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2uyxpovn ioropia Twv Guidelines (40 ypovia)

2uvroun mrapouoiaon tn¢ pe@odoAoyiac
Twv Surviving Sepsis Campaign Guidelines

(aAAayéc orn ue@odoAoyia diauopewonc Twv
Guidelines kar emITTWOEIC YIA TNV KAIVIKH TTPA¢N)

From “Grades of Evidence” to the
“GRADE” SYSTEM (and modified “systems”)

Clinical Practice Guidelines: aéioAoynon
Kl Epapuoyn ornv KAIVIKR Tpaén



Institute of Medicine
Guidelines for clinical practice:
From development to use
National Academy Press 1992

OPIZMOZ Clinical Practice Guidelines

«dnNAwoeig» (statements) ol OTroieg
ONUIOUPYOUVTOI ME CUCTNUATIKO TPOTTO

Kal BonBouv Tov KAIVIKO 10TPO VA ETTIAEEEL

TNV KATAAANAN TTEPIOOAWN-AVTIMETWITION
O€ OUYKEKPINEVEG TTEpIoTAOEIC (TTX CCS)
BAOMOZ TEKMHPIQZHX ?7??
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2004: “1o TEA0¢ TOU Index Medicus”

May 4, 2004 [posted]

Index Medicus to Cease as Print Publication

PubMed 10 véo «TTpOBANHa» =>
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Evidence Based Medicine:
(yiaTi yevika Kal €101Ka oTnv EvraTtikn?)

> [IAn0opa Prprroypo@ikemv
OVa@OPOV UE OLOPOPETIKN PapvTnTO
> [lpaypoatikn aovvopia €0yyng
CUUTEPUCUATOV 0T0 TOV OgpamovTo
» «Apovtikn LloTpukn» 6Ty €m0 TOV
OLKOGTIKMOV OLEKOLKI|GEMV
+ TG EUPOONS OTO KOGTOG
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SSC Guidelines: evolution of methodological approach

Table 1 f Vlncent and Marshall, Critical Care Vol 12 (3) 2008|

Evolution of the sepsis guidelines

Organizations Number of
involved participants Process
2001 First 1 (ISF) 9a EBMAtoE
2004 Second 3 (ISF, ESICM, SCCM)b 24 EBMAtoE
2008 Third 16 55 GRADE ?
Dellinger et al, Crit Care Med Vol 41 (2) 2013
2012 Fourth 30 68 GRADE™

(?) “Significant education of committee members on
the GRADE approach was performed via e-mail before
the first committee meeting and at the first meeting”.

(*) Modified approach of the GRADE SYSTEM



EBM: “quality of studies” in 5 levels

Quality control of the literature

» Level I: large, randomized trials with clear-cut
results, low risk of (a) or (b) error

» Level Il: small, randomized trials with uncertain
results, moderate or high risk of (a) or (b) error

» Level lll: non randomized, contemporary
controls

> Level IV: non randomized with historical
controls

> Level V: case series, uncontrolled studies and
expert opinion Sackett DL: Chest 1989




Evidence Based Medicine
Levels of evidence => Grades of certainty

Grading of evidence based on the literature
Supported by:

» Grade A: at least two Level | investigations

» Grade B: only one Level | investigation
» RCTs with low risk of error

» Grade C: only Level Il investigations
» RCTs with high risk of error

» Grade D: at least one Level lll investigation
» Controlled non randomized studies

» Grade E: by Level IV or Level V evidence
» Uncontrolled studies and expert opinion _

Sackett DL: Chest 1989




Special Articles Crit Care Med 2004 Vol. 32, No. 3

Surviving Sepsis Campaign guidelines for management of severe
sepsis and septic shock Otoceig

- Opoopwyviag
«... a4 sScoring system Was NOoT uo o«

The goal was total concensus, which
was reached in all recommendations
except two (sub-recommendations).

When there was difference in opinion
about grading of a clinical trial, an
outside epidemiologist was
consulted (Only ONCEe) ., The french version of

Concensus
conference in the 80s



1. BOGSAT technique

Guidelines are created by a:
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2. Delphi technique
Questions answered
by experts (selection?)
with agreement
distribution from 1to 9



Special Article Crit Care Med 2008 Vol. 36, No. 1
Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

The guidelines process included:
A modified Delphi method
A concensus conference

» Several subsequent meetings of
subgroups and key individuals

e Tele-conferences and electronic-
based discussions

* Two follow-up nominal group
meetings




Special Article Crit Care Med 2008 Vol. 36, No. 1
Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

“The GRADE system”

IS based on a sequential assessment
of the quality of evidence,

followed by assessment of the
balance between benefits vs. risks,
burden and cost

(based on a pre-defined approach for the
grading of recommendations)

BMJ 2004; 328:1490-1498



LYZTHMA GRADE BAOMOAOIMHZHZ AIAGEZIMQN ©EPANEYTIKQN XEIPIZMQN

BaBuog ocuoracng

Iyéon weihaiag/kiviuvou

AICBETINES HENETEG

Inqacia BaBpohoynong

14 a Qperad === Kiviuvog RCTs** wwpic peSodohoyikd layupn EVvBEIEN YId To COVOAD
(d1agopaoutcomes vs. MROBANUATO KOl TTERIOMTUDIC M T QOBEVIDY
TTAPEVEPYEIEG, KOOTOG, A aSlaP@ITRRTOTA TEKUNPIiWTn amé
@o6pTOG EPYOATiag) PEMETEC TTADOTADNONG
1B 1 -< Ol === KivBuvog RCTs™ pg peBodokovikd Emapknic EVEEIEN yId TO
B mpoBAqUaTa KOl TEpIOPITUCUE TUVOAD TWV QTBEVLIV
ITHUpT TEKUNpiwan amd HEALTEC
TMOQUTAONTNC
1C Qpelaid === Kiviuvo C MeRETEC TTOPATARNTNG Emapknc EvBaEn mou Sovaral
. y va GAMIEE)
2A f Dpedea = Kivauvog RCTs" wwpic peBobohoyikd AgBevne evBeiEn
TMEoOBAAUATI KOl TERIOPMTUCUS f
b EIFRRTTA TEKUNRiwen amé
PEMETES TTORATADNONC
2B Qgerea = Kiviuvog RCTs** pe peBobohoyika AcBevng evBain
< TMEoOBAAUATI KOl TERIOPMTUCUS f
IFHUpn TEKUNPiwan amd PEMETES
TapaTEnong
2C AppiBokln oxian MeRETEC TTOPATARNTNG MNoid aoBevnc EvBeain

\.

wEAEITC KIVEIvoU

*RCTS: TUXCIOTTIOINUEVES KAIVIKEC JEAETEC
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LYZTHMA GRADE BAOMOAOIMHZHZ AIAGEZIMQN ©EPANEYTIKQN XEIPIZMQN

| Ingacia paBpoioynong

BaBuog ocuoracng Iyéon weihaiag/kiviuvou AICBETINES HENETEG
14 a Qperad === Kiviuvog RCTs* we L T0 TUVOAD
(d1apopa outcomes VS.C TpoRAn :
TTOPEVEPYEIEG, KOOTOG, A adiap gy —
rapevepyecs K60 1 =STRONG
1B 1 -< Ol === KivBuvog f W e
ol “recommend”
1C Qpelaid === Kiviuvo C MERETEC o mow Blvaral
. y o GAMNGEE]
|
2A f Qpedea = Kivauvog RCTs"™ ywpic pedns=" AgBevnc EvBealbn
TpoBAqUaTa Ko
oI pITRe
v 2 = WEAK
2B Qpedea = Kivauvog f
suggest
2C AppiBokln oxian MERETEC T aevlc EVBEIEN
\ wEAEITC KIVEIvoU |

*RCTS: TUXCIOTTIOINUEVES KAIVIKEC JEAETEC and @ — Vel’y IOW GRADE il"] SSC




Differences in opinion about interpretation
of evidence, wording of proposals, or
strength of recommendations
(in 2008) were resolved using
a specifically developed set of rules

 Recommendation for direction was given
If <20% against (neutral vote allowed)

« Strong (=1) or weak (=2) recommendation:
> 70% of votes strong=> we recommend
< 70% of votes => we suggest

lllllllllllllllllllllllllllllllllllllllllllllllllll
..............
.....
»*



Special Article

Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, ischke, MD:
Konrad Reinhart, M APPEN Dlx D PhD:
Jean-Francois Dhai \anieri, MD;
Graham Ramsay, N

Janice L. Zimmerm 'mittee

Recombinant Activated Protein
C Nominal Group Vote

Strong for use, 6 -
Weak for use, 15 6/22 =
Neutral, 1 27%

Weak for not using, 0 )
Strong for not using, 0 against



Special Article

Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, 1 1an Jaeschke, MD:
Konrad Reinhart, M I' HECﬂmblna nt H uman . MD, PhD;
Jean-Francois Dhai Actiuated Pr'ﬂ'tEi N C {rh APC} larco Ranieri, MD;
Graham Ramsay, M MD:

Janice L. Zimmerm 1s Committee

1. We suggest that adult patients with sep-

sis-induced organ dysfunction associ-
ated with a clinical assessment of high

risk of death, most of whom will have
Acute Physiology and Chronic Health
Evaluation (APACHE) II =25 or multi-
ple organ failure, receive rhAPC if there
are no confraindications (grade 2B ex-
cept for patients within 30 days of sur-
dery, for whom it is grade 2C). Relative
contraindications should also be consid-
ered in decision making.




Special Article

Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, | . HE‘CG"’Ibi“ ant H uman )an Jaeschke, MD;
Konrad Reinhart, M _ _ , MD, PhD;
Jean-Francois Dhail ACtIUEtEd PI'-DtEI N C {I'h APC} larco Ranieri, MD;
Graham Ramsay, M MD;

Janice L. Zimmerm ‘ttee

2. We recommend that adult patients
with severe sepsis and low risk of
death, most of whom will have
APACHE II <20 or one organ failure,
do not receive rhAPC (grade 1A).



C. Glucose Control

We recommend that

1. pts with severe sepsis+hyperglycemia who are admitted to the ICU
receive intravenous insulin therapy to reduce blood glucose levels
(grade 1B).

2. all pts receiving IV insulin receive a glucose calorie source and that
blood glucose values be monitored every 1-2 hrs until glucose values
and insulin infusion rates are stable and then every 4 hrs

(grade 1C).

3. low glucose levels obtained with point-of-care testing of capillary
blood be interpreted with caution, as such measurements may
overestimate arterial blood or plasma glucose values

(grade 1B).

4. We suggest use of a validated protocol for insulin dose

adjustments and targeting glucose levels to the 150 mg/dL range
(grade 2C).



Special Article

Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

largaret M. Parker, MD; Roman Jaeschke, MD;

APPENDIX G Beale, MD; Thierry Calandra, MD, PhD:

i, MD; John Marshall, MD; Marco Ranieri, MD;
end, MD; Jeffrey S. Vender, MD;

Glycemic Cﬂ“‘h‘ﬂl Cﬂmmiﬂee vﬂte g Sepsis Campaign Guidelines Committee

Glycemic control—90%

Total votes = 51

Agree—34

Too conservative, but accept—4
Too liberal, but accept—8
Disapprove, too conservative—0
Disapprove, too liberal—5
Disapprove, other—0



Special Article

Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

40

APPENDIX G 3
30

Glycemic Contri 2>
20
15
10

Glycemic con
Total votes =
Agree—34

Too conservat .

Too liberal,
Disapprove, tc
Disapprove, tc
Disapprove, of

X
O

64%




CLiNicAL GUIDELINE |

Amarican Collage of Physicians

Use of Intensive Insulin Therapy for the Management of Glycemic
Control in Hospitalized Patients: A Clinical Practice Guideline From

the American College of Physicians

Ami Qaseem, MD, PhD, MHA; Uinda L. Humphirey, MD, MPH; Roger Chou, MD; Vincerzza Snow, MD; and Paul Shekelle, MD, PhD,
for the Ciinkcal Guidelines Commitiee of the American College of Physiclans*

Description: The Amercan Colege of Physidans (ACP) developed
this guidelne to present the evidence for the Ink between the use of
ntensive nsulln therapy © achieve dfferent glycemic targets and
health outcomes In hospitalived patients with or without diabetes
melitus.

Methods: Publshed lRerature on this topic was identified by using
MEDUNE and the Cochrane Library. Additional artides were obtained
from systematic reviews and the reference Ists of pertinent studies,

reviews, and editortals, a5 well as by consulting expests; unpublished
studies on CinicalTriaks gov were aso identified. The Reratuse search

incuded studies published from 1950 through March 2009. Searches
were imied to English-language publications. The pamary outcomes
of Interest were short-term mortality and hypogiycemia. This guideline
grades the evidence and recommendations by using the ACP dinical
practice guidelines grading system.

Recommendation 1: ACP recommends not using Intensive insulln
therapy to strictly control blood glucose In non-surgical Intensive

care unit (SICU)/medical intensive care unit (MICU) patients
with or without diabetes mellitus (Grade: strong recommen-
dation, moderate-quality evidence).

Recommendation 2: ACP recommends not using intensive insulln
therapy to normalize blood glucose In SICU/MICU patients with or
without diabetes mellitus (Grade: strong recommendation, high-
qualty evidence).

Recommendation 3: ACP recommends a target blood glucose level
of 7.8 to 11.1 mmol/L (140 to 200 mg/dL) ¥ insuln therapy &
wed In SICUMICU patients (Grade: weak recommendation,

moderate-quality evidence).

Ann intorn Med. 2011154 260-267.
For author afiations, see end of it



Critical Care Medicine
: | February 2013 * Volume 41 = Number 2
Special Articles

Surviving Sepsis Campaign: International
Guidelines for Management of Severe Sepsis
and Septic Shock: 2012

R. Phillip Dellinger, MD'; Mitchell M. Levy, MD? Andrew Rhodes, MB BS?; Djillali Annane, MD*;

* Methodology and Grading — Conflict

* |nitial resuscitation and Infection Issues and
Surviving Sepsis Campaign Bundles

 Hemodynamic support and adjunctive tt
* Other supportive therapy of Severe Sepsis

 Pediatrics 58 pages, 636 references




Special Article Crit Care Med 2008 Vol. 36, No. 1
Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

The guidelines process included:
- A modifieesBegiiimethod 2012
guidelines
o A COTNCEnSss-ecarfeTence
» Several subsequent meetings of
subgroups and key individuals

e Tele-conferences and electronic-
based discussions

* Follow-up nominal group meetings
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 From “Grades of Evidence” to the
“GRADE” SYSTEM (and modified “systems”)



TABLE 1. CATEGORIES INDICATING THE STRENGTH OF EACH
RECOMMENDATION FOR OR AGAINST ITS USE IN THE
TREATMENT OF FUNGAL INFECTIONS

»’Category .:- Limper et al 2010 ATS Guidelines for fungal infection

Good evidence to support a recommendation for use
Moderate evidence to support a recommendation for use
Poor evidence to support a recommendation for or against use

Moderate evidence to support a recommendation against use
Good evidence to support a recommendation against use

TABLE 2. DES OF EVIDENCE QUALITY ON WHICH o

Definition

Evidence from at least 1 properly randomized, controlled trial

Evidence from at least 1 well-designed clinical trial without
randomization, from cohort or case-controlled analytic studies
(preferably from > 1 center), from multiple patient series studies,

Il or from dramatic results of uncontrolled experiments

Evidence from opinions of respected authorities, that is based on clinical

il experience, descriptive studies, or reports of expert committees.




+AQARPY IV WV MGQiageineiil v wygyvuvinnve

ents: A Clinical Practice Guideline From

lysicians
D, MPH; Roger Chou, MD; Vincerza Snow, MD; and Paul Shekelle, MD, PhD,
College of Physiclans*
P) developed care unit (SICU)/medical intensive care unit (MICU) patients
en the use of with or without diabetes mellitus (Grade: strong recommen-
. tagets and dation, moderate-quality evidence).
wut diabetes

Recommendation 2: ACP recommends not using Intensive Insulln
fed by usng therapy to normalize blood glucose In SICU/MICU patients with or
T AT without diabetes mellitus (Grade: strong recommendation, high-
ment studies, qualty evidence).
. unpublished
ture search Recommendation 3: ACP recommends a target blood glucose level
009. Searches of 7.8 to 11.1 mmol/L (140 to 200 mg/dL) ¥ insuln therapy &
ary outcomes wed In SICUMICU pattents (Grade: weak recommendation,
This guideline moderate-quality evidence).



NMwg aAAadel To «Level»

’ .
Pane_l S MororHsHs ala.  Quality | oTo «Grade» pe Béon
Conclusion (?) | TNV «Expert Opinion” i
’T:[ﬂn- : ' Iy SUvoydmmm—" MaBETINEG HEAETEG | H £K5iKr]0'r| TWV Experts

Strong i Condlthnal A RCTS™ ywpig HEBOBCAOYIK (BaOuo6G == TTO16TNTA
TRoRARUOTO KOl TTEpIOMTUo] o ’

@ adlaP@IoBATNTN TEKUNRiwan ¢ NSASTU‘)V TaKl"lplwo'rIS)
PEAETEC TTORATAPNONG

We recommend/
W\e' S Ugges t o Hf'*"f"-"v'ﬂ'c@ RCTs** pe peBodohoyikd

| TRORARUATO Kol TTEpIOMaUOUC f
I TOOQTNONDNC

Emapknc EVBEIEn yia 1o
TUVOAD TWIV QOBEVLOV

IFHUpn TEKURpiwTn ammd PEMETES
Qpedaid === Kiviuvo C MERETEC TTQpATARNTNG Emapknc evBiEn mow duvaral
G ra d e ’ va aAAagsl
f Qoéeia = Kivauvog RCTs** ywpic peBodohoyikd AoBevic EvBaEn

mpoBAqUaTa KOl TERIOPTUCUS
adappaRnTnTn TEKUNpiwan ame
PEMETEC TTORATDNONC

2B QEdea 2 Kiviuvog RCTs* pe peBobohoyikd AoBevic EvBaEn
< mpoBAqUaTa KOl TERIOPTUCUS

T} Up TEKUNPILGON aTTO PEALTEG
TapaTnenang

2C Appifokn oyion MehETEC TTOpATARNONG Mohd agBevhs EvBeatn
\ wpEAEIC KIVEIVOU

"RCTs: Tuxaiomoinpéveg khivikég perétec qN [ @: very low GRADE in SSC
SSC 2012@ = non conducive for GRADE = Un Graded



SSC and the role of Guidelines

A strong recommendation in favor of an intervention
reflects the panel’s evaluation or opinion If:

the desirable effects
of adherence to a recommendation
will clearly outweigh the undesirable effects

beneficial Health Outcome harm
less Burden on staff and pts more
savings Cost greater

(In most but not in every individual patient
OR In every environment or country)
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* Clinical Practice Guidelines: aéioAoynon
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Presentation Outline

e “Clinical Practice Guidelines” (in decision making):
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Evidence Based Medicine
A. Appayavidong
latpikn ZxoAn lNMavemmioTnuiou AGnvwy
MebOoooloyia onuiovpyiag kot ypnon

KatevOovTypimv ypouuwv

KAIWIKNG TPOKTIKHG
(Clinical Practice Guidelines)

9° 2YMIOZIO ENTATIKHZ IATPIKHZ ENOIMNAQN AYNAMEQN ABnva 26-27/5/2011



Guidelines: 2YMIIEPA2MA

* O1 KATEUBUVTAPIEC YPAUMEC TTOIKIAAOUV WG
TTPOC TOUC OTOXOUC Kal TNV TTPOOTITIKN TOUC
KaBwC¢ €1Tionc Kal wW¢ TTPo¢ TN HEBODOAOVIKI
OKPIPEIa YE TNV OTTOIA CUYKEVTPWVOVTAL.

* ETTOMEVWC TTPIV VO £EPAPUOTEI TIC OTTOIEC
KOATEUBUVTNPIEC YPOAUMEG, O 1IATPOC TTPETTEN
Va AgIOAOYNOEl TNV EYKUPOTNTA TOUG KaBwg
Kal TN duvaTtoTNTA EQAPUOYNG TOUC O€ KABDE
QoBevn CEXWPIOTA.

2UMTTO010 EVOTTAWY Auvapewy 2011




EVIDENCE-BASED MEDICINE
Friedland et al 1998

O1 utrevBuvol yia avarrtuén Guidelines
TTPETTEI VA TTPOCOIOPICOUV:.

* TNV TTNYN TNG XPNHOTOSOTNONG TOUG,
* TOUG ETTOYYEAMOATIKOUG TOUG TITAOUG KAl

* TIG ETTAYYEAMATIKEG, AKAONMAIKEG N
EMTTOPIKEG OIOOUVOETEIC TOUG



EVIDENCE-BASED MEDICINE
Friedland et al 1998

AuTtoO fonba

* VO O0CIOAOYNOOUME TOUGC OTOXOUG KAl
TNV TTPOOTITIKN TwV Guidelines
Kol

* VO EVTOTTIOOUNE OCUCTNHATIKA
O@AAMATA TTOU EUVOOUV TNV Opyavwon
TTOU XpnMATOOOTEI | UTTOOTNPICE!
YEVIKA TOUG CUYYPOAPEIC



EVIDENCE-BASED MEDICINE
Friedland et al 1998

* O TTPOCOIOPICHOC TOU GTOXOU Kal TNG
TTPOOTITIKNG TWV Guidelines fondda va
KaBopioOUNE aVv aUTA €ival CUNPWVA
ME TOUG OIKOUG NOC OTOXOUG.

 Na TTapdadseiypa Ta Guidelines 1Tou
TPoopPIifovTal VO NEIWOOUV TIC OATTAVES
gival idavo

VO BNV BEATIWVOUV TNV TTOIOTNTA TNG
ppovTidag TOU aoBevn paG.



16 societies have endorsed the guidelines
In 2008 but 2 societies elected not to

« The Australia and New Zealand Intensive Care
Society was one of these, concluding that

 the guidelines do not represent current practice
In Australasia

« some of the recommendations are the subject of
ongoing clinical trials

While strongly supporting the guidelines process,
the Society worry that guidelines might be used
In local quality-improvement programmes,
leading to imposition of practices that are inferior

to current practices
Vincent and Marshall Crit Care 2008




«Apxn co@iag n TwWv OVOUATWYV ETTICKEWICH
AVTIOBEVNG (445 -360 m.X.) S

Guidelines AEN onpuaiver:

« Kavovecg ; (rules)

* ApXEC avTIMETWTTIONG ; (principles)
* Odnyiec ; (instructions — manual ?)
2nuaivel: KATEYOYNTHPIEXZ TPAMMEZ
* [Mapadeiypa: TTAonynon yia Kpntn

* 2nUaagia UETAPOLACNC. OIKOVOUIKQ adAAQ Kal
VOUIKQ BEuara, 1m.x. ao0QAAIOTIKEC ETAIPEIEC
(apvnTika n BeTika = mAnpwun kair bonus!)
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Law Would Grant "Safe Harbor' to Docs Who Follow Guidelines

Mark Crane | March 06, 2014

Physicians who are Medicare and Medicaid providers would be granted increased liability protection if they can de
guidelines, according to a bill introduced in Congress this week.

The Saving Lives, Saving Costs Act, introduced by Reps. Andy Bam (R-KY') and Ami Bera (D-CA), would create a

«safe harbor» for physicians who follow best practice guidelines

In the era of
PERSONALIZED MEDICINE

B ‘L\ OM E should we believe that

ONE SIZE FITS ALL?

The same approach could (or even
more) must be used:

In all critically ill patients ?

\ In excluded from RCTs patients?

In the management of “syndromes”?



The Guidelines
are NOT
Commendments

2TATIZTIKH KAl YTEIA

I'pnydpng XAouBepdkng
2009



EUROPEAN SOCIETY
Adngos - Cirees E S C M I D OF CLINICAL MICROBIOLOGY
31st May -1st June 2013 AND INFECTIOUS DISEASES

Hot Topics on Infections
in the Critically Ill Patient

Organized by the ESG CIP In co-operation with the Hellenic Society
of Chemotherapy National School of Public Health Athens- Greece

An appraisal of the usefulness of Guidelines
In the management of severe infections

Apostolos ARMAGANIDIS
Professor of Intensive Care Medicine
Athens University Medical School

aarmag@med.uoa.qr




SSC and the role of Guidelines

Resource limitations In some institutions and
countries may prevent physicians from
accomplishing particular recommendations

Thus, these recommendations are intended
to be best practice

(the committee considers this a goal for
clinical practice and

not created to represent standard of care).

Surviving Sepsis Campaign: International
Guidelines for Management of Severe Sepsis
and Septic Shock: 2012

R. Phillip Dellinger, MD'; Mitchell M. Levy, MD?* Andrew Rhodes, MB BS*; Djillali Annane, MD*;




SSC and the role of Guidelines

The implications of calling a recommendation strong
are that most well-informed patients would accept that
intervention and that most clinicians should use it in most
situations. Circumstances may exist in which a strong rec-
ommendation cannot or should not be followed for an
individual because of that patient’s preferences or clinical
characteristics that make the recommendation less applica-
ble. A strong recommendation does not automatically imply
standard of care. For example, the strong recommendation

Surviving Sepsis Campaign: International
Guidelines for Management of Severe Sepsis
and Septic Shock: 2012

R. Phillip Dellinger, MD*; Mitchell M. Levy, MD?* Andrew Rhodes, MB BS?; Djillali Annane, MD*;



o TASK FORCE REPORT
cur Respir J 20175 90: 1602426 ERS/ATS GUIDELINES

How to use these guidelines (Part 1)
These ERS/ATS evidence-based

guidelines for the use of NIV In critically 1l
patients provide the basis for stakeholders
to make rational, informed decisions.

Clinicians, patients, third-party payers,
Institutional review committees, other
stakeholders or the courts should never
view these recommendations as dictates.




S laman em 4nesn TASK FORCE REPORT
eur Respir J 2017; 50: 1602426 ERS/ATS GUIDELINES

How to use these guidelines (Part Il)

No recommendation can take into account all of the often-
compelling unique individual clinical circumstances.

No one charged with evaluating a healthcare professional’s
actions should view these recommendations as absolute.

It is the individual responsibility of health professionals to
consult other sources of relevant information,_to make
appropriate and accurate decisions in consideration of each
patient’s health condition and in consultation with the patient
and the patient’s caregiver.




Surviving Sepsis Campaign:
International Guidelines for Management
of Sepsis and Septic Shock: 2016

Andrew Rhodes'”, Laura E. Evans?, Waleed Alhazzani®, Mitchell M. Levy*, Massimo Antonelli®, Ricard Ferrer®,

Table 3 Comparison of 2016 grading terminology with previous alphanumeric descriptors

2016 Descriptor 2012 Descriptor

Strength

Quality High A
Moderate B
Low C
Very Low D

Intensive Care Med (2017) 43:304-377




Appendix 2

Comparison of recommendations from 2012 to 2016

2012 RECOMMENDATIONS 2016 RECOMMENDATIONS

Intensive Care Med (2017) 43:304-377

A.INITIAL RESUSCITATION A INITIAL RESUSCITATION
1. Protocolized, quantitative resuscitation of patients with sepsisinduced tissue 1. Sepsis and septic shock are medicalemergencies, and we recommend that
hypoperfusion [defined in this document ashypotension persisting after initial treatment and resuscitation begin immediately (BPS).
fluid challenge or blood lactate concentration = 4 mmoel/L). Goals during the first | 2. We recommend that, in the resuscitation frem sepsis-induced hypoperfusion, at
6 hours of rpgugilaume, S B iy, [ least 30 mL/kg of IV crystalleid fluid be given within the first 3 hours [strong
jﬂentral venous pressure 8-12 mim I--l,g~ N recommendation, low quality of evidence).
b. Meanarterial pressure =65 mim Hg \ 3. We recommend that, following initial fluid resuscitation, additional fluids be
€. Urine output = 0.5 mLUkg/hr guided by frequent reassessment of hemodynamic status [BPS).
\ d. Central venouws [superior wena cava) or m'uuad}’aus oxygen saturabion Remarks: Reassessment should include a thorough clinical examination and
Ay, /0% or B5%, respectively (grade 1C). evaluation of avallable physiologic variables (heart rate, blood pressure, arterial

2. In patien wglac_tatﬁ%uﬂ resusdtation to normalize oXygen saturation, respiratory rate, temperature, urine output, and othersas
lactate (grade 2C). avallable) as well as other noninvasive or invasive monitoring,as avallable.

4. We recommend further hemodynamic assessment (such as assessing cardiac

function) to determine the type of shock if the clinical examination does not lead

o a clear diagnosis (BPS).

We suggest that dynamic over static variables be used to predict fluid

responsiveness, where available (weak recommendation, low guality of

evidence).

We recommend an initial target mean arterial pressure of 85 mmHg in patients

with septic shock requiring vasopressors (strong recommendation, moderate

guality of evidence)

We suggest guiding resuscitation to normalize lactate in patients with elevated

lactate levels as a marker of tissue hypo perfusion (weak recommendation, low

quality of evidence

54€ We suggest that dynamic over static variables be used to predict fluid
responsiveness, where available (weak recommendation, low quality of

evidence).




L

2012

Administration of effective IV antimicrobials within the first hour of recognition
of septic shock (grade 1B) and severe sepsis without septic shock (grade 1C) as
the goal of therapy.

Initial em piric antinfective therapy of one or more drugs that have act ity
against all likely pathogens [bacterial and for fungal or viral) and that penetrate in
adequate concentrations into tissues presumed to be the souree of sepsls (grade
18).

Antimicrobial regimen should be reassessed dally for potential de-escalation
(grade 1B).

Use of low procalcitonin levels of similar blomarkers to assist the cliniclan in the
discontinuation of empiric antibiotics in patients who initdally appeared septic,
but have no subsequent evidence of infection (grade 2C).

Combination empirical therapy for neutropenic patients with severe sepsis
(grade 2B) and for patients with difficult-to-treat, multidrug-resistant bacterial
pathogens such as Acinetobacter and Pseudomonas species (grade 2B). For
patients with severe infections assoclated with respiratory fallure and septic
shock, combination therapy with an extended-spectrum B-lactam and either an
amincglycoside or a flucroguinolone for Pseudomenas oeruginesa bacteremia
(grade 2B). A combination of B-lactam and macrolide for patients with septic
shock from bacteremic Streptococcus prieunoniae infections (grade 28).
Empiric combination therapy should not be administered for more than 3 to 5
days. De-escalation to the most appropriate single therapy should be performed
as spon as the susceptibility profile is known (grade 2B).

Duration of therapy typically 7 to 10 days; longer courses may be appropriate in
patients who have a slow clinical response, undrainable focl of infection,
bacteremia with Staphylococcus aureus, some fungal and viral Infections, or
immunelogic deficiencies, including neutropenia (grade 2C).

Antiviral therapy initated as early as possible in patients with severe sepsis or
septic shock of viral origin (grade 2C).

Antimicroblal agents should not be used in patients with severe inflam matory
states determined to be of noninfectous cause [UG).

1B=21C=1 Hu¥
2B=2,2C=3,UG=1
3 Strong + Moderate

7 Weak + Low quality
5BPS =

Best Practice
Statement

ANTIMICROBIAL THERAPY

2016

Intensive Care Med (2017) 43:304-377

D. ANTIMICROBIAL THERAPY

=

wn

~4

o

10.

12.

We recommend that administration of [V antimicrobials be initiated as soonas
possible after recognition and within one hour for both sepsis and septic shock
(strong recommendation, moderate guality of evidence).

We recommend empiric broad-spectrum therapy with one ar more
antimicroblals for patients presenting with sepsis or septic shock to cover all
likely pathogens (including bacterial and potentially fungal or viral coverage)
(strong recommendation, moderate guality of evidence).

We recommend that antimicroblal therapy i narrowed once pathogen

identification and sen aieare established and/or adequate clinical
improverment is nm_n

We recommend against sustained systemic antimicroblal prophylaxis in patients

with severe inflammatory states of noninfectious origin (e.g., severe pancreatits,

burn injury
We recom 0 that dosing strategies of antimicrobials be optimized based on
accepted p harmacokinetic/ pharm acody namic p and specific drug
properties in patients with sepsis of septic sho

We suggest empiric combination therapy (using at least bwo antibiotics of
different antimicrobial classes) aimed at the most likely bacterial pathogen(s) for
the initial management of septic shock (weak recommendation, low guality of
evidence).

Remarks: Readers should review Table & for definitions of emipiric,
targeted/definitve, broad-spectrum, combination, and multid rug therapy before
reading this section.

We suggest that combination therapy not be routinely used for ongoing
treatment of most other serious infections, Including bacteremia and sepsis
without shock (weak recom mendation, low guality of evidence).

Remarks: This does not predude the use of mulidrug therapy to broaden
antimicroblal activity.

We recommend against combination therapy for the routine treatment of
neutro penic sepsis/bacteremia (strong recommendation, moderate guality of
ovidence).

Remarks: This does not predude the use of mulddrug therapy to broaden
antimicrobial activity.

If eombination therapy is used for septic shock, we recommend de-escalation
with discontinuation of com bination therapy within the first few days in
response to clinical im provement and/or evidence of infection resolution. This
applies to both targeted (for culture-positive infections) and empiric (for culture
negative infections) combination Lhcra

We suggest that an antimicrobial treat Htation of 7 to 10 days is adequate
for most serlous infections assoclated with sepsis and septic shock (weak
recommendation, low quality of evidence).

. Wesuggest that longer courses are appropriate in patients who have a slow

clinical response, undrainable focl of infection, bacteremia with Staphylococos
aureus, some fungal and viral infections, or immunologic deficlencles, including
neutropenta (Weak recommendation, low quality of evidence).

We suggest that shorter courses are appropriate in some patients, particularly
those with rapid clinical resolution follow ing effective source control of intra
abdominal or urinary sepsis and those with anatomically uncom plicated
pyelonephritis (weak recommendation, low guality of evidence).

. We recommend dally assessment fgi-de=ssgalation of antimicroblal therapy in
patients with sepsis andsnpntsho

. We suggest that measurement of procalcitonin levels can be used to support

shortening the duration of antimicrobial therapy in sepsis patients (weak
reco mmendation, low quality of evidence).

. We suggest that procalcitonin levels can be used tosupport the discontinuation

of empiric antibiotics in patients who initally ap peared to have sepsis, but
subseguenthy have limited clinical evidence of infection (weak recommendation,
low quality of evidence).

Give AB early for all

+ Broad spectrum

tt narrowed if ...*

Against prophylaxis*

Optimize dosing*

Empiric therapy

Combination therapy

© N o 0o M~ W N B

Combination therapy
9.
10.7-10 days but ...

Combination therapy*

11.Longer courses ...
12.Shorter courses ...
13.De-escalation (BPS)*
14.PCT for shortening

15. PCT+ discontinuation




Aiapkeia Bsparrsiag ornv kAivikn mpaén 2012 -2016

Surviving Sepsis Campaign Guidelines
SSC Guidelines 2012 Intensive Care Med (2017) 43:304-377

/. Duration of therapy typically 7 to 10 days; longer courses may be appropriate in
patients who have a slow clinical response, undrainable foci of infection,
bacteremia with Staphylocaccus aureus, some fungal and viral infections, or
immunologic deficiencies, including neutropenia (grade 2C).

SSC Guidelines 2016

10. We suggest that an antimicrobial treatment duration of 7 to 10 days s adequate
for most serious infections associated with sepsis and septic shock (weak
recommendation, low quality of evidence).

11. We suggest that longer courses are appropriate in patents who have a slow
clinical response, undrainable foci of infection, bacteremia with Staphylococous
aureus, some fungal and viral infections, or immunologic deficiencies, including
neutropenia (Weak recommendation, low quality of evidence).

12. We suggest that shorter courses are appropriate in some patients, partcularly
those with rapid clinical resolution following effective source control of intra-
abdominal or urinary sepsis and those with anatomically uncomplicated
pyelonephritis [weak recommendation, low quality of evidenoe).




H PCT ornv kAivikn mpaén 2012 -2016

Intensive Care Med (2017) 43:304-377

Surviving Sepsis Campaign:
International Guidelines for Management
of Sepsis and Septic Shock: 2016

Andrew Rhodes"”, Laura E. Evans?, Waleed Alhazzani®, Mitchell M. Levy*, Massimo Antonelli®, Ricard Ferrer®,

SSC Guidelines 2012

4. Use of low procalcitonin levels or similar biomarkers to assist the clinician in the
discontinuation of empiric antibiotics in patients who initially appeared septic,
but have no subsequent evidence of infection (grade 2C).

SSC Guidelines 2016

14. We suggest that measurement of procalcitonin levels can be used to support
shortening the duration of antimicrobial therapy in sepsis patients (weak
recommendation, low quality of evidence).

15. We suggest that procalcitonin levels can be used to support the discontinuation
of empiric antibiotics in patients who initially appeared to have sepsis, but
subsequently have limited clinical evidence of infection (weak recommendation,
low quality of evidence).
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The role of Guidelines

The recommendations in this document are
iIntended to provide guidance for the
clinician caring for a patient with severe
sepsis or septic shock.

Recommendations from these guidelines
cannot replace the clinician’s decision-
making capability when he is presented
with a patient’s unique set of clinical

variables.
Surviving Sepsis Campaign: International

Guidelines for Management of Severe Sepsis
and Septic Shock: 2012

R. Phillip Dellinger, MD'; Mitchell M. Levy, MD?* Andrew Rhodes, MB BS?; Djillali Annane, MD*;
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\i’hv You Need to Give Your Team a Compass,
Not a GPS

Shifting terrain, unexpected roadblocks, and surprise attacks can be conquered only by travelers who
can think and act without detailed instructions.

@ WRITE A COMMENT
BY JOSHLINKNER Entrepreneur, author, VC, fazz gultarist f @JoshLinkner
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Why You Need to Give Your Team a Compass,
Nota GPS

A GPS Is certainly a handy tool to help you reach
your destination. When the map Is accurate, you

can sit back and follow your course, no thinking
required.

Your brain can really take a vacation if you're
using the GPS guidance In your car or Google
Map exactly how to navigate every twist and turn,
you can focus elsewhere and simply comply.



Why You Need to Give Your Team a Compass,
Not a Map

Management-by-operating-manuals worked
fine back in the days when markets were
ocal, customers were homogenous,

oroduct cycles occurred over decades, and
complexity was minimal. *

Workers didn't need to think all that much on
their own, as long as following the map would
ensure their safe arrival.




Why You Need to Give Your Team a Compass,
Not a Map
When teams or organizations turn off their
brains and simply follow the map, progress
shrivels.

Shifting terrain, unexpected roadblocks, and
surprise attacks can be conquered only by
travelers who can think and act without
detailed instructions.
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Grading quality of evidence and strength of
recommendations

BMJ 2004;328;1490
doi:10.1136/bm).328.7454.1490

Grading quality of evidence and strength of recommendations
GRADE Working Group

Clinical guidelines are only as good as the evidence and judgments they are based on. The GRADE approach aims to
make it easier for users to assess the judgments behind recommendations

Summary

Users of clinical practice guidelines and other recommendations
need to know how much confidence they can place in the
recommendations. Systematic and explicit methods of making
judgments can reduce errors and improve communication. We
have developed a system for grading the quality of evidence and
the strength of recommendations that can be applied across a
wide range of interventions and contexts. In this article we

present a summary of our approach from the perspective of a
guideline user. Judgments about the strength of a recommenda-
tion require consideration of the balance between benefits and
harms, the quality of the evidence, translation of the evidence
into specific circumstances, and the certainty of the baseline risk.

It is also important to consider costs (resource utilisation) before
making a recommendation. Inconsistencies among systems for



Modified from: Martin-Loeches I, Levy M., Artigas A
Dirug Design, Development and Therapy 20159 2079-2088
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Figure 1 Steroids for treatment of infections, sepsis, and septic shock — ups and downs.
Abbreviations: 55C, Surviving Sepsis Campaign.
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To study the phenomenon of
disease without books is to
sail uncharted sea, while

to study books without
patients 1s not to go to
sea at all.  william Osler

More science quotes at Today in Science History tbdayinsci.com




Evidence Based Medicine:
the wolf in sheep’s clothing Cassiere et al 1998

> “Decisions must be made by clinicians
and not by reviewers,

who combine experience, judgement
and a thoughtful review of the literature”.




Evidence-based medicine or fuzzy logic
Dreyffus and Salmon, Editorial in ICM 2002
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Eivail TToAU 1m0 onuavriko va yvwpilEic Tov
agfevn, mapa tnv agléveia [rmokparnc

The good The good researcher

physician studies the disease:
treats the disease:

the great physician the great clinician

treats the patient “translates” research to

who has the ‘customize treatment”
disease -3 for the patient

William O;'gezr who has the disease



https://el.wikiquote.org/wiki/%CE%99%CF%80%CF%80%CE%BF%CE%BA%CF%81%CE%AC%CF%84%CE%B7%CF%82

Conclusion: this is not a PRO — CON debate
but a debate on “appropriate use” of EBM

Evidence Based Medicine

must be used as a tool for
and not as a substitute

of decision making




