



Evyoplotovpne yio TNV GOUUETOY)
cog!!!

¢ Ynuewmocelg tov Workshop:

* BePBaiwwoeig mapakorovdnong:

— Epyaotpro Bloostaticotikcng/Tunua
Noonievtiknc/EKITA


http://www.nurs.uoa.gr/biostat
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