
How can a STRONG 
recommendation be based on 
VERY LOW quality evidence?



Background

• Grad ing of Re com m e nda t ions , As s e s s m e n t , De ve lopm e n t  and  Eva lua t ion  
(GRADE) is  a  wide ly us e d  ra t ing s ys t e m

• Se ve ra l COG- e ndors e d  s upport ive  ca re  gu ide line s  have  us e d  t he  GRADE 
app roach

GRADE cla s s ifie s  
Re com m e nda t ions  a s  STRONG or WEAK  
a nd
Qua lit y of t he  Evide nce * a s  VERY LOW, LOW, MODERATE or HIGH
*Re fle ct s  t he  le ve l of confide nce  t ha t  t he  e s t im a te  of a n int e rve nt ion’s  e ffe ct  is  corre ct  



Quality of the body of evidence

High  ⊕⊕⊕⊕ We  a re  ve ry confide n t  t ha t  t he  t rue  e ffe c t  lie s  c los e  t o  t ha t  of t he  e s t im a t e  of t he  
e ffe c t

Mode ra t e  ⊕⊕⊕
We  a re  m ode ra t e ly confide n t  in  t he  e ffe c t  e s t im a t e : The  t rue  e ffe c t  is  like ly t o  be  
c los e  t o  t he  e s t im a t e  of t he  e ffe c t , bu t  t he re  is  a  pos s ib ilit y t ha t  it  is  s ubs t an t ia lly 
d iffe re n t

Low ⊕⊕
Our confide nce  in  t he  e ffe c t  e s t im a t e  is  lim it e d : The  t rue  e ffe c t  m ay be  
s ubs t an t ia lly d iffe re n t  from  t he  e s t im a t e  of t he  e ffe c t

Ve ry Low ⊕
We  have  ve ry lit t le  confide nce  in  t he  e ffe c t  e s t im a t e : The  t rue  e ffe c t  is  like ly t o  be  
s ubs t an t ia lly d iffe re n t  from  t he  e s t im a t e  of e ffe c t

Strength of Recommendation

St rong
Mos t  pe op le  would  wan t  and  s hou ld  re ce ive  t he  re com m e nde d  cours e  of ac t ion . 
The  re com m e nda t ion  can  be  adap t e d  a s  a  policy in  m os t  s it ua t ions . 

We ak

The re  is  a  ne e d  for s ubs t an t ia l de ba t e  and  involve m e nt  of s t ake holde rs  in  policy 
m aking.  The  m a jorit y of pe op le  would  wan t  t he  re com m e nde d  cours e  of ac t ion , bu t  
m any would  not .  Clin ic ians  s hou ld  be  m ore  p re pa re d  t o  he lp  pa t ie n t s  t o  m ake  a  
de c is ion  t ha t  is  cons is t e n t  wit h  t he ir own va lue s .

w e b s it e : h t t p :/ / w w w .gra d e w ork inggroup .org/



In this module we explain how a STRONG 
GRADE GUIDELINE RECOMMENDATION can 
be based on very low / low quality evidence 
is and how to integrate such 
recommendations into your practice



GRADE Recommendations: A Balance of Factors

FOR AGAINST

Possible factors: Benefits 
and Harms

Quality of the Evidence
Values

Acceptability
Feasibility

Equity
Costs



Because GRADE incorporates separate judgments of evidence 
quality and strength of recommendation…

High quality evidence does not necessarily lead to a strong 
recommendation

AND

High quality evidence does not necessarily lead to a strong 
recommendation



Strong Recommendation

If a ft e r we igh ing a ll fac t ors , t he  gu id e line  p ane l is  ve ry ce rt a in  
t ha t  d e s irab le  e ffe c t s  ou t we igh  und e s irab le  e ffe c t s , t he y will 
m ake  a  s t rong re com m e nd a t ion  

Possible factors: Benefits 
and Harms

Quality of the Evidence
Values

Acceptability
Feasibility

Equity
Costs FOR AGAINST



GRADE example: Should oral direct thrombin and factor Xa 
inhibitors be used in pregnancy for women requiring 
anticoagulation?

We igh ing t he  fa c t ors : 

• *High  ce rt a in t y (i.e . h igh  q ua lit y 
e vid e nce  )of s im ila r e ffe c t s  of 
d iffe re n t  an t icoagu lan t s

• #  Howe ve r, t he re  is  low q ua lit y 
e vid e nce  (i.e . low ce rt a in t y of t he  
e ffe c t ) s ugge s t ing p ot e n t ia l ha rm  t o 
t he  unb orn  in fan t  wit h  ora l d ire c t  
t h rom b in  and  fac t or Xa  inh ib it ors FOR AGAINST



This  m e a ns : 
Alm os t  a ll wom e n  wou ld  

not  wan t  t o  us e  ora l d ire c t  
t h rom b in  and  fac t or Xa  

inh ib it ors  s up p le m e n t s  in  
p re gnancy and  c lin ic ians  
s hou ld  not  p re s c rib e  it  in  

t h is  s e t t ing

The guideline panel therefore made a STRONG 
recommendation against the use of oral direct thrombin and 
factor Xa inhibitors in pregnancy

For Against



Implications for practice 

*Source : h t t p :/ / www.grad e workinggroup .org/

Im p lica t ions St rong re com m e nda t ion

For pa t ie n t s Mos t  ind ivid ua ls  in  t h is  s it ua t ion  would  wan t  t he  re com m e nd e d  
cours e  of a c t ion , and  on ly a  s m a ll p rop ort ion  would  not .

Form a l d e c is ion  a id s  a re  not  like ly t o  b e  ne e d e d  t o he lp  ind ivid ua ls  
m ake  d e c is ions  cons is t e n t  wit h  t he ir va lue s  and  p re fe re nce s .

For c lin ic ians Mos t  ind ivid ua ls  s hou ld  re ce ive  t he  in t e rve n t ion . Ad he re nce  t o  t h is  
re com m e nd a t ion  accord ing t o t he  gu id e line  cou ld  b e  us e d  a s  a  
q ua lit y c rit e rion  or p e rform ance  ind ica t or.

For policy 
m ake rs

The  re com m e nd a t ion  can  b e  ad op t e d  a s  p olicy in  m os t  s it ua t ions . 



Want to learn more about GRADE? 
Visit: https://cebgrade.mcmaster.ca/training/ 

Acknowledgement: 
Example courtesy of Dr. Nancy Santesso, GRADE 
group
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