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Patient’s Concerns
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What We Ask for Our Patient and

Ourselves

Our questions

In respond to patient’s
concerns

Can daily Aspirin reduce the risk
of metastasis of sigmoid colon
adenocarcinoma?

= X PR AsSpiring_Z & gt ¢

e 5 SR b % 7

Can daily Vitamin C lower the
blood pressure?

Can coarse rice prevent the
Diabetes mellitus?
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AsKing
PICO
Patient, Intervention,Comparison,Outcome




PICO(1)

P
Patient/Problem

57-year-old male had hypertension without
medication control and family history of diabetes
mellitus type 2. He had sigmoid colon
adenocarcinoma and underwent operation
without chemotherapy or radiotherapy.

I
Intervention

Aspirin daily use

C . .
Comparison No Aspirin use

o) decrease incidence of cancer
Outcome

metastasis

“» Type of question : Therapy




PICO(2)

57-year-old male had hypertension without
medication control and family history of diabetes
mellitus type 2. He had sigmoid colon
adenocarcinoma and underwent operation
without chemotherapy or radiotherapy.

P
Patient/Problem

I
Intervention

Vitamin C daily use

C - .
Comparison NO Vltamln C use
O =
Outcome Hypertensmn control

< Type of question : Therapy
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Finding out The Correct Keywor

Keywords from questions

Use MeSH to help identify terms

Nuclectide

[_’,’l for :gaslnc ulcer

( Limits T Preview/Index T History T Clipboard T Details ]

OMIn

Save Search

PMC Journals

Search | MeSH

About Entrez Suggestions: Gastric ulcer, Gastric ulcers, Ulcer. gastric, Ulcers. gastric, Peptic ulcer, Peptic ulcers, Gastric cancer, Carotid ulcer, Gastric acid, Varicose ulcer,
More...

Display _ Summary [¥] show
Entrez PubMed All: 2

Items 1 - 2 of 2

Text Version

One page.

[1: Stomach Ulcer Links
Ulceration of the GASTRIC MUCOSA due to contact with GASTRIC JUICE. It is often associated with HELICOBACTER
PYLORI infection or consumption of nonsteroidal anti-inflammatory drugs (INSAIDS).

The correct keyword for search
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Search strategy design table

1BFR F & F fF & F
Mesh Term Synonym 1 Synonym 2
Colorectal
P (  Sigmoid neoplasm OR Neoplasms OR Colorectal cancer ) AND

| | Aspirin OR OR ) AND

C ( Without Aspirin - OR OR ) AND
Neoplasm

O ( metastasis OR OR ) AND




Search Databases

The "5S" levels of organisgtion\of evidence from healthcare research
Computerized decision support

UpTloDate
DynaMed
ACF FPIER
Bl Clilea) Exilanoe Summaries Evidence based textbooks
ACPF journal club T
Evidencebasedmedic
— Synopses Evidence based journal abstract
Cochrane Library
BhJ Evidence Updates
Other Systemic reviews . .
=0 Pubed systemic Syntheses Systematic reviews
PubMed T
SlUMsearch
o Studies Original journal articles




Search Strategy "The 35S Levels

5S model of organization of EB information services

'h"u £ w aempi s
EMR-CDSS |/ \
;-ﬁ'rl‘l-'nlx EREH T PR L PR R I N N |
CLINICAL EVIDENCE, PIER | /— %
eTG, UPTqu ‘r.-’; STl ey x'\_ Ewrderce-baned lesthooky
/ - ¥ ‘L'x
ACP Journal, EBM Journal X,:' e X Eridonce-busad ousnsl sbaasts
b
¥ H‘
CDSR, EMJUpdates '
l-l._.--"' Syt 1“!._.‘. S e e rew e
] II"-..
PubMed, EMBASE, / % i ——
Psycinfo Stadies \ oo
/ \

“28" levels of organization of evidence from health care research

Haynes: ACP J Club, Volume 145(3).November/December 2006 .AB



_ 3% UpToDate skt

B o

“*Key word: colorectal cancer AND Aspirin

I UploDate. colorectal cancer aspirin | AliTopics v [JCESiln UpToDate | Contact Us

New Search Patient Info What's New Calculators

Search Results for "colorectal cancer aspirin™

Click related term for aspirin: antiplatelet agents, nonselective nonsteroidal antiinflammatory drugs

+ All Topics
' Adult

_ Pediatric
_ Patient

_ Graphics | ©.

‘NSAlDS (including aspirin): Role in prevention of colorectal cancer

Approach to the long-term survivor of colorectal cancer
Colorectal cancer: Epidemiology, risk factors, and protective factors
Adjuvant chemotherapy for resected stage Il colon cancer

Lynch syndrome (hereditary nonpolyposis colorectal cancer): Screening and
management of patients and families

Adjuvant therapy for resected stage Ill (node-positive) colon cancer




- UpToDate.

=) 3¢ -
Fx Summaries  oNLINE
Title NSAIDs (including aspirin): Role in prevention of colorectal
cancer

content | 1.In adults who are at average risk for colorectal cancer
and those with a family history of colorectal cancer, we
recommend against use of aspirin or other NSAIDs for
prevention of colorectal cancer or adenomas. (11B)

2. In an observational study of 1279 patients with
established Stage I, 11, and 11l colorectal cancers, use of
aspirin after the diagnosis of colorectal cancer was
associlated with improved survival from the disease.

~ ¢ Z:2F > | Aspirin use and survival after diagnosis of colorectal
/J% [ cancer(JAMA. 2009;302(6):649)




#FxF Summaries - UploDate.

<>
R . ONLINE

il

—

content 3.Compared with non-users, participants who
regularly used aspirin after diagnosis had a 29
percent reduction in colorectal cancer-specific
mortality and a 21 percent reduction in overall
mortality.

4. Regular aspirin use after diagnosis was
assoclated with a particularly low risk of
colorectal cancer-specific mortality among
participants whose primary tumors
overexpressed COX-2.

~ ¢ E=2f < gk/ | Nonsteroidal anti-inflammatory drugs: effects on mortality after
¥ 7 24 i | colorectal cancer diagnosis. Cancer. 2009;115(24):5662.
LE - 5 EH)
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=% ACP JOURNAL CLUB

i . -
Evidence-Baosed Medicine for Better Patienf Core

“»Key word: “Aspirin AND metastasis™:41

*t«|“Aspirin and adenocarcinomas’”:?2 ‘
ACP Journal Club” e somme

te A Ve wvices

» Best New Ev for Paotient! Core ™.

-

- ARoet AT P el Rl - e ® - Sine AMop ./ *elp e

Search ACP Jourmnal Club

aspinn and Metastasis | Seasrch |
Seamch Help
Results 1 - 10 of about 41 for aspirin and Mmetastasis

2012 - Review Dailly aspirin reduces shon-term nsk for cancers

P

Searchh ACPFP Joumrmal Club

[aspirin and adenocarcinomas [ Search |
Search Help

Results 1 - 2 of about 2 for aspirin and adenocarcinormas.

2012 - iIndradual- tient —analhyss gl irvim r
2=.x
2012 - Review Daily aspirin reduces short-term

nsik for ncer ..




ACP JOURNAL CLUB

Fyidence-Bosed Heu ne for Better Patient Care

[

#F'&xF Synopses

keyword | Aspirin and metastasis
Title Review: Dalily aspirin reduces short-term risk for
cancer and cancer mortality
content | Dally aspirin reduces short-term risk for
Incident cancer and cancer mortality.
> ¢ TEIE ACP Journal Club. 2012 Jul 17;157:JC1-2.
Bk Rothwell PM, Price JF, Fowkes FG, et al. Short-term effects of daily
prie e aspirin on cancer incidence, mortality, and non-vascular death: analysis

of the time course of risks and benefits in 51 randomised controlled
trials. Lancet. 2012;379:1602-12. [PubMed ID: 22440946]




Review: Dalily aspirin reduces short-term

or cancer and cancer mortality

Aspirin vs no aspirin for prevention of vascular events™

Cancer mortaltytT 34 (69 224) 1.5% 1.8% 15% (410 380 (237 to
24) 1427)
Nonvascular S1(77 549) 26% 2.8% 12% (410 295 (1861 to
moctality T 22) 884)
Vascular 12 (42 356) 2.30% 2.32% 1% (—-12 NS
mortality T to 13)
Nonvascular 12 (42 356) 2.8% 3.1% 12% (210 274 (149w
mortality T3 21) 1645)
Incicdent cancer at 3 6 (32947) 1.29% 1.49% 19% (210 371 (213w
to 4 9y§ 33) 3528)
Incigdent cancer at 6 (8904) 2.9% 4. 1% 29% (12 84 (57w
=5yS to 43) 210)
Incident cancer at 0 6 (35 535) 251% 2.48% 1% (-12 NS
o 29vy§ to 15)

P JOURNAL CLUB

SRt Tllan i Sasts R i e ce-Bosed Medicine for Better Patient Core

*"NS = not significant, other abbreviations defined in Gloss ary. Weighted aspirin
event rates. RRR. RRI. NNT. NNH, and CI calculated from control event rates




. &= Synopses

o ACP JOURNAL CLUB

keyword

Aspirin and metastasis

Title

Individual-patient meta-analysis: Daily aspirin
reduces risk for incident cancer with distant
metastasis

content

1.Daily aspirin reduces risk for incident
cancer with metastasis.

2.Individual patient meta-analysis showed
that aspirin reduced risk for metastatic
adenocarcinomas but not metastatic
nonadenocarcinomas .

> ¢ ‘zzﬂl‘:zgv

Rl e

ACP Journal Club. 2012 Jul 17:157:JC1-3.

Rothwell PM, Wilson M, Price JF, et al. Effect of daily aspirin on risk
of cancer metastasis: a study of incident cancers during randomised
1afs. . 379" -601. [PU i

¢ Evidence-Bosed Medicine for Better Patient Care

[




Individual-patient meta-analysis: Daily aspirin

es risk for incident cancer with distant

Individual patient meta-analysis of 5 trials (n = 17 285) of daily
aspirin vs no aspirin for cancer outcomes”®

Incident cancer 6.5% 7.3% 119% (1 to 21) 123 (67 to
1484)
Incident cancer mornrtality 3.1% 3.9% 22% (9 to 24) 114 (75 to
293)
Solid cancer distant 0.15 0.25 0.64 (0.48 to
metastasis 0.84)
Solid cancer local disease 0.38 0.33 1.24 (1.01t0
1.53)
Adenocarcinoma 0.16 0.28 0.60 (0.46 to
metastasis 0.78)
Nonadenocarcinoma 0.14 0.16 0.96 (0.70 to
metastasis 1.32)

*Abbreviations defined in Glossary.

TRRR, NNT, and CI calculated from control event rates and odds ratios in
article using a fixed-effect model.

IPerson-years are for time from randomization to diagnosis of cancer. ACP JOURNAL CLUB

S§Hazard ratios based on a fixed-effect model.

— Evidence-Based Medicine for Better Patient Co
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Synthesis —Cochrane Libraryl

Title

Effect of daily aspirin on risk of cancer metastasis: a
study of incident cancers during randomised
controlled trials

P B/ F B
(Rttable)

Database of Abstracts of Reviews of Effects 2012 Issue 3 (Status: New)
Original article:Rothwell PM, Wilson M, Price JF, Belch JF, Meade TW,
Mehta Z. Effect of daily aspirin on risk of cancer metastasis: a study of

incident cancers during randomised controlled trials.
Lancet.2012:d0i:10.1016/S0140-6736(12)60209-8. Links

Main result

There was evidence from three pooled RCTs
that aspirin significantly reduces the
recurrence of sporadic adenomatous polyps
after one to three years.




Synthesis —Cochrane Library?2

Title Cost-effectiveness of aspirin, celecoxib, and calcium
chemoprevention for colorectal cancer
ﬁF gt/‘é‘ gt NHS Economic Evaluation Database (NHSEED) 2012 Issue 3
Original article:Squires H, Tappenden P, Cooper K, Carroll C, Logan R, Hind D.
(Eé»table) Cost-effectiveness of aspirin, celecoxib, and calcium chemoprevention for

colorectal cancer. Clinical Therapeutics.2011;33(9):1289-1305.

Content(p
[ E[< ¢ b
FEN/AL R
25)

1. Effectiveness data: The efficacy of
chemoprevention was from a meta-analysis of
relevant published clinical trials that were
Identified by a systematic review. Other data were
mainly from clinical trials.

2. Measure of benefit: Quality-adjusted life-years
(QALY's) and life-years were the summary benefit
measures




Synthesis —Cochrane Library?2

Title Cost-effectiveness of aspirin, celecoxib, and calcium
chemoprevention for colorectal cancer
Mainresult |1, Chemoprevention was less cost-effective

In the general population, but aspirin could
be cost-effective for those aged 50 to 60
years.

2. At willingness-to-pay thresholds between
£10,000 and £100,000 per QALY gained,
the likelthood of being cost-effective was
between 20% and 30% for aspirin
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Bastiaannet E, Sampier K, Dekkers OM, de Craen AJ, van Herk-Sukel MP, Lemmens V, van de
Broek CB, Coebergh JW, Herings RM. van de Velde CJ. Fodde R, Liefers GJ.

BrJ Cancer. 2012 Apr 24;106(9):1564-70. doi: 10.1038/bjc.2012.101. Epub 2012 Mar 27

gl |

~ O

[ Rl P T B 1 e = B e PO SN0 DY (RPN P ] et I D

Related citations

Protocol for minimizing the risk of metachronous adenomas of the colorectum with green fea extract
MIRACLE) a randomised confrolled trial of green tea extract versus placebo for nutriprevention of
meiachronous colon adenomas in the elderly population.

Stingl JC, Ettrich T, Muche R, Wiedom M, Brockmdller J, Seeringer A, Seufferlein T.

BMC Cancer. 2011 Aug 18;11:360.

PMID: 21851602 [PubMed - indexed for MEDLINE] Free PMC Article

Related citations

Structure-activity relationship study of novel anticancer aspirin-based compounds.
Joseph S, Nie T, Huang L, Zhou H, Atmakur K, Gupta RC, Johnson F, Rigas B.
Mol Med Report. 2011 Sep-Oct4(5):891-8. doi: 10.3892/mmr.2011.534. Epub 2011 Jul 6.

PMID: 21805049 [PubMed - indexed for MEDLINE]
Related citations

Oxidative stress mediates through apoptosis the anticancer effect of phospho-nonsteroidal anti-

inflammatory drugs: implications for the role of oxidative stress in the action of anticancer agents.
Sun Y, Huang L, Mackenzie GG, Rigas B.

I Pharmaral Fya Thar 20441 Can228MAVTTRAT Froh 2014 lan R

Help

Filters: Manage Filters

20 free full-text articles in PubMed =
Central

Protocol for minimizing the risk of metachronous
adenomas of the colorectum [BMC Cancer. 2011

A randomized placebo-controlled prevention
trial of aspirin an [Cancer Prev Res (Fhila). 2011

Protein nitration and nitrosylation by NO-donating
aspirin in colon cancer ce [Exp Cell Res. 20171

See all (20)..

Find related data o
Database:[Select _[3]

rind items

3

Search details

{("aspirin”" [MeS5H Terms]
OR "aspirin"[All Field=]) AND E
("colonic neoplazms" [MeSH
Terms] OR ("colonic™[All
Field=s] AND "neoplasms™[All -

Search See more..

m »

A service of 1

Pu bm w|PubMed Home Page ..r



“» Paper &

i“ nature.com » Publications A-Z index » Browse by subject

Unravel the genometo ™™
Discover the noncoding

Click here > e \-_.,\_‘

B)C

RNAs that regulate cancer.

British Journal of Cancer
Access

To read this article in full you may need to log in, make a payment or gain access through a site

license (see right).

nature.com = Journal home = Table of Contents

Epidemiology

British Journal of Cancer 106, 1564-1570 (24 April 2012) | doi: 10.1038/bjc.2012.101

Use of Aspirin postdiagnosis improves
survival for colon cancer patients

E Bastiaannet, K Sampieri, 0 M Dekkers, A J M de Craen, MP P van
Herk-Sukel, Vv Lemmens, C B M van den Broek, 1 W Coebergh, RM C
Herings, C 1 H van de Velde, R Fodde and G ] Liefers

Background:

The preventive role of non-steroid anti-inflammatory drugs
(NSAIDs) and aspirin, in particular, on colorectal cancer is well
established. More recently, it has been suggested that aspirin may
also have a therapeutic role. Aim of the present observational
population-based study was to assess the therapeutic effect on
overall survival of aspirin/fNSAIDs as adjuvant treatment used
after the diagnosis of colorectal cancer patients.
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Use of aspirin postdiagnosis improves survival for colon cancer
patients.

Bastiaannet E, Sampieri K, Dekkers OM, de Craen AJ, van Herk-Sukel MP,
Lemmens V', van den Broek CB, Coebergh JW, Herings RN, van de Velde
CJ, etal

Br J Cancer. 2012 Apr 24, 106(3)

584-70. Epub 2012 Mar 27.

Chemaoprevention of colorectal cancer in inflammatory bowel
disease.

Subramanian W, Logan RF.
Best Pract Res Clin Gastroenterol. 2011 Aug; 25(4-5):593-508.
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Articles

Effect of daily aspirin on risk of cancer metastasis: a study of
incident cancers during randomised controlled trials

Peter M Rothwell, Michelle Wilson, JacquelineF Price, Jill F F Belch, Tom W Meade, Ziyah Mehta

Summary

Background Daily aspirin reduces the long-term incidence of some adenocarcinomas, but effects on mortality due to
some cancers appear after only a few years, suggesting that it might also reduce growth or metastasis. We established
the frequency of distant metastasis in patients who developed cancer during trials of daily aspirin versus control.

Methods Our analysis included all five large randomised trials of daily aspirin (=75 mg daily) versus control for the
prevention of vascular events in the UK. Electronic and paper records were reviewed for all patients with incident
cancer. The effect of aspirin on risk of metastases at presentation or on subsequent follow-up (including post-trial
follow-up of in-trial cancers) was stratified by tumour histology (adenocarcinoma vs other) and clinical characteristics.

Findings Of 17285 trial participants, 987 had a new solid cancer diagnosed during mean in-trial follow-up of
6-5years (SD 2-0). Allocation to aspirin reduced risk of cancer with distant metastasis (all cancers, hazard ratio [HR]
0-64, 95% CI 0-48-0-84, p=0-001; adenocarcinoma, HR 0-54, 95% CI 0-38-0-77, p=0-0007; other solid cancers,

Lancet 2012; 379: 1591-601

Published Online
March 21, 2012
D00-10 1016/50140-
6736{12)60209-8

See Comment page 1569
See Artidles page 1602
See Articdes Lancet Oncal
2012;13: 518-27

Stroke Prevention Research
Unit, Nuffield Department of
Clinical Neuroscience,
University of Oxford, Owford,
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Synthesis —Cochrane Libraryl

Title Effect of daily aspirin on risk of cancer metastasis: a
study of incident cancers during randomised
controlled trials

Main result 1.Decrease rate of definite metastasis: hazard ratio

[HR]0.64, 95% CI 0.48~0.84, p=0.001

2.Adenocarcinoma; decrease metastasis: HR 0.54,
95% CI 0.38-0.77, p=0.00073.

3. Colorectal carcinoma: decrease metastasis:
HR=0.13, 95% CI 0.03~0.56, p=0 - 007
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Trust Something You Can Trust

According to “Sharon E. Straus et al, Evidence-based medinice: how to practice and teach
EBM, Elsevier, 2005: 33-7. “
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Meta-analysis of the effect of aspirin on risk of adenocarcinoma with distant metastases in five randomised

trials of aspirin versus control.
Two trials randomised in a 2:1 (aspinn:control) ratio and so for ease of comparison the number of control outcomes is also given after

adjustment for the randomisation ratio. See main paper for references.

Metastatic adenocarcinoma  Odds

. 95% CI
Aspirin Control Ratio
Trial {ref)
BDAT (25) 16 /3429 9/1710 0.89 0.39-2.01 = >
UK-TIA (26) 811621 111814 0.36 0.15-0.90 ——
TPT (27) 1312545 3072540 043 022083 ——
POPADAD (28) 6/638 111638 0.54 0.20-1.47 %
AAA (29) 1211675 17 (1675 0.70 0.34-1.48 L
p=0.52 (het)
TOTAL 55 /9908 7817377 0.55 0.39-0.78 S — p=0.001 (sig)
Cancers adjusted for randomisation ratio 55 98 0 1 2

Odds Ratio (95% CI)
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Meta-analysis of the effect of aspirin on risk of adenocarcinoma with distant metastases in five randomised
trials of aspirin versus control.
Two trials randomised in a 2:1 (aspirin:control) ratio and so for ease of comparison the number of control outcomes is also given after
adjustment for the randomisation ratio. See main paper for references.
Metastatic adenocarcinoma Ddtlis 95% Cl
Aspirin Control Ratio
Trial (ref)
BDAT (25) 16/ 3429 9/1710 0.89 039201 = >
UK-TIA (26) 871621 11/814 036 015090 —a—
TPT (27) 13/ 2545 30/ 2540 043 022083 —
POPADAD (28) 6/638 11/638 054 020147 '
AAA (29) 12/ 1675 17 11675 070  0.34-1.48 &
p=0.52 (het)
TOTAL 5519908 7817377 < 055  0.39-0.78 > = —
Cancers adjusted for randomisation ratio 55 98 0 1 2

Odds Ratio (95% CI}
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‘{‘ ‘Q ‘E’.N N T - Number needed to treat

—

treatment Adverse event (Metastasis)
Positive negative

Exposed 75mg A(264) B(9644)

Aspirin

(experimental)

Not exposed C(291) D(7086)

(control)

e

*

@2 0w F %4 4 % (EER) =A/A+B=2.6%
$Hpe 0 % 44 4 % (CER) =C/C+D=3.94%
G % /54 2% 2 (ARR) =CER-EER=1.34%
% - 2 15 8(NNT)=1/ARR=76.92
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Oxford Centre for EvidenceBased Medicine 2011 Levels of Evidence

Fusbon tep 1 2 3 tep 4 Btep 5 (Level 5)
Level 1%) (Level 2%) Level 3*) Level 4%)
How common is the |Local and current random sample  [Systematic review of surveys  |Local non-random sample™®* Case-series’ h/a

toblem"

urveys (or censuses)

that allow matching to local
Circumstances ™™

thls diagnostic or [Systematic review [ndividual cross sectional INon-consecutive studies, or studies without Case-contro! stucies, or [Mechanism-based
onitoring test of cross sectional studies with studies with consistently consistently applied reference standards™ "poor or non-independentjreasoning
curate? consistently zpplied referance lapplied reference standard and reference standard**
[Dlagn05|s) [standard and blinding blinding
hat will happen if [Systematic r=vew [nception cohort studies Cohort study or control arm of randomized trial* [Case-series or case- JE
e do not add a of inception cohort studies control studies, or poor
Ilerapy’ gquality prognostic cohort
(Prognosis) Etudy
oes this Systematic review Randomized tria INon-randomized controlled cohort/follow-up Case-series, case-control Mechanism-based
tervention help? [of randomized trials or n-of-1 trials pr observational study with  jstudy™* ttudies, or historically  |reasoning
(Treatment Benefits) dramatic effect Fontrolled studies**
|What are the Systematic review of randomized  [Individual randomized tria INon-randomized controlled cohort/follow-up Case-series, case-control, [Mechanism-based
COMMON harms?  frials, systematic review or (exceptionally) observational study (post-marketing surveillance) provided  or historically controlled  fr=asoning

(Treatment Harms)

of nested case-control studies, n-
of-1 trial with the patient you are
raising the question about, or

observational study with dramatic

ktudy with dramatic effect

there are sufficient numbers to rule out a
common harm, (For long-term harms the
Kuration of follow-up must be sufficient.)**

Etudies ™

|effect
hat are the RARE [Systematic review of randomized  Randomized tria
arms? trials or n-of-1 trial or (exceptionally) observational
(Treatment Harms) study with dramatic effect
this (early Systematic review of randomized  Randomized tria Non -randomized controlled cohort/follow-up  [ase-series, case-control,Mechanism-basec
tection) test trials fstudy** pr historically controlled  |reasening
orthwhile? Etudies™
(Screening)

* Level may be graded down on the basis of study quality, imprecision, indirectness (study PICO does not match questions PICO), because of inconsistency between
studies, or because the absolute effect size is very small; Level may be graded up if there is a large or very large effect size.




* 5 BERCT#ria= enks & ¢4 45 (SR of RCTs)
HERCT(F ok ez i % )

All or none
5 RE R AT R E AT
H J; cohortx 5 ePRCT
Outcome research / ecological studies
SR of case-control studies
Individual case-control studies

Case-series(poor quality :cohort / case-control studies)
PR RCEES e BRSPS N )



rades of Recommendation

A |consistent level 1 studies

B consistent level 2 or 3 studies or
extrapolations from level 1 studies

C |level 4 studies or extrapolations
from level 2 or 3 studies

D level 5 evidence or troublingly
INnconsistent or inconclusive studies
of any level
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