
AN EVIDENCE YEAR IN REVIEW
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1) PCSK9 inhibitors… Can I have 

fries and a bank loan with that?

2) Stat-in the name of age

3) BP targets in a BM world

4) Fracturing our beliefs

5) Not OH too!

6) Nauseating cage match

7) Hey Man, I am Pro biotics

8) Don’t get P’d off

9) A Very Convenient Trial Design

10) Tap, Sparking or Live?

11) Size doesn’t matter. What about length?

12) Landing in Incretinland

13) CANVAS… I think there’s a hole in my tent

14) Instantly depressing

15) Does rounding matter?

16) Somewhere Over the Rainbow… is a      

very strange place

17) MEDS saves $12.35 million



“With the electricity we 

are using to keep 

Meredith alive, we 

could power a small fan 

for two days. You tell 

me what’s unethical.”



FOURIER

 n=27,564 on a statin (70% at high 
intensity)

 Evolocumab sc q2w X 2.2 yrs

 How much extra LDL ⬇?

59% Even so…

N Engl J Med 2017;376:1713-22

+ little is known about long-term safety

(ARR = 0.6%)



 If you recall last year’s 

gripping MEDS talk…

Jan 5, 2018



 Post-hoc analysis of original RCT

 n= 2867 ≥ 65 (mean age = 71) 

with HTN & without baseline CVD

 Intervention: pravastatin 40mg 

vs. usual care

 @ 6 yrs  17% not taking the 

statin and 30% in usual care 

taking a statin

JAMA Intern Med 2017;177(7):955-965 

 You’re going the              !

 All-cause mortality:

 All ≥ 65: 1.18 (95% CI, 0.97-1.42; P = .09)

 65-74: 1.08 (95% CI, 0.85-1.37; P = .55)

 ≥ 75: 1.34 (95% CI, 0.98-1.84; P = .07) 

 No difference in CHD events

So, the answer hasn’t changed… don’t treat 

patients >75 with statins for primary prevention



?

X

Hypertension 2017 Nov 13

What will CHEP say this year? Will they follow in AHA/ACC footsteps?

 If they do, will CFPC be bold enough to not endorse?



?
Throwing out 
motherhood 

& apple pie

What did we know 3-4 yrs ago?

Vit D + calcium

 Hip #:

 Community dwelling: 1 # saved 

per 1000 patients/yr

 “Institutionalized”: 9 # saved 

per 1000 patients/yr

i.e. very little benefit for those in the community 

(yet, it has remained a staple of standard 

practice)

CDSR 2014, Issue 4. Art. No.: CD000227



What’s different?

 Not much, except ~28,000 
patients less due to concern 
for WHI hormone benefits 

 still n=17,927 for vit D +  
calcium meta-analysis

 End result

 Instead of very little benefit in 

community dwelling folks, 

there was no reduction in 

ANY TYPE OF FRACTURE

JAMA 2017;318(24):2466-2482
?

Throwing out 
motherhood 

& apple pieSo?

This just in…



Minutes in the sun (1/4 of skin exposed) to get 1000 IU vit D

$
WHAT ABOUT IN MANITOBA?

Do we need more 

vitamin D than those 

south of us

J Photochem Photobiol 2010;100:57–66

?



JAMA Pediatri 2017;171(8):820

Throwing out 
motherhood 

& apple pie
So?



What we don’t know…
Are craniofacial findings linked 
with neurodevelopmental 
impairment?

JAMA Pediatri 2017;171(8):771-780

 Some actual data…

 Prospective Cohort Study

 Alcohol Exposure 

 None, Low, Moderate, High

 Trimester

 3D Craniofacial Images at 1 year

 Results…
 Consistent association between 

craniofacial shape and prenatal alcohol 

exposure observed at almost any level 

regardless of whether exposure only 

occurred in the 1st trimester or throughout 

pregnancy





Dr. Nav Persaud



Dr. Nav Persaud

Beneficial

smallest
clinically

beneficial
effect

Trivial

Clinically significant difference
3 Points on 13-point PUQE Scale 

0 positivenegative

Harmful

3

Pregnancy Unique Quantification Scale (PUQE Score)



Last Observation Carried 

Forward (LOCF)

Actual Data 

Dr. Nav Persaud



PloS ONE 13(1):e0189978 – Jan 17,2018

Dr. Nav Persaud

“Oh, people can come up with statistics to 

prove anything. 14% of people know that.”



Dr. Nav Persaud Kim Kardashian



https://www.theonion.com



 Prevention of ped abx-assoc
diarrhea with probiotics:

n=3898 in 22 trials: 

 NNT (to prevent a diarrhea 

episode) = 10

 NNT = 6 for high-dose probiotics 
(≥ 5 billion CFU/d)

 L rhamnosus & S boulardii

provided largest volume of 

patients with statistically 

significant benefit

 RCT n=438 (mean age ~5 yrs) in 

primary care

 L plantarum 10 billion CFU/d vs. 
placebo for duration of abx (5-10 

days) + 7 days

 Results:

 f/u at 2-4 wks:

 Loose BM 39% vs. 45% 

 Abx-assoc diarrhea 3% vs. 4%

CDSR 2015, Issue 12. Art. No.: CD004827
J Pediatr 2017;186:82-6

NS



 Prevention of CDAD in adults or 
children with probiotics:

 Overall CDAD cases ⬇(NNT=42)

 driven by those with high 

baseline risk (i.e. outbreak 

scenarios)  NNT = 13

 KIDS CDAD (n=1141) 

 NNT = 20
(no peds high risk subgroup)

 Adverse events:

 In both CDSRs and the new RCT, 

side effects were minor and 

often not different between 

probiotic and control

BOTTOM LINE: for kids at high 

risk of developing diarrhea on 

antibiotics, probiotics could be 

considered
 Dose: ≥ 5 billion CFU/d

 Species: L rhamnosus
S boulardii

2017, Issue 12. Art.No.: CD006095

?



JAMA Cardiology 2016;1(9):1048-1054 AND 1055



Data for description of randomized samples (Table 1 – indicating 

imbalances between groups) should not be associated with p-values.  

Describe and focus on differences of clinical importance.

 p-values are most meaningful in context of clear a priori hypothesis 

related to main conclusions of paper.

What are we testing and Why? 

JAMA Cardiology 2016;1(9):1048-1054 AND 1055



 Stand alone p-values discouraged. Crossing threshold (p<0.05) by itself weak 

evidence without context.  

Interpretation requires effect size & their uncertainty (confidence  

intervals) in clinical context. 

 Researchers should define & interpret effect measures that are clinically 

relevant. Where possible convert to Absolute Risk Difference to establish 

clinical importance.       

p-value alone is without meaning.

Provide Effect size, Confidence Interval, Clinical Importance in

measures we and our patients can understand.

JAMA Cardiology 2016;1(9):1048-1054 AND 1055



 Pain & function measures

 Biggest effect at 1-2 wks, waning by

4-6 weeks (NNT = 3-5 @ 1-4 wks)

 no obvious benefit @ 3 months

 Joint infections rare (>1/14,000)

 Long-term effect on joints…

 No harms associated with max 

frequency of 4X/yr for up to 2 yrs

 n = 140  Given saline or steroid q3m X 2 yrs

 Main outcomes: 

 Pain q3 months before next shot
 Cartilage volume at 24 months via MRI

(“minimal clinically important difference 

not yet defined”)

 What did they find?

 No difference in pain
 Cartilage volume loss of 0.11mm

CDSR 2015, Issue 10. 
Art.No.:CD005328

Mar 30, 2015

JAMA 2017;317(19):1967-1975

?

What we knew so far...

1

2



https://www.theonion.com



www.nbcnews.com

“ The first time I drank fresh, living spring water a surge of energy and 

peacefulness entered my being. I could never go back to drinking 

dead water again.” - Live Water founder
(as reported in Huffington Post, Jan 4, 2018)

by Tim Caulfield



What we already know…

Glargine (long) vs. NPH (intermediate)

 NNT to prevent a symptomatic hypo = 10
 NNT to prevent a HS hypo = 8

 Any other benefits? 

 No difference in A1c 

 OD vs. potentially BID

 Cost comparison (5 X 3mL Penfill)  NPH: $48

 Glargine: Lantus     $98

Basaglar $73
CDSR 2007 Issue 2. Art. No.: CD005613

X ~6 months



How do you increase your chance of seeing hypos?

 titrate insulin like this:
DEVOTE titration algorithm: 

N Engl J Med 2017;377:723-32

“ultra-long” “long” 

• If you’re inappropriately aggressive with insulin titration…

NNT = 59 (severe hypos), = 112 (HS hypos) X 2 yrs with degludec
• If you’re not, they’re likely much the same



 EXSCEL
 n= 14,752 (73% with CVD)

 Exenatide SC q1w + std care 

vs. std care 

 Results @3.2 yrs

 A1c dropped 8%  7.5%

 CV death/MI/stroke: 0.8% (NS)

 Mortality: 1% ARR

 GI: not reported, but common 

in other GLP-1 studies

CV benefit

DPP4-inhibitors

• saxagliptin No (+ ⬆ HF adm)

• sitagliptin No

• alogliptin No

• linagliptin 2018

GLP-1 agonists

• liraglutide Yes (1.9% ARR)

• lixisenatide No

• exenatide No

• dulaglutide 2018

• albiglutide 2019

(I’m sure this’ll be the one)

N Engl J Med 2017; 377:1228-1239



EMPA-REG
(n=7,020) X3.1y

NNT or NNH/yr

CANVAS
(n=10,142) X3.6y

NNT or NNH/yr

CVD death, MI, 

stroke  192 218

Mortality 120 NS

Amputations ? 344

Fractures NS 286

Volume 

depletion NS 133

Genital 

infections 21 13

…++ high risk for CVD

…patient cares about the 

modest magnitude of benefit 

in the context of harms 

(known & unknown) & cost

IF

Why wouldn’t we just   

choose empagliflozin?

?
for the sugar pee drugs

NEJM 2017;377(7):644-657NEJM 2015;373:2117-2128



Lancet 2009; 374:609-619.



EPJ Data Science 2017; 6:15



EPJ Data Science 2017; 6:15.



26% RRR

(ASA good)
9% RRI (NS)

(ASA not so 

good)

Lancet 1988;2(8607):349-60



ASA 100mg vs. Rivaroxaban 5mg BID vs. ASA100mg + Riva 2.5mg BID

 n=27,395 stable CVD 

 Results:

CV death, stroke, MI: ARR = 1.30%

Major bleed: ARI  = 1.29%

N Engl J Med 2017;377:1319-30

(91% had CAD) 

X 2 yrs

Author’s conclusions:

COMPASS



COMPASS 

 n = 24,824 with hx of CAD (i.e. the 91%)
 Reported %:

 CV death/MI/stroke: ARR = 2%

 Major bleeding: ARI  = 1%

 Calculated %

 CV death/MI/stroke: ARR  = 1.40%

 Major bleeding: ARI   = 1.25%

Lancet 2017 Nov 10Lancet 2017 Nov 10

Author’s conclusions: Author’s conclusions:

 n = 7470 with PAD or carotid artery disease
 Reported %:

 CV death/MI/stroke: ARR = 2%

 Major bleeding:         ARI  = 1%

 Calculated %

 CV death/MI/stroke: ARR  = 1.89%

 Major bleeding: ARI   = 1.17%

(+ 67% had hx of CAD)

1%

0.15%

1%

0.72%



Meta-analysis of RCTs

Individual RCT

Observational Studies 

(Patient Important Outcomes)

Basic Research

(Test tube, animal/human physiology)

Clinical Experience  

(Non-systematic clinical observation)





RCT Non-RCT

1 99



Meta-analysis of RCTs

Individual RCT

Observational Studies 

(Patient Important Outcomes)

Basic Research

(Test tube, animal/human physiology)

Clinical Experience  

(Non-systematic clinical observation)



Sex Transm Infect 2017:93:162-166







Heart 2017;103:1163-1167



Hazard Ratio
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Same Research Flaws, 
but for …..
 Medications – we care about and 

prescribe 

 Diseases – we care about and our 
patients worry about 
 Parkinson’s, Dementia, MSP

 Diabetes, CVD



Cochrane Review (2012): 
SMBG in DM2 patients not using insulin

@ 6 months, A1c  0.3%
(benefit subsided after 12 months) 

Ontario Drug Program 2013: 

 SMBG in MB (Clin Ther 2016)

 2013 test strip costs = $17.2 million

 57% of use was by insulin users 

(~2 strips/d)

 Based on the Ontario policy, 

projected 5-year cost saving 

associated with implementing a test 

strip limit in Manitoba 

= $12.35 million

 95% of savings would occur 
on those not using insulin

Diabetes Treatment Test strips allowed 
in 365 days

Insulin 3,000

Meds with high risk of 
hypoglycemia         
(e.g. glyburide)

400

Meds with low risk of 
causing hypoglycemia 
(e.g. metformin)

200

Diet/Lifestyle alone 200

• Cost  23%  

• No  in ER 

visits or A1c

JAMA Intern Med
2017;177:61-66: 



NOW

http://www.gov.mb.ca/health/mdbif/docs/bulletins/bulletin92.pdf

http://www.gov.mb.ca/health/mdbif/docs/bulletins/bulletin92.pdf


1) PCSK9 inhibitors… Can I have fries and a bank 

loan with that?  $$$

2) Stat-in the name of age Do I have to?

3) BP targets in a BM world  Do the right thing

4) Fracturing our beliefs  I’m shattered

5) Not OH too!  Not One Drop?

6) Nauseating cage match Kim Wins

7) Hey Man, I am Pro biotics Bugs as Drugs

8) Don’t get P’d off  - Turn on the light. P-values 

are more than on/off

9) A Very Convenient Trial Design – Ask a stupid 

question…

10) Tap, Sparking or Live? Live Water should be dead

11) Size doesn’t matter. What about length? For insulin, not 

really

12) Landing in Incretinland Exscel-erate? Not sure we’re 

moving forward?

13) CANVAS… I think there’s a hole in my tent … And my 

leg is gone

14) Instantly depressing  I’ll keep my Dr, thanks

15) Does rounding matter?   YES

16) Somewhere Over the Rainbow… is a very strange place

OBS Research 

17) MEDS saves $12.35 million  Please send cheque



jamison.falk@umanitoba.ca

shawn.bugden@umanitoba.ca

@JamisonFalk

@BugdenShawn


