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The Schedule

Welcome and philosophy

How to critically appraise an RCT in 10 minutes
You do “it” - in pairs

Homework review

Meta-analyses

Numbers, numbers, numbers workbook

Lunch

Meta-analysis workbook

Please ask questions at any time - this is your
chance to make mistakes/have things clarified/
OK to go off topic somewhat




Healthcare should be all about
Figuring out AND Explaining about

The Chance of Something Happening
WITH NO TREATMENT

VS

The Chance of Something Happening
WITH TREATMENT

over a period of time

It's really THAT simple
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" “It’s tough to make predictions,
especially about the future.”

Trials almost never include people exactly like the person in front of you -
genetic mongrels

All results from individual trials or meta-analyses are by definition ballpark
estimates



PHAR 131/231 OVERALL COURSE OBJECTIVE
Develop Your Ability to Assess Health Claims

Popular drugs for colds,
allergies, sleep linked to
dementia

Liraglutide and Cardiovascular Outcomes
. . ’Mediterranean’ dietary pattern for the primary prevention of
n Type 2 Diabetes cardiovascular disease (Review)

Rees K, Hartley L, Flowers N, Clarke A, Hooper L, Thorogood M, Stranges §

&

THE COCHRANE
COLLABORATION® \

Systematic
review/
meta-analysis

RCT

Ability to ascertain
cause and effect

Need different evidence for different questions



It’'s a Mindset

SCIENCE:
NOT JUST FOR
SCIENTISTS

It's not that
don't care.
Oh wait.
Yes it is.

We believe that science is a human endeavour;
it'’s a way to ask questions about the world and test
them out. It's not just a list of facts; it's a mindset
owned by anyone who approaches the world in an
open-minded, sceptical, logical, systematic,
empirically-oriented, tentative and curious
way. It applies in the natural and social sciences,
as well as technology, engineering and
mathematics,

| DON'T CARE
WHAT THE DATA SA

| CARE TO KNOW
HAT THE DATA SA'

EVIDENCE
APPRAISAL
CONTENT



How To Ciritically
Appraise

an RCT in
|0 minutes
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Effects of Intensive Glucose Lowering in Type 2 Diabetes

The Action to Control Cardiovascular Risk in Diabetes Study Group*

ABSTRACT

BACKECROUND

Epidemiologic studies have shown a relationship between glycated hemoglobin
levels and cardiovascular events in patients with type 2 diabetes. We investigated
whether intensive therapy to target normal glycated hemoglobin levels would reduce
cardiovascular events in patients with type 2 diabetes who had cither established
cardiovascular disease or additional cardiovascular risk factors.

MLTHODS

In this randomized study, 10,251 patients (mean age, 62.2 years) with a2 median gly-
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cated hemoglobin level of 8.1% were assigned to receive intensive therapy (targeting
a glycated hemoglobin level below 6.0%) or standard therapy (targeting a level from
7.0 to 7.9%). Of these patients, 38% were women, and 35% had had a previous car-
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diovascular event. The primary outcome was a composite of nonfatal myocardial
infarction, nonfatal stroke, or death from cardiovascular causes. The finding of

s Tt e S et PR
therapy after a mean of 3.5 years of follow-up.

therapy group (hazard ratio, 1.22; 95% CI, 1.01 to 1.46; P=0.04). Hypoglycemia
requiring assistance and weight gain of more than 10 kg were more frequent in the
intensive-therapy group (P<0.001).

CONCLUSIONS

As compared with standard therapy, the use of intensive therapy to target normal
glycated hemoglobin levels for 3.5 years increased mortality and did not signifi-
cantly reduce major cardiovascular events. These findings identify a previously
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Let’s recap

® | ook at the Abstract

® Read the title

® | ook at what was studied
® | ook at the outcomes

® Read the conclusions
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Analyses of primary and secondary outcomes

were performed with the use of time-to-event
methods according to the intention-to-treat prin-

2

ciple, and occurrences of these outcomes in the
Q follo -

>
of patients within the previous 12 months; 50 pa-

tients (0.5%, including 26 patients in the inten-
sive-therapy group and 24 in the standard-therapy
group) were lost to follow-up, and 162 patients
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Let’s recap

® Randomized

® Blinded

® Allocation concealment
® Intention to treat

® Follow-up

® Conflicts of interest

MUCH OF THE REST OF THE TEXT

INTRODUCTION
“MOST” OF THE METHODS
STATISTICALTESTS

DISCUSSION T e ——

IGNORE



Patient Characteristics
ek oot e e i No “clinical’” differences

Intensive Tharapy (N = 5128 Sandard Thavagy PN= 5120

YERY)

[ -

N = 5,100

= = Age 62
e =] Female 38%
o u Diabetes 10 years
ol - =~ Previous CV event 35%
ST S E White 65%
RN . - Smoker 14%
= . TEe= | BMIN
= T mmr———mm | BP 136/75
= AIC 8.3%
Total Chol 183 or 4.7

Let’s recap

® Differences between groups

® Baseline characteristics



Similar but different relatives

Relative risk/risk ratio (RR) - ratio of two probabilities (%) at one point in
time - treatment/control

® eg8%vs 10% -RR=8/10=0.8
® most useful in low probability events

Hazards ratio (HR) - ratio of two hazard rates (slopes) over a time period

B Death from Any Cause
25

N
°

E

= 15

kS

2 104

5

&=

s
o = 1 2 3 4 s 6
Years

No. at Risk
Intensive therapy 5128 4972 4803 3250 1748 523 506
Standard therapy 5123 4571 4700 3180 1642 499 480

Odds ratio (OR) - ratio of two odds (25/1) - typically used in case-control
studies - typically the incidence is not known

OR is a reasonable estimate of the RR if a disease is “rare” <~15% but
treating an OR as if it were an accurate estimate of the RR will typically
overestimate both the likely benefits and harms of treatment

and then

wh

Main Patient Outcomes

Table 4. Primary and S dary Osticomes. *

{
h ppaéned?

s Alc=64% Alc=75% "mime .
ne, of potierts |‘s-! % per g
Primary outcome m 211 016
Secondary outcome ” ~
Death
Any cause 141 0.04
Cardiovascdar causes 0.7 002
Norfatal myocardal Infarction L1l 0.004
Noefatyl stroke Q. 039 074
Fazal or nonfatal congestive heart 15200 0% 017
falbore
Causes of death
Ary 257 (5.0 141 203 (4.0) 114 2 (101146 0.04
Unexpected of presumed cardio- 86 (L7 67(13)
viscular diseaset
st el tacont e | Sonded | b | Mmoo | fbie
Fatal comgestive hean failuset 23 0.4) 16 (0.3)
Faual peoceduret
For cardovascular disease 0P 100 Primary outcome (%) 6.9 7.2 0.9 0.78-1.04 0.96
For noecardiovascular disease 1(<0.1) J0a)
Fazal arrbysbevat 400 1002 Death (%) 5 4 1.22 | 1.01-146 | |.25
Fatal stroket s02) 1102)
Other cardiovascular diveaset o2 e
Cancer 6503 6.2 Non-fatal Ml (%) 3.6 4.6 0.76 | 062:092 | 0.78
Condition other than cancer or (L0 507
cardovascular diseased
Undesermined T 1102 Non-fatal stroke (%) 1.3 1.2 1.06 | 0.75-1.50 .08
Primary outcome = nonfatal myocardial infarction or CHF (%) 3 2.4 .18 | 093-1.49 1.25

nonfatal stroke or death from cardiovascular causes




Let’s recap

® Primary outcomes
® Other outcomes
® Differences

® Absolute numbers

® Relative numbers

® Confidence intervals

and then

Adverse Events what
Table 3. Adverse Events, Clinical Measures, Tobaceo Use, and Use of Nonghycemic Medicaticn sfter Randomization.® happened?

Irtensive Therapy Standard Tl
Variable (N=5128) (N=5123) P Valuet

Adverse events
Hypoghycemia — no. (%)

Requiring medical ass stance m m <0001
Requicing any assistance st {Z6.J'| i 2‘1 (5.1) ) <0.001
Fatal or norfatal heart fallure — no. (%) 152 0.0 124(24) o190
Motor vehicle accident in which patient was driver — 9503 0.2) 1475036 (0.3) QW

no.f1otal no. (%)

Any nonhypoglycentic serous adverse event — ro. (%)

Fluld retertion — no Jtotal no, ()4

Clirical measures _ )
Weight gain >10 kg since baselre — no. ftotal no. (%) m m‘ <0001
Alanine aminotransferase »3 times ULN — no.jtotal no. (%)§ 515065 (1.0) 77/5061 (1.5) 0.02
Low-density Bpoprotein cholesterol — mg/dN %033 Intensive Standard Hazard Hazard Ratio
Bleod pressure — mm Hg9 therapy therapy Ratio 95% ClI
Systolic 126421 Primary outcome (%) 6.9 7.2 0.9 0.78-1.04
Diastolic 6691
Death (%) 5 4 1.22 1.01-1.46
Non-fatal Ml (%) 3.6 4.6 0.76 0.62-0.92
Non-fatal stroke (%) 1.3 1.2 1.06 0.75-1.50
CHF (%) 3 2.4 1.18 0.93-1.49
Hypoglycemia (%) 10.5 3.5
Serious adverse event 2 2 I 6
Weight gain >10kg 27 8 I 4 I




Let’s recap

® Adverse outcomes
® Any other outcomes
® Differences

® Absolute numbers

® Relative numbers

® Confidence intervals

Non-blinded

N=10,251 - 3.5 years

Age 62, Female 38%, Diabetes 10 years, Previous CV event 35%, White
65%, Smoker 4%, BMI 32, BP136/75,A1C 8.3,Total Chol 183

Intensive therapy Standard therapy pr‘;;;d Hag;: (R:"I‘tb

Primary outcome (%) 6.9 72 09 0.78-1.04

Death (%) 5 4 1.22 1.01-1.46

Non-fatal Ml (%) 3.6 4.6 0.76 0.62-0.92

Non-fatal stroke (%) 1.3 1.2 1.06 0.75-1.50

CHF (%) 3 24 1.18 0.93-1.49
Hypoglycemia (%) 10.5 35
Serious adverse event 22 1.6
Weight gain > 10kg 27.8 14.1
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Meta-Analysis

Meta-Analysis

MA’s “started” in 1976
Critics - “An exercise in Mega-Silliness”
“Garbage in = Garbage out"



Effect of beta-blockers on mortality after a heart attack

FOREST Individual RCT and Overall Mota-analysis Results Cumulative Mantel-Haenszel Method
PLOT Odds Ratio (Log Scale) Odds Ratio (Log Scale)
No.of g1 02 05 1 2 5 10 Noof gs 1 2
Y“‘ Emo " 2 A4 4222 2 A A A ALL Pﬂm " 2 " " A A A AL AL LA
1972 77 ”
1974 230 e 07 e
1974 162 - 489 p—e—i—
1977 3053 — 3522 ——pee | Z=~2.28 P<.05
1980 720 —t 4242 —_—
1m "1 -' ‘m -—.——
19681 1884 — 6237 —_—— Z=-3.99 P<.0001
1962 1103 o e 7340 e
1962 2837 —— 1177 —_— Z=—4.78 P<.00001
1982 1456 —r 12633 —
19682 560 e 13193 ——
1983 584 ng 13777 e
1983 301 —_——t— 14078 —
1983 520 14607 g
1984 1741 : 16348 e, 7oy
19687 2395 18743 —
1988 1395 20138 —e— Zn—4.47 P<.00001
Overall 20138 | Ze4.47 P<.00001
Favors Treatment Favors Control Favors Treatment Favors Control

JAMA 1992;268:240-248

Effect of beta-blockers on mortality after a heart attack

i ooy Textbook/Review
Odds Ratio (Log Scale) Recommendations
Cumulative 1 2
Year RCTs _Pﬁo's - 11 3 2 2223212 .g §
1960 <lsl§l2 §
cl|l=s % =ls
3 § ] 8 5
s
clw|=z
1965 3
4
1970 )
1 77 @ 2
I O S ——
1975 8
4 3522 —_— P<.05 2
2 4
6 4353 ——
1950 7 6237 —— P<.0001 1 3| 8
11 13193 —— P<.00001 M 5| 3 2
14 14607 — M
15 16348 —— Bl
1985 M
:g ;gzcs —— m| 6|1
M 121 4 1
1990 5 2

Favors Treatment  Favors Control

JAMA 1992;268:240-248



Started in 1993

Systematic review of
RCTs of a short,
inexpensive course of a
corticosteroid given to
women about to give
birth too early.

7 studies

Neonatal death reduced

THE COCHRANE by 31% - RR 0.69
COLLABORATION Absolute difference 5%

Number of Cochrane Reviews
TOTAL NEW

Total Total Total reviews and New Updated Withd Concl
2016/15 > 2016/2015 D R )
reviews protocols protocols reviews reviews reviews changed

Issue 1 Issuel
6471 2480 9201
2016 2016

Issue 2 6791 24312 9227 Issue2

Issue 3
2015

6355 2380 8735

Issue 4 388 241

Issue 5
Issue 6
Issue 7
Issue 8 6538 2425 8963
Issue 9 6583 242 017
Issue 10 6621 2429 9050
Issue 11 6670 247 9099

Issue 12 6715 2426 9143
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Characteristics of Studies

WOSCors

Participants 6595 men with hypercholesterolaemia based in Scotand aged 4564 (mean age 55). <
10% with disical evidence of CVD

Imeeventaonm 40 mog peavamatin versus placebo; follow-up 4.9 yeass.

Ouscomes Primary posite of non-faral Ml and CHD death. Single ouecomes included
toeal mortality, facal CVD evenes, chol : larisations, noo-fatal Mland CHD
death and adverse events

Notes

Rick of bias

Bias Authory’ judgement  Support for judgement

Random woq generation (schection  Low rink Blocks of rand bees and asigned randomly

bias)

Allocacion concealment (selection bias)  Low risk All erial p o remaimed of the participant’s treat-

ment sssigament throughout the ssudy

Blinding (performance bias and devection  Low risk Double-blind: participans and personnel

bias)

All outcomes

Incomplete outcome data (aterition bas)  Low risk ITT wsed, 3% drop-outs reported

All ourcomes

Selective reporting (seporting bias) Low risk

Orher bias Unclear risk Funded by pharmaceutical industry




Data and Analyses

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Toral Mortality 13 48060 Odds Ratio (M-H, Fxed, 95% CI) 0.86 [0.79, 0.94)
2 Total Number of CHD Events 14 48049 Risk Ratio (M-H, Fixed, 95% Cl) 0.73 10.67, 0.80)
3 Number of Faral CHD Events 10 46094 Risk Ratio (M-H, Rxed, 95% CI) 0.82 10,70, 0.96)
4 Number of Non-facal CHD 11 40977 Risk Ratio (M-H, Fxed, 95% ClI) 0.67 (0,59, 0.76)
Events
5 Total Number of CVD Events 9 23805 Risk Ratio (M-H, Fxed, 95% CI) 0.75 [0.70, 0.81)
6 Number of Fatal CVD Events 5 34012 Risk Ratio (M-H, Rxed, 95% CI) 0.83 0,72, 0.96)
7 Number of Non-fatal CVD 2 8696 Risk Ratio (M-H, Fxed, 95% CI) 0.77 0,62, 0.96)
Events
8 Total Number of Stroke Events 10 40295 Risk Ratio (M-H, Fxed, 95% CI) 0.78 [0.68, 0.89)
9 Number of Fatal Scroke Evenes 3 27238 Risk Ratio (M-H, Random, 95% CI) 0.63 [0.18, 2.23)
10 Number of Non-fazal Stroke 5 28097 Risk Ratio (M-H, Fixed, 95% CI) 0.69 (0,58, 0.83)
Events
11 Total Number of Fatal and 4 35254 Risk Ratio (M-H, Fixed, 95% CI) 0.65 [0.58, 0.73)
Non-fatal CHD, CVD and
Seroke Events
12 Number of Study 7 42403 Risk Ratio (M-H, Fxed, 95% CI) 0.62 (0,54, 0.72)

Participants who underwent
Revascularisation

Mantel-Haenszel - statistical method

Random (assumes the studies are different) is more
conservative than fixed (assumes trials are the same)

Included studies
(ideally would
have citation)

Includes the number of
events & total included

in each group

How much each
study contributes
(weight)

The actual

(numeric) results
for each study

N

Uil Care

Study or subgrouwp Sutn Therspy Group or Plcebo Risk Rator Weght Rk Rtio
N N MHFormd 5% O M Foed 95% O

ACAPS |74 0460 6459 T 04% 008 [000. 136 ]
Ad Jpanese MEGA, Study 153866 17U3966 a A% 075[059.093 ]
CAIS 1996 vis| U1 0% $3(026,903)
CARDS 2008 V149 12471412 2 44 049,084 ]
CERDIA 2004 2103 iy 2o Se— 09% 013[003,085)
HYRM 2007 114 5/143 0% 074[035.155]
MROBHF Heart Protection 27672006 36711976 . BIN 074 (064,085
PREVEND [T 2004 241 25643 -t T 5% P 51 |
WOBCOPS Se43302 13243293 2} e’ 03 % 020[072088)

Toral (95% CI) 11892 11913 '

Totad events: | 103 (Staen Therapy Group), 1455 (Usudl Gare or Placebo)

Heterogeneity. Ohd = 1163, df = 8 (P = 0.I17:

0.75[0.70, 0.81 ]
—

4

Tiny square=
small study

Big square= Big
study and/or lots
of events

Shows what side is
“better” for
treatment or control

Test for overall Z = TA6 (P < 000001)
Test for subgroupiicierences: Not applcable
Heterogeneity Final numbers of events and
given & I? stat total included in each arm
available (can do “cheater” NNT) CD004816 2013
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How confidence intervals become confusion
intervals

James McCormack’, Ben Vandermeer® and G Michael Allan™

BMC Medical Research Methodology 2013;13:134

Do statins reduce mortality in primary prevention?

Studer et al.: “reduced risks of overall and cardiac mortality”YES
Thavendiranathan et al.: [does not decrease]”overall mortality”’NO
Mills et al.: “an important role in preventing all-cause mortality”YES
Brugts et al.: “associated with significantly improved survival’YES

Ray et al.: “did not find evidence for the benefit ... on all-cause mortality”NO

Study Number of Trials in Mets-analysis Point Estimate Aolative Rk
(Number of Patients) (95% Contidence intervals) Overall Mortality
R L R e T e P i
Studer 2005 8 (26,641) 0.86 (0.76 ~ 0.99) ' | | e —— | '
' | I | ' | ' | ]
| | | | ! | i 1 '
Thavendranathan 2006 6(39,937) 0.92 (084 - 1.01) - L) peeee— |
' | | | ' | | | '
' | | | ' |} ' | ]
' | | | ' | ]
Mils 2008 16 (63,889) 0.93 (0.87 - 0.69) v ol e s B
' | | | ' | | |
J | | | ] | ' |
Bruges 2009 9 (67 .476) 0.88 (081 -0.06) : : : : —f-.-f—f- :
| | | | ] | i | ]
| | | | ' | 1 | ]
Ray 2010 11(65.229) 091 (083 -1.01) : : : : +_f.-.b' : :
! L ] 1 1 L2 i ] 1 '
068 065 Q7 OS5 08 0685 000 09 11 105 11
Figure 1 Comparison of § meta-analyses examining relative risk of overall mortality with statin use in primary prevention. Footrote
Brugts 2009 point estimate and confidence intervals are odds ratios (not relative risks)




Heterogenelty

If confidence intervals for the results of individual
studies have poor overlap, this generally indicates
the presence of statistical heterogeneity

Thresholds for the interpretation of 12 can be
misleading but

0% - no heterogeneity
25% - low heterogeneity
50% - moderate heterogeneity

/5% - high heterogeneity

Significant heterogeneity

e differences between studies seem to exist

* it may be invalid to pool the results and generate a
single summary result

* |ook for the variation in the studies

* investigate sources of heterogeneity - do subgroup
analysis, look at characteristics of the studies

e account for heterogeneity



Statistical significance Yes; Heterogeneity No

Mean Mean
Study of subgroup dorepe placodo [Difference Weght Differerce
N Mean(S0) N Mo (S0) NFtend 55% Q NFoed55% O

llllll e | A Y e & W
Sty 134 4 199 (5467 52 -1 87 (555) - 6% LI0[-329, 109 ]
Soucy 16 4304 (601) 174 (58 > % 230( 38, 07%)
Soudy 20 B L4 3 04 (4.68) > SB% 317[ 540, 0M )
Sy 3017203 4 123 (546) » Q4 (542) ® 179 % 263([-350,-1.36 ]
Seucy 302 4 8 (5.34) 137 084 (538) .- ai% 212338, 085 )
Sty 304 215 <135 (A7) M2 036482 . PAX 191 [-277.-105)
Subtotal (95% CI) 725 716 . 100.0% -2.15(-2.69,-1.61]

Hetorogenaty. On = 257, 4= 5 (P = Q77): P =00%

Test or overdl effect Z = 782 (P < 000001)

ADAS-cog changes with donepezil in dementia

Cochrane Database Syst Rev. 2006 Jan 25;(1):CD001190.

Statistical significance Yes; Heterogeneity Yes

Stroke  blocker Other drug RR RR
aN AN 95% 0 95 Cl

ASCOT-BPLA 4229618 127/9639 e 129(1-12-149)
CONVINCE 188297 1338179 S 087(068.112)
ELSA 141157 a7 » 158 (065-364)
HAPPHY U097 32N D 077(049-123)
INVEST 20111309 176/11267 e 114(093-1:39)
LIFE 3004588 232/4605 —e— 134(113-158)
MR Old 561102 45/1081 T T C— 122(083-179)
NORDAL 196/5471 159/5410 | — 122 (0:99-1-50)
STOP-2 1372213 422/4400 - 112 (096-1-30)
UKPDS 17358 21/400 < 050(048-169)
Yureney 6/150 11154 G- . 056(0-21-148)
MRL 424403 18/4297 . > 228(1-31-255)
Total events 1650/51963 1554/53882 ke 116 (1:04-1-30)

Test for heterogeneity: x*«22-39 (p-002)

I 1 ' 1
05 07 1 15 2
Favours  blocker  Favours other drug

Beta-blockers vs other drugs in hypertension for stroke

Lancet. 2005 Oct 29-Nov 4;366(9496):1545-53.



Statistical significance No; Heterogeneity No

Stux whbe Ghcosavine Placebo Weght
N Mea{S0) N Mean(SO)

Cioere 2004 12972 (11323) 66 12962 (11802 T 8%

Jegs 2006 7 493 (1159) 313 . 313 %

b Beaur 0 06 51 (303 04 e 3%

45 404 3 TES (413 T 48%

39 4 » 35 (43§ 19 %

( &8 (33) 04 66 (42 ¢ %

461 (345) 303 3 - 0%

06 (101.9) D6 4.2 {104 2 1 5%

72 (24 23( + %

3 47 (263 (3 N [ % a 8

1010 1007 ! 100.0 % -0.06 [ -0.14, 0.03 |

Tavours GAxosamwre Tavours Paceto

Glucosamine vs Placebo for OA pain, high quality studies

Cochrane Database Syst Rev. 2005 Apr 18;(2):CD002946.

Statistical significance No; Heterogeneity Yes

Myocardial infarction B blocker Other drog RR RR
n/N a/N 95%Cl 9s%Cl

ASCOT-BPLA 44479618 35639 - 114 (100-1-30)
CONVINCE 166/8297 1398179 —— 123 (098-1-54)
ELSA 1711157 1811177 < 056 (050-1-85)
HAPPHY 132/3297 116/3272 —t 113 (088-144)
INVEST 441/11309 45211267 —— 097 (085-1.11)
LFE 118/4588 1981081 —— 055 (0-78-1-16)
MRC Okd 801102 484605 ——— 163(115-232)
NORDIL 157/5471 183/5410 — 085 (065-105)
STOP.2 154/2211 318/4401 —.1— 096 (080-1.16)
UKPDS 46/358 617400 — - 084 (059-1.20)
Yurenev 7/150 6154 « > 120(041-348)
MRC 10374403 119/4297 S = 084 (065-110)
Total events 1935/51963 2042/53882 -> 102 (093-112)
Test for heterogeneity: x”'« 2067 (p«0-04) r +~ “.“ —

05 o7 1 15 2

Favours P blocker  Favours other drug

Beta-blockers vs other drugs in hypertension for Mi

Lancet. 2005 Oct 29-Nov 4;366(9496):1545-53.
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What is in the DM trials?

Number Mean Age | Duration of Past CVD | Weight in 2™
DM Meta
UKPDS 33 . .
(1958) 3,867 (4209%) 53.2 New 2% .
UKPDS 34 753 . '
(1998) (4209%) 53.2 New 2%
ACCORD
10,251 62.2 8.3 359 21.5
(2008) ’ %
ADVANCE 0
(2008) 11,140 66 7.5 32% 28.2
VADT (2009) 1791 60.4 11.5 40% 11.9
UGDP
o)
(1978) 414 52.7 New 6% 11.8

* The n used in the BMJ meta for UKPDS combined

What is in those Vitamin D trials?

Study Country Endpoint Age
Camargo (2012) Mongolia Acute RI 10
Jorde (2012) Norway Influenza 63
Laaksi (2010) Finland URTI 18-28
Li-Ng (2009) USA URI* 59
Manaseki-Holland (2010) Afghanistan pneumonia 0-3
Manaseki-Holland (2012) Afghanistan pneumonia 0-1
Murdoch (2012) New Zealand Colds 47
Urashima (2010) Japan Flu 10.2

URI* = 2 or more of fever, cough, productive sputum or change in sputum color and
guantity, muscle aches, nausea or vomiting




What is in those Vitamin D trials?

Let’s look specifically at Urashima (Am J Clin

Nutr 2010;91:1255-60)

Vitamin D Placebo Relative Risk*
n (167) % n (167) %
Influenza A 18 11% 31 19% 0.58 (0.34-0.996)
Influenza B 39 23% 28 17% 1.39 (0.90-2.15)
Influenza Like IlIness 8 5% 9 5%
Total 65 38.9% 68 40.7% | 0.96 (0.73-1.24)

* Using http://www.hutchon.net/ConfidRR.htm for RR (& Cl) estimation




