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Abstract

Th is article describes th e Grading of Recommendations Assessment, Dev elopment, and Ev alu ation(GRADE) approach toclassifying
th e directionand streng th of recommendations. Th e streng th of a recommendation, separated intostrong and weak , is defined as th e extent
towh ich one canbe confident th at th e desirable effects of aninterv entionou tweig h its u ndesirable effects. Alternativ e terms for a weak
recommendationinclu de conditional, discretionary, or qu alified. Th e streng th of a recommendationh as specific implications for patients,
th e pu blic, clinicians, and policymak ers. Occasionally, g u ideline dev elopers maychoose tomak e ‘‘only-in-research ’’ recommendations.
Althou g h panels maychoose not tomak e recommendations, th is choice leav es those look ing for answers from g u idelines withou t th e g u id-
ance th eyare seek ing . GRADE th erefore encou rag es panels to, wh erev er possible, offer recommendations. ! 2 0 1 2 Elsev ier Inc. All rig h ts
reserv ed.

Keywords: GRADE; Qu alityof ev idence; Streng th of ev idence; Gu ideline dev elopment; Grading ; Recommendations

1 . Introduction

Inprior papers inth is series dev oted toth e Grading of
Recommendations Assessment, Dev elopment, and Ev alu a-
tion(GRADE) approach tosystematic rev iews and practice

g u idelines, we h av e dealt with th e process before dev elop-
ing recommendations: framing th e qu estion[1 ], choosing
critical and important ou tcomes [2 ], rating th e confidence
ineffect estimates for each ou tcome [3e9 ], rating th e con-
fidence in effect estimates across ou tcomes [1 0 ], dealing
with resou rce u se [1 1 ], creating an ev idence profile and
a Su mmaryof Finding s (SoF) table [1 2 ,1 3 ], and GRADE’s
approach todiagnostic test recommendations. Th is article
addresses GRADE’s approach to categorizing , labeling ,
and wording h ealth care recommendations. As we did in
th e initial article in th is series, we will define strong or

Th e GRADE system h as been dev eloped by th e GRADE Work ing
Grou p. Th e named au th ors drafted and rev ised th is article. A complete list
of contribu tors toth is series canbe fou nd onth e JCE Web site.

* Corresponding au th or.
E-mail address: rafterl@mcmaster.ca (J. Andrews).

0 8 9 5 -4 3 5 6 /$ - see front matter ! 2 0 1 2 Elsev ier Inc. All rig h ts reserv ed.
h ttp://dx.doi.org /1 0 .1 0 1 6 /j.jclinepi.2 0 1 2 .0 3 .0 1 3

Jou rnal of Clinical Epidemiology- (2 0 1 2 ) -

GRADE guidelines: 14. Going from evidence to recommendatio... http://ac.els-cdn.com.libaccess.lib.mcmaster.ca/S08954356120...

1 of 7 2013-03-12 2:42 PM



What is new?

Keypoints
! Th e streng th of a recommendationis defined as th e

extent towh ich one canbe confident th at th e desir-
able consequ ences of aninterv entionou tweig h its
u ndesirable consequ ences.

! Grading of Recommendations Assessment, Dev el-
opment, and Ev alu ationGRADEh as chosena simple
fou r-category classification of recommendations,
a binaryclassificationof recommendations as strong
or weak (alsok nownas conditional, discretionary,
or qu alified) recommendations for or ag ainst a man-
ag ement approach .

! Th e streng th of a recommendation h as specific
implications for patients, th e pu blic, clinicians,
and policy-mak ers.

weak recommendations for or ag ainst a particu lar manag e-
ment approach , and discu ss th e interpretationand presenta-
tionof th ese recommendations. In th e next article in th e
series, we will focu s onth e process of going from th e ev i-
dence toth e recommendations. Th rou g hou t th is article, we
will refer tog u ideline dev elopers as ‘‘th e panel.’’

2 . Presenting direction and streng th of
recommendations

2 .1 . Directionof recommendations

Panels mak e recommendations eith er for (wh enth e desir-
able consequ ences ou tweig h th e u ndesirable consequ ences)
or ag ainst (wh enth e opposite is tru e) a particu lar strateg y, in
relationtoa comparator. With th e GRADE approach , th e
desirable and u ndesirable consequ ences are th e ou tcomes
classified as ‘‘critical’’ and ‘‘important bu t not critical.’’
Th ese ou tcomes are selected at th e ou tset, confirmed wh en
th e resu lts are rev iewed, and presented inth e ev idence pro-
file and SoF table.

In almost all situ ations, th ere are trade-offs between
manag ement strateg ies th at h av e some desirable and some
u ndesirable ou tcomes. Table 1 presents typical categories
of desirable and u ndesirable consequ ences of a manag ement
strateg y. Inev itably, ev alu ating th e balance betweendesir-
able and u ndesirable consequ ences inv olv es ju dg ing th e rel-
ativ e importance of those consequ ences, anissu e we will
address inth e next article.

2 .2 . Streng th of recommendations

Lik e confidence ineffect estimates (qu alityof ev idence),
th e streng th of a recommendationcanbe conceptu alized as

an u nderlying continu u m (Fig . 1 ). Nev erth eless, GRADE
h as chosena simple fou r-categoryclassificationof recom-
mendations. If th e panel is h ig h lyconfident of th e balance
between desirable and u ndesirable consequ ences, th ey
mak e a strong recommendation for (desirable ou tweig h s
u ndesirable) or ag ainst (u ndesirable ou tweig h s desirable)
aninterv ention. If th e panel is less confident of th e balance
betweendesirable and u ndesirable consequ ences, th eyoffer
a weak recommendation. Some panels h av e beenconcerned
abou t th e u se of ‘‘weak ’’ toch aracterize recommendations
becau se a weak recommendation can be confu sed with
weak ev idence, becau se g u ideline u sers mayfeel th eycan
ignore weak recommendations, or becau se u sers mayinter-
pret weak as denoting th at th e panel was u ncertainreg ard-
ing th e rig h t recommendation. GRADE th erefore offers
alternativ e labels: conditional, discretionary, and qu alified
(Box1 ) [1 4 ]. As we will demonstrate, th e fou r-categoryap-
proach tog rading recommendations h as th e merit not only
of simplicity, bu t alsoof direct link s toactiononth e part of
h ealth care prov iders, h ealth care recipients, and policy
mak ers.

2 .3 . Presentationof recommendations

Recommendations inth e passiv e v oice maylack clarity.
We th erefore su g g est th at g u ideline dev elopers present rec-
ommendations inth e activ e v oice. For example, a nu mber
of org anizations u se ‘‘we recommend.’’ and ‘‘we su g -
g est.’’ for strong and weak recommendations, respec-
tiv ely. Alternativ es for a strong recommendation are

Table 1. Categories of typical desirable and u ndesirable ou tcomes of
anexperimental vs. a control intervention

Desirable ou tcomes Undesirable ou tcomes

! Increase longevity
! Redu ctioninmorbid events

interventiondesigned to
prevent

! Resolu tionof symptoms
! Improved qu ality of life
! Decreased resou rce u se

! Decreased longevity
! Immediate seriou s compli-
cations (typically for su rgical
therapies)

! Short-term relatively minor
side effects

! L ong-term rare seriou s
adverse events

! Impaired qu ality of life
! Inconvenience/hassle
! Increased resou rce u se

Fig. 1. Strength of recommendation: a continu u m divided into
categories.
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‘‘Clinicians shou ld.’’ or ‘‘Clinicians shou ld not.’’ or
‘‘Do.’’ or ‘‘Don’t..’’ Alternativ es for a weak recommen-
dationinclu de ‘‘Clinicians mig h t.’’ or ‘‘We conditionally
recommend.’’ or ‘‘We mak e a qu alified recommendation
th at.’’ (Box1 ).

Th ere is, h owev er, limited systematicallycollected ev i-
dence addressing th e wording of th e streng th of recommen-
dations. Ina randomized trial, we compared th ree wording
approach es th at expressed twog rades of recommendation
(‘‘we recommend’’/‘‘we su g g est’’; ‘‘clinicians shou ld’’/‘‘cli-
nicians mig h t’’; ‘‘we recommend’’/‘‘we conditionally rec-
ommend’’) [1 5 ]. None of th e approach es was clearly
su perior toth e oth ers inconv eying th e streng th of recom-
mendations. Lomotanet al. [1 6 ] compared th e ‘‘lev el of ob-
lig ation’’ assigned tov ariou s terms commonlyu sed inh ealth
care g u idelines. Th eyfou nd th at participants assigned differ-
ent lev els of oblig ationto‘‘mu st,’’ ‘‘shou ld,’’ and ‘‘may.’’

Recommendations shou ld always specifyth e popu lation,
and u nless it is obv iou s, th e comparator. Consider for in-
stance, th e following : Inpatients with acu te renal failu re,
we recommend hou rly u rine v olu me measu rement for at
least 2 4 h ou rs. Th e streng th of th is recommendationmay
differ depending onwh eth er th e alternativ e is ev ery2 hou rs
or once a day. Th u s, th e additional specification ‘‘wh en
compared with daily u rine v olu me measu rement’’ is
requ ired.

Sometimes, th e recommendationstatement will inclu de
reference toth e setting , particu larlywh enou r confidence
inestimates of effect wou ld v aryaccording toth e setting .
For instance, a recommendationreg arding carotid endarter-
ectomymig h t v ary depending onth e extent of delay be-
tweena patient’s presentationwith symptoms su g g esting
carotid stenosis and th e performance of su rg ery [1 7 ]. An-
oth er instance wh ensetting maybe important is anexpen-
siv e interv entioninh ig h - v s. low-income cou ntries.

Ing eneral, it is preferable topresent recommendations
infav or of a particu lar manag ement approach rath er th an

ag ainst anapproach . For instance, inconsidering th e addi-
tion of aspirin to clopidog rel in patients who h av e h ad
a strok e, it wou ld be preferable tostate: ‘‘Inpatients who
h av e h ad a strok e, we su g g est clopidog rel alone v s. adding
aspirintoclopidog rel’’ rath er th an‘‘Inpatients whoh av e
h ad a strok e and are u sing clopidog rel, we su g g est not add-
ing aspirin.’’

Nev erth eless, wh ena u seless or h armfu l th erapy is in
wide u se, recommendations ag ainst a manag ement ap-
proach are appropriate. For instance, ‘‘Inpatients u ndergo-
ing cardiac su rg erywhowere not prev iou slyreceiv ing beta
block ers, we su g g est not initiating perioperativ e beta
block er th erapy.’’

Unfortu nately, misinterpretation is possible howev er
streng th of recommendations is expressed. We su g g est
g u ideline dev elopers consider u sing both symbols (wh ich
may be less confu sing th annu mbers or letters [1 8 ]) and
words toexpress streng th of recommendations. We su g g est
[[ as a symbol for strong recommendations and [? for
weak recommendations. For g u ideline dev elopers preferring
nu mbers or letters, we su g g est ‘‘1 ’’ for strong recommenda-
tions and ‘‘2 ’’ for weak . For those whoprefer a pictorial rep-
resentation, balancing scales are depicted in (Fig . 2 ).
Wh atev er terms g u ideline dev elopers elect to u se (e.g .,
weak , conditional, discretionary, or qu alified), we su g g est
th at th eyu se th ese consistentlyacross different g u idelines.
Explanations of th e meaning and implications of strong
and weak recommendations shou ld be readily accessible,
for example, u sing h yperlink s inelectronic pu blications, to
facilitate correct interpretation.

3 . Meaning of recommendations in GRADE

3 .1 . Wh at GRADE means by strong and weak
recommendationsdfor clinicians and patients

Using th e GRADE approach , g u ideline au th ors mak e
a strong recommendationwh enth eybeliev e th at all or al-
most all informed people wou ld mak e th e recommended
ch oice for or ag ainst aninterv ention. Consider, for exam-
ple, th e recommendationtotak e su pplemental folate be-
fore and du ring th e preg nancy. Hig h -qu ality ev idence
su g g ests folate prev ents neu ral tu be defects, a catastroph ic
ou tcome of preg nancy [1 9 ,2 0 ]. Folate is inexpensiv e and

Box1 Terminology: weak recommendations

We h av e referred to recommendations as strong
and weak . Howev er, some g u ideline panels experi-
ence an u nintended neg ativ e connotation with th e
word ‘‘weak ,’’ and possible u nintended conflation
with ‘‘weak ev idence.’’ We su g g est th ree alternativ e
terms th at panels maychoose tou se: conditional, dis-
cretionary, or qu alified. Recommendations may be
conditional u ponpatient v alu es and preferences, th e
resou rces av ailable or th e setting inwh ich th e inter-
v ention will be implemented. Recommendations
maybe at th e discretionof th e patient and clinician,
or qu alified with anexplanationabou t th e issu es h at
wou ld lead decisions tov ary.

Fig. 2. Balance scales to depict strong vs. weak recommendations.
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h as noprov enadv erse effects. Becau se th e desirable con-
sequ ences sog reatlyou tweig h th e neg ativ e, th e dedu ction
th at all informed women wou ld ch oose to tak e
su pplemental folate is secu re, th u s warranting a strong
recommendation.

Incontrast, g u ideline panels u sing GRADE mak e a weak
recommendation wh en th ey believ e th at most informed
people wou ld choose th e recommended cou rse of action,
bu t a su bstantial nu mber wou ld not. Consider th e recom-
mendationinfav or of adju v ant ch emoth erapy for women
with earlystag e breast cancer. Most womenwou ld choose
th e recommended cou rse of action, bu t anappreciable nu m-
ber wou ld choose not totak e ch emoth erapy, becau se th ey
feel th at th e small possible benefits insu rv iv al donot ju s-
tify th e su ffering resu lting from th e seriou s side effects of
ch emoth erapy[2 1 ].

Giv enth at a strong recommendationimplies u niformity
of choice and a weak recommendationimplies v ariability,
strong and weak recommendations h av e direct implica-
tions for th e patienteprov ider dyad at th e point of deci-
sion mak ing . Alth ou g h recognizing th at it is always
v alu able for prov iders todiscu ss decisions with patients,
allocationof time will differ g iv enth e streng th of a recom-
mendation. Wh en a recommendation is weak , clinicians
and oth er h ealth care prov iders need todev ote more time
to th e process of sh ared decisionmak ing by wh ich th ey
ensu re th at th e informed choice reflects indiv idu al v alu es
and preferences (Box1 ). Th is is lik elytoinv olv e ensu ring
patients u nderstand th e implications of th e choices th ey
are mak ing , possibly u sing a formal decisionaid. Wh en
recommendations are strong , clinicians may spend less
time on th e process of mak ing a decision, and focu s
efforts on ov ercoming barriers to implementation or
adh erence.

3 .2 . Wh at GRADE means by strong and weak
recommendationsdfor policy makers

Th e implicationof a strong recommendationfor policy
mak ers is th at th e recommendation can be adopted as
a policyinmost situ ations. A strong recommendationim-
plies th at v ariability inclinical practice betweenindiv id-
u als or reg ions wou ld lik ely be inappropriate. Th u s, for
gov ernments, institu tions, prov ider g rou ps, or th ird-party
payers responsible for ensu ring h ig h -qu ality care, strong
recommendations also constitu te candidates for perfor-
mance measu res (qu ality of care criteria). For policy
mak ers, th e implicationof a weak recommendationis th at
policymak ing will requ ire su bstantial debate and inv olv e-
ment of manystak eh olders. A weak recommendationim-
plies th at v ariability between indiv idu als or reg ions may
be appropriate, and u se as a qu ality of care criterion is
inappropriate u nless th e criterion is wh eth er patients
were properly informed and h elped to mak e a decision
consistent with th eir own v alu es (su ch as by th e u se of
a decisionaid).

3 .3 . Strong does not necessarily meana priority
recommendation

Th e streng th of a recommendationmaynot be directly
correlated with its priorityfor implementation. Th e impor-
tance or prioritizationof a recommendationmaydiffer, de-
pending on th e targ et au dience for th e recommendation:
patients, th e pu blic, clinicians, or policymak ers. Gov ern-
ments and pu blic h ealth officials considering a pu blic
h ealth interv entionmu st consider sev eral factors beyond
th e streng th of a recommendation. Th ese factorsdof lesser
relev ance to recommendations directed at cliniciansd
inclu de th e prev alence of th e h ealth problem (h ig h er prior-
ity for more commonconditions), ease of implementation
(h ig h er priority for interv entions th at canbe implemented
now), considerations of equ ity(h ig h er priorityfor interv en-
tions th at contribu te toredu cing address h ealth inequ ities),
total costs tosociety (lower priorityfor interv entions with
h ig h total costs), and th e potential for improv ement inqu al-
ityof care (lower priority for recommendations with cu r-
rent h ig h adh erence). Th erefore, gov ernment and pu blic
h ealth officials mayplace a lower priorityonimplementing
strong recommendations althou g h th eyare important for in-
div idu al patients. For instance, a National Institu te for Clin-
ical Excellence (NICE) g u ideline concerning h ipfractu res
did not consider implementationof a recommendationto
u se anintramedu llarynail inpatients with su btroch anteric
fractu re a h ig h priority becau se th e practice is already
widespread [2 2 ].

If g u ideline panels are addressing fu nders or h ealth sys-
tem manag ers, th eyshou ld mak e transparent th e manner in
wh ich factors related toprev alence, equ ity, cost, and im-
prov ing qu alityof care influ ence th eir priorities. Sometimes
th ese same factors caninflu ence recommendations, partic-
u larlywh eng u ideline panels are mak ing recommendations
for clinicians and patients onbeh alf of fu nders. Wh enth is
is th e case, th eyshou ld be explicit abou t th e additional fac-
tors th at are considered, th is shou ld be done consistently,
and it shou ld be transparent wh enth ese oth er factors influ -
enced a recommendation.

4 . Transparent values and preferences

Inth is section, we deal with th e explicit and transparent
presentationof th e v alu es and preferences u nderlying rec-
ommendations (Box2 ). Inth e next article inth e series, we
deal with th e sou rces of th e v alu es and preferences and
how tou se th em inth e process of mak ing recommendations.

Ideally, g u idelines will state fou ndational assu mptions
abou t th e v alu es and preferences th at u nderlie th eir recom-
mendations for th e targ et popu lation. For instance, a g u ide-
line addressing issu es of th rombosis prev ention and
treatment inpregnancynoted: ‘‘Ou r recommendations re-
flect a belief th at most womenwill place a low v alu e on
av oiding th e pain, cost, and inconv enience of h eparin
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th erapytoav oid th e small risk of ev ena minor abnormality
inth eir ch ild’’ associated with warfarinprophylaxis [2 3 ].

Inadditionto, or inplace of, mak ing su ch g eneral state-
ments, panels may find it appropriate tomak e statements
associated with specific recommendations th at are particu -
larlysensitiv e tov alu es and preferences. For instance, two
panels th at were part of a broader g u ideline effort made ap-
parently contradictory recommendations reg arding aspirin
v s. clopidog rel inpatients with ath erosclerotic v ascu lar dis-
ease, despite u sing th e same u nderlying ev idence from
a trial th at enrolled both patients with th reatened strok e
and those with periph eral v ascu lar disease [2 4 ]. Th e strok e
panel th at recommended clopidog rel ov er aspirin stated:
‘‘Th is recommendation. places a relativ ely h ig h v alu e
ona small absolu te risk redu ctioninstrok e rates, and a rel-
ativ ely low v alu e onminimizing dru g expenditu res [2 5 ].’’
Th e periph eral v ascu lar disease panel th at recommended
aspirin ov er clopidog rel, stated: ‘‘Th is recommendation
places a relativ ely h ig h v alu e onav oiding larg e expendi-
tu res toach iev e small redu ctions inv ascu lar ev ents’’ [2 6 ].
Th e recommendations su g g est opposite cou rses of action.
Both are appropriate g iv en th e stated v alu es and prefer-
ences, wh ich were made explicit inqu alifying statements
accompanying each recommendation. Th ese conflicting
recommendations illu strate th e importance of th e v alu es
and preferences u nderlying th e recommendations, th e
sou rce of wh ich we will discu ss inth e next article.

Anoth er waytoframe v alu es and preferences statements
th at panels maywant toconsider is interms of patients who
donot sh are th e v alu es and preferences u nderlying th e rec-
ommendation. UpToDate u ses th is approach . For instance,
inth eir topic dealing with th e treatment of ach alasia th ey
say: ‘‘For most h ealth ypatients u ndergoing aninv asiv e pro-
cedu re, we su g g est minimally inv asiv e su rg ical myotomy
rath er th an pneu matic dilatation. Patients who prefer to
av oid su rg eryand th e h ig h rates of g astroesoph ag eal reflu x
disease seenafter su rg ery, and whoare willing toaccept
a h ig h er initial failu re rate and long -term recu rrence rate,
canreasonablychoose pneu matic dilatation’’ [2 7 ].

Th e text describing th e rationale for th e recommenda-
tions shou ld state wh ich ou tcomes th e panel ju dg ed critical,
wh ich important, and wh ich were not inclu ded. For recom-
mendations particu larly dependent on v alu es and prefer-
ences, and those for wh ich v alu es and preferences are
less certain, au th ors shou ld place statements abou t u nderly-
ing v alu es and preferences with th e recommendationstate-
ment rath er th aninth e accompanying text.

For instance, a g u ideline panel made a recommendation
for th rombolytic th erapyinth e context of acu te strok e [2 8 ].
Th rombolytic th erapy improv es long -term fu nctional ou t-
come at th e cost of anincrease inimmediate bleeding th at
is sometimes fatal. Th u s, th e panel felt compelled toadd
th e following statement immediatelyfollowing th e recom-
mendation: ‘‘Th is recommendationplaces relativ elymore
weig h t onov erall prospects for long -term fu nctional im-
prov ement despite th e increased risk of symptomatic intra-
cerebral h emorrh ag e inth e immediate peristrok e period.’’
Th is prominent positioning of th e statements will mak e it
less lik elyth at consu mers of th e g u idelines miss th e impor-
tance of th e v alu es and preference ju dgments.

5 . Special recommendation in GRADE

5 .1 . Recommendations tou se interventions only in
research may be appropriate

Panels mayface decisions abou t promising interv entions
associated with appreciable h arms or costs and with insu ffi-
cient ev idence of benefit tosu pport th eir u se. Th eymaybe
relu ctant, onone h and, torecommend ag ainst su ch interv en-
tions ou t of fear th at th eywill stifle fu rth er inv estig ation. At
th e same time, th eymayworryabou t encou rag ing th e rapid
diffu sionof potentiallyineffectiv e or h armfu l interv entions,
and prev enting recru itment toresearch already u nder way,
by prov iding prematu re fav orable recommendations for
th eir u se.

Th e adv erse consequ ences of recommendations tou se
dieth ylstilbestrol for th e prev ention of miscarriag e
[2 9 ,3 0 ] h ig h lig h t th e risk of prematu re fav orable recom-
mendations (risk s inth e ch ildrenof clear cell adenocarci-
noma of th e v ag ina and cerv ix, breast cancer, reprodu ctiv e
tract anomalies, infertility, and u ndescended testicles).
Wh eninterv entions h av e a larg e component of fixed costs
su ch as equ ipment or facilities, an additional problem
with prematu re recommendations infav or of aninterv en-
tionis th e risk of irretriev able allocationof resou rces th at
wou ld be better spent elsewh ere. Consider, for instance,
th e impact of prior recommendations to u se continu ou s
electronic fetal h eart rate monitoring du ring labor in
low-risk pregnancy [3 1 ,3 2 ].

Recommendations for u se of aninterv entiononlyinth e
context of research may ameliorate th ese problems. Su ch
a recommendationmayprov ide an important stimu lu s to
efforts to answer important research qu estions, th u s

Box2 Terminology: values and preferences

Valu es and preferences is anov erarch ing term th at in-
clu des patients’ perspectiv es, beliefs, expectations, and
goals for h ealth and life [3 7 ]. More precisely, th eyrefer
toth e processes th at indiv idu als u se inconsidering th e
potential benefits, h arms, costs, limitations, and
inconv enience of th e manag ement options inrelation
toone anoth er. For some, th e term ‘‘v alu es’’ h as th e
closest connotationtoth ese processes. For oth ers, th e
connotationof ‘‘preferences’’ best captu res th e notion
of choice. Th u s, we u se both words tog eth er to
conv eyth e concept.
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resolv ing u ncertainty abou t optimal patient manag ement
[3 3 ]. For instance, a NICE g u ideline addressing manag e-
ment of patients with h ipfractu re noted th e lack of a clear
manag ement path way for patients admitted from care
homes, th e lack of randomized trials, and identified th is
as a research priority[2 2 ].

Only-in-research recommendations will be appropriate
wh en th ree conditions are met: th ere is insu fficient ev i-
dence su pporting aninterv entionfor a panel torecommend
its u se; fu rth er research h as a larg e potential for redu cing
u ncertaintyabou t th e effects of th e interv ention; and fu rth er
research is deemed good v alu e for th e anticipated costs.

Th e research recommendations shou ld be detailed re-
g arding th e specific research qu estions th at inv estig ators
shou ld address, particu larly wh ich patient-important ou t-
comes th ey shou ld measu re [3 4 ]. Th e recommendation
for research maybe accompanied byanexplicit strong rec-
ommendationnot tou se th e experimental interv entionou t-
side of th e research context.

5 .2 . Gu ideline panels may ch oose tonot make
recommendations

Not infrequ ently, panels may find th emselv es relu ctant
tomak e a recommendationfor or ag ainst a particu lar man-
ag ement strateg y, and also conclu de th at an ‘‘only-in-
research ’’ recommendationis inappropriate. Th ere are two
v erydifferent reasons for relu ctance tomak e recommenda-
tions. One is th at th e confidence ineffect estimates is solow
th at th e panels feel a recommendationis toospecu lativ e.
Th e US Prev entativ e Serv ices Task Force (USPSTF) h as
prov ided a thou g h tfu l discu ssionof th is situ ation, and some
compelling examples (e.g ., v isu al inspectiontoscreenfor
sk incancer) [3 5 ].

Th e second reasonis th at alth ou g h ou r confidence inef-
fect estimates is moderate or ev enh ig h , th e trade-offs are
so closely balanced, and th e v alu es and preferences and
resou rce implications not k nownor toov ariable, th at th e
panel h as g reat difficu lty deciding on th e direction of
a recommendation.

Th e USPSTF h as remark ed th at clinicians ‘‘indicate
fru strationwith th e lack of g u idance’’ wh enth e task force
fails to mak e recommendations [3 5 ]. As th e USPSTF
states: ‘‘Decisionmak ers donot h av e th e lu xu ryof waiting
for certainev idence. Ev enthou g h ev idence is insu fficient,
th e clinicianmu st still prov ide adv ice, patients mu st mak e
choices, and policymak ers mu st establish policies [3 5 ].’’

Clinicians will rarelyexplore th e ev idence as thorou g h ly
as a g u ideline panel, nor dev ote as mu ch thou g h t to th e
trade-offs, or th e possible u nderlying v alu es and prefer-
ences inth e popu lation. We th erefore encou rag e panels to
deal with th eir discomfort and tomak e recommendations
ev enwh enconfidence ineffect estimate is low and/or desir-
able and u ndesirable consequ ences are closely balanced.
Su ch recommendations will inev itably be weak , and may
be accompanied byqu alifications.

Inth e u nu su al circu mstances inwh ich panels choose not
tomak e recommendations, th eyshou ld specifywh eth er th is
is onth e basis of v ery low confidence ineffect estimates,
or becau se th ey feel th e balance between desirable and
u ndesirable consequ ences is so close th ey cannot mak e
a recommendation.

A th ird reasona panel maybe relu ctant tomak e a recom-
mendationis th at twomanag ement options h av e v erydiffer-
ent u ndesirable consequ ences, and indiv idu al patients’
reactions toth ese consequ ences are lik elytobe sodifferent
th at it mak es little sense toth ink abou t typical v alu es and
preferences. Consider, for instance, adu lt patients with th al-
assemia major considering h ematopoietic cell transplanta-
tionv s. continu ed medical treatment with transfu sionand
ironch elation. Su ch patients mayface, onone h and, a possi-
bility of cu re of th eir th alassemia with transplant bu t an
earlymortalityrisk of approximately3 3 %, and onth e oth er
th e prospect of continu ed morbidityand anu ncertainprog -
nosis. A g u ideline panel may consider th at insu ch situ a-
tions, th e only sensible recommendation is a discu ssion
betweenpatient and physiciantoascertainth e patient’s pref-
erences. Gu ideline panels shou ld not, howev er, fail tomak e
a recommendationsimplybecau se indiv idu al patients will
mak e differing choices: th at patients will mak e differing
choices is a defining featu re of a weak recommendation.

6 . Conclusion

Gu ideline dev elopers h av e u sed widely v arying presen-
tations of recommendations, and g enerally fail tospecify
th e implications of recommendations for patients, clini-
cians, and policymak ers. For instance, Hu ssainet al. [3 6 ]
observ ed important v ariationinformu lations of recommen-
dations with inand across g u idelines. GRADE’s approach
to standardized terminology and presentation, and clear
specificationof th e implications of strong and weak recom-
mendations, addresses th ese shortcoming s.

References

[1 ] Gu yatt GH, OxmanAD, Ku nz R, Atk ins D, Brozek J, Vist G, et al.
GRADE g u idelines: 2 . Framing th e qu estionand deciding onimpor-
tant ou tcomes. J ClinEpidemiol 2 0 1 1 ;6 4 :3 9 5e4 0 0 .

[2 ] Gu yatt G, OxmanAD, Ak l EA, Ku nz R, Vist G, Brozek J, et al.
GRADE g u idelines: 1 . Introdu ction-GRADE ev idence profiles and
su mmaryof finding s tables. J ClinEpidemiol 2 0 1 1 ;6 4 :3 8 3e9 4 .

[3 ] Gu yatt GH, OxmanAD, Vist G, Ku nz R, Brozek J, Alonso-CoelloP,
et al. GRADE g u idelines: 4 . Rating th e qu alityof ev idencedstu dy
limitations (risk of bias). J ClinEpidemiol 2 0 1 1 ;6 4 :4 0 7e1 5 .

[4 ] Balsh em H, Helfand M, Sch u nemann H, Oxman AD, Ku nz R,
Brozek J, et al. Grade g u idelines: 3 Rating th e qu alityof ev idenced
introdu ction. J ClinEpidemiol 2 0 1 1 ;6 4 :4 0 1e6 .

[5 ] Gu yatt G, OxmanAD, Ku nz R, Brozek J, Alonso-CoelloP, Rind D,
et al. Grade g u idelines: 6 . Rating th e qu alityof ev idence: impreci-
sion. J ClinEpidemiol 2 0 1 1 ;6 4 :1 2 8 3e9 3 .

[6 ] Gu yatt GH, OxmanAD, Montori V, Vist G, Ku nz R, Brozek J, et al.
GRADE g u idelines: 5 . Rating th e qu alityof ev idencedpu blication
bias. J ClinEpidemiol 2 0 1 1 ;6 4 :1 2 7 7e8 2 .

6 J. Andrews et al. / Jou rnal of Clinical Epidemiolog y - (2 0 1 2 ) -

GRADE guidelines: 14. Going from evidence to recommendatio... http://ac.els-cdn.com.libaccess.lib.mcmaster.ca/S08954356120...

6 of 7 2013-03-12 2:42 PM



[7 ] Gu yatt GH, OxmanAD, Ku nz R, Woodcock J, Brozek J, Helfand M,
et al. GRADE g u idelines: 7 . Rating th e qu ality of ev idenced
inconsistency. J ClinEpidemiol 2 0 1 1 ;6 4 :1 2 9 4e3 0 2 .

[8 ] Gu yatt GH, OxmanAD, Ku nz R, Woodcock J, Brozek J, Helfand M,
et al. GRADE g u idelines: 8 . Rating th e qu ality of ev idenced
indirectness. J ClinEpidemiol 2 0 1 1 ;6 4 :1 3 0 3e1 0 .

[9 ] Gu yatt GH, OxmanAD, Su ltan S, Glasziou P, Ak l EA, Alonso-
CoelloP, et al. GRADE g u idelines: 9 . Rating u pth e qu alityof ev i-
dence. J ClinEpidemiol 2 0 1 1 ;6 4 :1 3 1 1e6 .

[1 0 ] Gu yatt GH, OxmanAD, Su ltanS, Brozek J, Glasziou P, Alonso-
CoelloP, et al. GRADE g u idelines: 1 1 . Mak ing anov erall rating of
th e qu alityof ev idence for a sing le ou tcome and for all ou tcomes.
J ClinEpidemiol 2 0 1 3 ;6 6 :1 5 1e7 .

[1 1 ] Bru netti M, Sh emilt I, PregnoS, Vale L, OxmanAD, Lord J, et al.
GRADE g u idelines 1 1 . Special ch alleng es: confidence inestimates
for resou rce u se. J ClinEpidemiol 2 0 1 3 ;6 6 :1 4 0e5 0 .

[1 2 ] Gu yatt GH, OxmanAD, SantessoN, Helfand M, Vist G, Ku nz R,
et al. GRADE g u idelines: 1 2 . Preparing su mmaryof finding s tables:
binaryou tcomes. J ClinEpidemiol 2 0 1 3 ;6 6 :1 5 8e7 2 .

[1 3 ] Gu yatt GH, Thorlu nd K, Oxman AD, Walter S, Patrick D,
Fu ru k awa TA, et al. GRADE g u idelines: 1 3 . Preparing su mmaryof
finding s tables: continu ou s ou tcomes. J Clin Epidemiol 2 0 1 3 ;6 6 :
1 7 3e8 3 .

[1 4 ] Chong L, Nasser M, Glasziou P. Wh at shou ld we call weak recom-
mendations? Newsl Int Soc Ev id Based Health Care 2 0 1 1 ;2 :6 .

[1 5 ] Ak l E, Gu yatt GH, Lev ine M, FeldsteinD, Irani J, Sh aneyfelt T, et al.
‘‘Mig h t’’ or ‘‘su g g est’’? Nowording approach was clearlysu perior in
conv eying th e streng th of recommendation. J Clin Epidemiol
2 0 1 2 ;6 5 :2 6 8e7 5 .

[1 6 ] LomotanEA, Mich el G, LinZ, Sh iffmanRN. How ‘‘shou ld’’ we
write g u ideline recommendations? Interpretationof deontic terminol-
ogyinclinical practice g u idelines: su rv eyof th e h ealth serv ices com-
mu nity. Qu al Saf Health Care 2 0 1 0 ;1 9 (6 ):5 0 9e1 3 .

[1 7 ] Roth well PM. External v alidity of randomised controlled trials:
‘‘to whom do th e resu lts of th is trial apply?’’. Lancet 2 0 0 5 ;3 6 5 :
8 2e9 3 .

[1 8 ] Ak l EA, Marou nN, Gu yatt G, OxmanAD, Alonso-CoelloP, Vist GE,
et al. Symbols were su perior tonu mbers for presenting streng th of
recommendations toh ealth care consu mers: a randomized trial. J Clin
Epidemiol 2 0 0 7 ;6 0 :1 2 9 8e3 0 5 .

[1 9 ] Folic acid for th e prev entionof neu ral tu be defects: U.S. Prev entiv e
Serv ices Task Force recommendation statement. Ann Intern Med
2 0 0 9 ;1 5 0 :6 2 6e3 1 .

[2 0 ] Wolff T, Witk opCT, Miller T, Syed SB. Folic acid su pplementation
for th e prev entionof neu ral tu be defects: anu pdate of th e ev idence
for th e U.S. Prev entiv e Serv ices Task Force. Ann Intern Med
2 0 0 9 ;1 5 0 :6 3 2e9 .

[2 1 ] Wh elanT, Sawk a C, Lev ine M, Gafni A, ReynoL, WillanA, et al.
Helping patients mak e informed choices: a randomized trial of a de-
cisionaid for adju v ant ch emoth erapyinlymph node-neg ativ e breast
cancer. J Natl Cancer Inst 2 0 0 3 ;9 5 :5 8 1e7 .

[2 2 ] National Institu te for Health and Clinical Excellence. Hipfractu re:
th e manag ement of h ip fractu re in adu lts. Clinical g u ideline 1 2 4 .

London, UK; National Institu te for Health and Clinical Excellence;
Ju ne 2 0 1 1 .

[2 3 ] Bates SM, Greer IA, Pabing er I, Sofaer S, Hirsh J. Venou s th rombo-
embolism, th romboph ilia, antith rombotic th erapy, and pregnancy:
American Colleg e of Ch est Ph ysicians Ev idence-Based Clinical
Practice Gu idelines (8 th edition). Ch est 2 0 0 8 ;1 3 3 (6 Su ppl):
8 4 4 Se8 6 S.

[2 4 ] A randomised, blinded, trial of clopidog rel v ersu s aspirininpatients
at risk of isch aemic ev ents (CAPRIE). CAPRIE Steering Committee.
Lancet 1 9 9 6 ;3 4 8 :1 3 2 9e3 9 .

[2 5 ] Albers GW, AmarencoP, EastonJD, SaccoRL, Teal P. Antith rom-
botic and th rombolytic th erapy for isch emic strok e: th e Sev enth
ACCP Conference on Antith rombotic and Th rombolytic Th erapy.
Ch est 2 0 0 4 ;1 2 6 (3 Su ppl):4 8 3 Se5 1 2 S.

[2 6 ] Clag ett GP, Sobel M, Jack son MR, Lip GY, Tang elder M,
Verh aeg h e R. Antith rombotic th erapyinperiph eral arterial occlu siv e
disease: th e Sev enth ACCP Conference on Antith rombotic and
Th rombolytic Th erapy. Ch est 2 0 0 4 ;1 2 6 (3 Su ppl):6 0 9 Se2 6 S.

[2 7 ] Spech ler SJ, Ach alaisa. In: UpToDate, Grov er S, depu ty editor,
Basow DS, Editor. Walth am, MA; UpToDate; April 2 5 , 2 0 1 2 .

[2 8 ] Albers GW, AmarencoP, EastonJD, SaccoRL, Teal P. Antith rom-
botic and th rombolytic th erapy for isch emic strok e: AmericanCol-
leg e of Ch est Ph ysicians Ev idence-Based Clinical Practice
Gu idelines (8 th edition). Ch est 2 0 0 8 ;1 3 3 (6 Su ppl):6 3 0 Se6 9 S.

[2 9 ] Apfel RJ, Fish er SM. Todonoh arm: DES and th e dilemmas of mod-
ernmedicine. New Hav en, CT: Yale Univ ersityPress; 1 9 8 4 .

[3 0 ] Du ttonDB. Worse th an th e disease: pitfalls of medical prog ress.
Cambridg e, UK: Cambridg e Univ ersityPress; 1 9 8 8 .

[3 1 ] Alfirev icm Z, Dev aneD, Gyte G. Continu ou s cardiotocog raphy(CTG)
as a form of electronic fetal monitoring (EFM) for fetal assessment
du ring labou r. Coch rane Database Syst Rev 2 0 0 6 ;3 :CD0 0 6 0 6 6 .

[3 2 ] Sibanda J, Beard RW. Influ ence onclinical practice of rou tine intra-
partu m fetal monitoring . Br Med J 1 9 7 5 ;3 :3 4 1e3 .

[3 3 ] ListonR, Sawch u ck D, You ng D, Societyof Obstetrics and Gynae-
colog ists of Canada, British Colu mbia Perinatal Health Prog ram. Fe-
tal Health Su rv eillance: antepartu m and intrapartu m consensu s
g u ideline. J Obstet Gynaecol Can2 0 0 7 ;2 9 (9 Su ppl 4 ):S3e5 6 . Erra-
tu m in: J Obstet Gynaecol Can2 0 0 7 ;2 9 (1 1 ):9 0 9 .

[3 4 ] Brown P, Bru nnh u ber K, Ch alk idou K, Ch almers I, Clark e M,
FentonM, et al. How to formu late research recommendations. Br
Med J 2 0 0 6 ;3 3 3 :8 0 4e6 .

[3 5 ] Petitti DB, Teu tsch SM, Barton MB, Sawaya GF, Ock ene JK,
DeWitt T. Update onth e methods of th e U.S. Prev entiv e Serv ices
Task Force: insu fficient ev idence. Ann Intern Med 2 0 0 9 ;1 5 0 :
1 9 9e2 0 5 .

[3 6 ] Hu ssainT, Mich el G, Sh iffmanRN. Th e Yale Gu ideline Recommen-
dationCorpu s: a representativ e sample of th e k nowledg e content of
g u idelines. Int J Med Inform 2 0 0 9 ;7 8 :3 5 4e6 3 .

[3 7 ] Montori V, Dev ereau x P, Strau s S, Haynes B, Gu yatt G. Decision
mak ing and th e patient. In: Gu yatt G, Rennie D, Meade M,
Cook D, editors. Th e u sers’ g u ides toth e medical literatu re: a manu al
for ev idence-based clinical practice. 2 nd ed. New York , NY:
McGraw-Hill; 2 0 0 8 .

7J. Andrews et al. / Jou rnal of Clinical Epidemiolog y - (2 0 1 2 ) -

GRADE guidelines: 14. Going from evidence to recommendatio... http://ac.els-cdn.com.libaccess.lib.mcmaster.ca/S08954356120...

7 of 7 2013-03-12 2:42 PM


