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WHY EBM?

"A 21st century clinician who cannot critically
read a study is as unprepared as one who
cannot take a blood pressure or examine the
cardiovascular system."
http://www.bmj.com/content/337/bmj2008
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Why evidence-based medicine:
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The problem
Which half

Sydney Burwell, Dean, Harvard Medical School
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We often seek experts’ advice to take certain treatment decisions. Policymakers
often seek experts’ advice to take a policy decision. However, experts’ advice with-
out reference to adequate search and evaluation of evidence may be simply wrong.

Take example of treatment of eclampsia. A survey conducted m UK m 1992
showed that only 2 % of obstetncians used magnesium sulphate to control

convulsions in eclampsia. The preferred dmg was diazepam. I have personally seen
neurclogizsts advizsing use of diazepam rather than magnesium sulphate. But evi-
dence from climical tnals showed clearly that magnesinm sulphate 15 more effective
in not only controlling comvulsions but zlso decreasing maternal mortality mn
eclampsia [3]. It 1s reassuring to note that in England the Roval College of Obstetrics
and Gynzecology recently adopted the recommendation to use magnesium sul-
phate, rather than diazepam in this condition.
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Example 1
A 28-vear-old man 15 admitted to the intensive care unit with ascending paral-
vsls and respiratory distress. The resident makes a diagnosis of Gullain-
Barré syndrome (GBS) and starts to discuss evidence-based approaches to
treat im. The consultant comes, takes history and suspects dumb rabies. It
becomes clear that the patient had a dog bite 3 months ago and recerved only
Ciala S8
partial immumisation. Further investigation confirmed the suspicion of dumb
rabies, and the patient was shifted to Infectious Diseases Hospatal for further
treatment. The whole discussion on GBS was urelevant. This example 1llus-
trates the role of expertizse mn practising EBM. If the diagnosis 1s wrong, all the
EEBEM discussion i1s superfluous. Gsa
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(see D.L. Sackett et al, BMJ 1996; 312: 71-72)

Individual Patient’s
Clinical ‘ Values &
Expertise Expectations
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Patient
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Table 1.1 Concepts or notions before and after introduction of EBM

EBM notions/concepts

1. Climical/medical

education

2. Clinical expeni=nce

. Textbooks and review

(trediticnal) artacles

Lis

4. M=dhine

5. BEvidence from basic
and ammal research
6. Velhdity of publications

7. Reading conclusions of
PEpeT

&. Cntacal appraisal
i [, L

Is sufficient to practice EBM

Sufficient to guide practice

Are sufhcient

Iz the resource of st resort

Is edequats to gude chmce!
practice

All that 15 published (in top
journels) is largely troe
(unless contradicted by
enother publicetion)

Is sufficient

Comes eutomaticelly and

e e [ /L [ L

Mecessary but not sufficient

Mead hfelong, s=lf-directed
learming and reflactive
[Tactice

Mecessary but not sufficient
Neads to be ewere of res=erc
rezults

Useful but not sufficient Often
need to refer to systemsetic
review/ongnel research

Medline 15 a resource of last
resort

Mecessary but not sufficient
Meads climcsl evidence

Most of what 15 published (=ven
1n top journals) 1s largely
unirme

Mecassary but not sufficient
Nesd to reed methods and result
Mezds to be leamt actively and
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. Clhimical expenience

. Textbooks and review

(trediticnal) artacles
. MMe=dhne
. BExvidence from basic

and amimal research
. Vehdity of publications

/. Reading conclusions of

PEpeT
. Cmtical appreaisal
abihity

. Statistical sigmficance

Sufficient to guide practice

Are sufhcient

Iz the resource of st resort

Is edequats to gude chmce!
practice

All that 15 published (in top
journels) is largely troe
(unless contradicted by
enother publicetion)

Is sufficient

Comes eutomaticelly and
informally with medical
sducation end expenence

Statistical sigmificance 1=
sufficient

el — i
learming and reflactive
[Tactice

Mecessary but not sufficient
Neads to be ewere of res=erc
rezults

Useful but not sufficient Often
need to refer to systemsetic
review/ongnel research

Medline 15 a resource of last
resort

Mecessary but not sufficient
Meads climcsl evidence

Most of what 15 published (=ven
1n top journals) 1s largely
unirme

Mecassary but not sufficient

Nesd to reed methods and result

Mezds to be leamt actively and
formallv

Mecessary but not sufficient
Meads to assess climical

sigmficence
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Searching PubMed
Adib Essali, MD. PhD, MRCPsych
Editor, Cochrane Collaboration

Aims

To improve your database searching skills by:
+ Finding & using Subject Headings
Free text searching with truncation
Combining terms and searches using ‘AND’ and ‘OR’
Constructing and running a search strateqy
Running saved search strategies

Task

Construct a search strategy for the following systematic review title: Insecticide-treated vs non-
insecticide-treated bed nets and curtains for preventing malaria

Start PubMed hitpl/weww. ncbi.nlim.nih.gow/entrez

1. Register an account for you to save your search strategies. Click
Register in the My NCBI button in the top right comer of the window
and follow the instructions. Your username and password will be
emailed to vou.

2. ldentify terms
Note: PubMed automatically searches for terms as both free text and MeSH. Searching for Malaria®
picks up all the Malaria MeSH headings and text containing ‘malaria.._" in the title or abstract fields.

3. Malaria Search R T
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Making Therapeuftic
Decisions
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Introduction to

Evidence Based Medicine
Dr. Yaser Adi MD, MPH, MSc HTA

Senior Researcher

Sheikh Abdullah S BaHamdan’s Research Chair for
EBHC-KT

College of Medicine, King Saud University

2/11/1431 »10/10/2010 - Introduction to EBM First Year Medicine/ KSU http://ebhc-kt.ksu.edu.sa
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Finding and applying the best research evidence
to improve patient care

Written by Paul Glasziou, Chris Del Mar and Janet Salisbu
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Evidence-Based Medicine:
Reading and Writing Medical Papers

Provides the exam syllabus in one place
— saves valuable revision time

Prepared by junior doctors — authors who understand
current exam pressures

Quality assured by leading Faculty Advisors
— ensures complete accuracy of information

Self-assessment section matching the latest exam
formats — confirm your understanding and improve

MOSBY exam technique fast
ELSEVIER




45

disal) qulal) Judady Cialy a3 ol Cladle g il jlaa
il jlae (e 1S pas Uilas Laa

Claa¥) a5 a8 Va5 dalail) (oKl Aagia ade | |
laall slimia) 85 58l cils andi) 5als ) Calsall gy aigy 3
) gis 10 (g Alall

3 Clal ey e aa ) il Gl 2 2l Uy Fal a2
paall dpa i) cilaa) jall it Lodas Aa piiall 3 el 5 a5l 45 505
Slaie ) 2t b gl Jara (pe (it Ll sliimall 4y jud) ol
4 breast conservative surgerycsill e Led Lilas Glal o
L) Jase




46

Ten-Year Results of a Comparison of Conservation
with Mastectomy in the Treatment of Stage I and II
Breast Cancer

Joan A. Jac. Share article 1avid N. Danforth, M.D., Kenneth H. Cowan, M.D., Teresa d'Angelo, B.S.,
Seth M. Steinberg, Ph.D., Lori Pierce, M.D., Marc E. Lippman, M.D., Allen S. Lichter, M.D., Eli
Glatstein, M.D., and Paul Okunieff, M.D.et al.
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N Engl ] Med 1995; 332:907-911
DOI: 10.1056/NEJM199504063321402

Article Figures/Media
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506 Citing Articles

Abstract

BACKGROUND

Breast-conservation therapy for early-stage breast cancer is now an accepted treatment, but there is
still controversy about its comparability with mastectomy. Between 1979 and 1987, the National
Cancer Institute conducted a randomized, single-institution trial comparing lumpectomy, axillary
dissection, and radiation with mastectomy and axillary dissection for stage I and Il breast cancer. We
update the results of that trial after a median poteg‘igcl f\g&qy—up 0f 10.1 years.
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those assigned to lumpectomy plus radiation (P = 0.89). Disease-free survival at 10 years was 69
percent for the patients assigned to mastectomy and 72 percent for those assigned to lumpectomy
plus radiation (P = 0.93). The rate of local regional recurrence at 10 years was 10 percent after
mastectomy and 5 percent after lumpectomy plus radiation (P = 0.17) after recurrences successfully
treated by mastectomy were censored from the analysis.

CONCLUSIONS
In the management of stage I and II breast cancer, breast conservation with lumpectomy and
radiation offers results at 10 years that are equivalent to those with mastectomy.

Intruducti Share article

'

ONSERVATIVE THERAPY IN THE MANAGEMENT OF EARLY-STAGE CARCINOMA OF

the breast, once controversial, is now an established alternative to mastectomy. Several

randomized studies in Europe and North America that address various aspects of
conservative treatment of breast cancer have accumulated a median of 10 or more years of follow-
up. All of them confirm that breast-conserving local therapies and more radical surgical therapies
yield similar rates of survival. (However, the largest of these randomized clinical trials, the National
Surgical Adjuvant Breast Project [NSABP] B-06 trial, was affected by an episode of misconduct,” and

reanalysis of this trial after expunging of fraudulént dta and extensive auditing has not vet been
miihlichad
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Volume 130, Issue 3, Pages 463-466, March 1997
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Is an antihistamine-decongestant combination effective in

| Mext» | [ Print or Share This Page
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temporarily relieving symptoms of the common cold in preschool

children?+ 7 v %

resenied in part at the 20th Anmual Me:

ng of the Ambulaiory Pediatric Association, May 10, 1828, Washington, D.C

Conrad J. Clemens, MD, MPH, James A. Taylor. MD, Jon B. Almquist, MO, Hal C. Quinn, MD, Alks Mehta, MD, Gordon 5. Maylor, MO

Received 3 April 1296; accapied 27 August 1286,

Abstract Full Text PDF References

Abstract

Objective: To determine whether an antihistamine-decongestant combination (ADC) is supenor to placebo in temporarily
relieving symiptoms of upper respiratory fract infection (URID) in preschool children.

Design: Randomized, double-blind, placebo-contrelled frial.
Seffing: Four pediatric offices in the Seattle, Wash., area.
Participants: Chikdren & months through 3 years of age with a URI of less than 7 days' duration.

Methods: Children were randomly assigned to receive an ADC {brompheniramine maleate—phenylpropanaslamine
hydrochlonde) or placebo as needed for UR| symploms. Two hours after each dose of study medication, changes in the child™s
runny nose, nasal congestion, cough, and sleep status were assessed by means of a standardized questionnaire.

Resuits: A fotal of 175 responses were recorded for 59 patients. There were no statistically significant differences in symptom
improvement between the ADC and the placebo group {runny nose, g = 0.45; nasal congestion, g = 0.94; cough, p = 0.66).
Howewver, the proportion of children asleep 2 hours after receiving the ADC was significantly higher than the proportion
receiving placebo (46.6% vs 26.5%:; p = 0.01). Resulis were unchanged after control for the comelated nature of repeated
responses, age, symptom duration, use of acetaminophen, time that the medication was given, and parental desire for
medication.

Conclusions: The ADC was eqguivalent to placebo in providing temporary relief of URI symptoms in preschool children.
However, the ADC did have significantly greater sedative effects than did placebo. {J Pediatr 1997;130:463-5)

Abbreviations: ADC , Anfihistamine-decongestant combination, URI , Upper respiratory tract infection
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Review: Recent HRT increases the risk for breast cancer

e s
rative Group on Hormonal
(,,llabom Breast Cancer. Breast can-
or and hormone replacement
o apy: collaborative reanalysis of
dara from 51 epidemiological stud-
iesof 52 705 women with breast can-
cer and 108 411 women without
preast cancer. Lancet. 1997 Oct

11:350:1047-59.

c———

To determine, using mcta-analysis,
whether an association exists between
bormone replacement therapy (HRT)
and risk for breast cancer.

Data sources
Studies were identified from review
anticles, literarure searches, and col-

leagues.

Study selection

Studies were selected if they included
2 100 women with breast cancer and
if informarion was obtained on HRT
use and reproductive and menopausal
history.

Data extraction

Data on individual women were
sought for usc of HRT and hormonal
tontraceptives, sociodemographic fac-
tors, family history of breast cancer,

height, weight, age at menarche, re-
productive history, gynecologic sur-
gery, menopausal status, age at meno-
pause, and tumor spread (for those
who had breast cancer).

Main results

51 studies from 21 coumtries involving
52 705 women with invasive breast can-
cer and 108 411 women without breast
cancer were included (81% of eligible
studies). Analyses were stratified by study;
center within study; age at diagnosis; time
since menopause; body mass index; par-
ity; and, when appropriate, age of the
woman when her first child was bom.
The main analyses were based on §3 865
postmenopausal women (17 949 with
breast cancer and 35 916 without breast
cancer) for whom age at menopause was
known. The overall median age at first
use of HRT was 48 vears. The relative
risk (RR) for breast cancer among women
who had ever used HRT compared with
those who had never used HRT was 1.14
(P<0.001). Compared with women who
had neverused HRT, those who had used
HRT for > 5 years had an increased risk
for breast cancer (RR 1.35,95% CI 1.21
10 1.49, P <0.001), current users (women
who were using HRT at the time of or
had used it within 12 months of the di-
agnosis of breast cancer) had an increased

risk (RR 1.21, P <0.001), and those who
had stopped use 2 5 years before diagno-
sis had no increase in risk. Among cur-
rent users of HRT or those who had
ceased use | to 4 years previously, the RR
increased by 1.02 (CI 1.01 ro 1.04,
P < 0.001) for each year of use. The
RR associated with long durations of cor-
rent or recent use decreased with
increasing weight (P for trend = 0.004)
and increasing body mass index

(P for trend < 0.001).

Conclusions

Risk for breast cancer is increased in
women who are current or recent users
of honmone replacement therapy com-
pared with those who have never used it.

“Thus nsk mereases with increasing dura-
ton of use. Women who stop using HRT
have a reduced risk and have no increase
mnrisk 2 5 years after stopping.

Soutrce of funding: Inmperial Cancer Research
Yund.

For article reprint: Professor V. Beral, Secre-
tariat, ICRF Cancer Epidemiology Unit,
Gibson Building, Raddliffe Infirmary, Oxford
0X2 6HE, Englend, UK. FAX 44-1565-
310545.

Abstract and Commentary also published in
ACP Journai Club. 1998;128:73. A modified
abstract will appear in Evidence: Based Niorsing.
1998 Jul.

N



EBM alternatives
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Ministers blew £650MILLION on
useless anti-flu drugs: Cash spent on
stockpiling treatments that 'worked no
better than paracetamol’
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The 5 Steps of Evidence-Based

Medicine

Step 1

Ask

a clinical
question

Step 2

Acquire

the best
evidence

Step 3

Appraise

the
evidence

Step 5

Step 4

Assess

Apply your

performance

the
evidence
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Type of Question Should a 70 year
old pancytopenic
patient with
FOREGROUND suspected
meningitis receive
] platelets before |
! i) AL LR A undergoing a |
| What is lumbar puncture? l ‘
| pancytopenia? kd )%
What is the
diagnostic test p
for meningitis?
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A 25 year-old female has been recently diagnosed with
classical Hodgkin's lymphoma (nodular sclerosing subtype).
Staging reveals that she is a stage IIA with a 4.5 cm nodal
mass in her neck and mediastinal nodes. Her hematologist ,
recommends combined modality therapy ,C‘*
(chemotherapy/radiation therapy). The patient has done <
some reading about therapy and is worried about the long

term effects of radiation especially the risk of breast cancer.

Background Foreground

What is the pathophysiology of | For a 25 year old female with ERT
Hodgkin's lymphoma? stage |IA Hodgkin's lymphoma, 2
iIs combined modality therapy
superior to chemotherapy
alone?
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You have been asked to review the
practice guidelines for treating warts. You
are confident that cryotherapy is the most
effective treatment but a colleague
suggested some alternatives to
investigate, including duct tape.

Ask
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LUl ideTe VL T Bl Patients with common warts

Intervention Duct tape

PICO
framework

Comparison Cryotherapy

Ovutcome Eliminating warts

Answerable clinical question:

In patients with common warts, is duct tape as effective as PICO question
cryotherapy in eliminating warts? ) Adsa
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Categories of EBM Resources

Niccal) qulally iasl) ad) pa e

Summaries and guidelines Nonpreappraised research

= UpToDate = PubMed (MEDLINE)

* DynaMed = CINAHL

= (Clinical Evidence = CENTRAL

= Best Practice = Filters:

= US Na?tional Guidelines = (Clinical Queries in PubMed
C|ea”"8_h°“59 Federated searches (engines)

Preappraised research = ACCESSSS

= ACP Journal Club = Trip

= McMaster PLUS = SumSearch

= DARE = Epistimonikos

* _Cochrane
= Evidence Updates

Abbreviations: ACCESSSS, ACCess to Evidence-based Summaries, Synopses,
Systematic Reviews and Studies; CENTRAL, Cochrane Central Register of Controlled
Trials; CINAHL, Cumulative Index to Nursing and Allied Health Literature; DARE,
Database of Abstracts of Reviews of Effects.



Ways to Use Medical Literature (3)

U Most valuable single free access point is The
Cochrane Library

"  The Cochrane Library contains high-quality,

independent evidence to inform all healthcare
decision-making

O An alternative to alerting systems are
secondary evidence based journals
* For example, in internal and general medicine, ACP
Journal Club (http://acpjc.acponline.org) publishes
synopses of articles that meet criteria of both high
clinical relevance and methodologic quality

See: Haynes RB, Cotoi C, Holland J, et al; McMaster Premium Literature
Service (PLUS) Project. Second-order peer review of the medical literature
for clinical practitioners. JAMA. 2006;295(15):1801-1808
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PubMed

National Library of Medicine free internet MEDLINE database.
http://www.ncbi.nIm.nih.gov/entrez/query.fcgi

Th e ‘Clinical Queries’ section of PubMed is a question-focused
interface..

ome - PubMed - NCBI e -+

> X @ ® & hip

= NCBI Resources ¥ How To ¥

Pub'lmed 201 PubMed  Search |

US Nabonail Library of Medicine
National institutes of Heaitn Advanced

PubMed

PubMed comprises more than 28 million citations for biomedical literature from MEDLINE, life science journals, ang

books. Citations may include links to full-text content from PubMed Central and publisher web sites.

Using PubMed PubMed Tools More Resources
PubMed Quick Start Guide PubMed Mobile MeSH ;}?tabase
Full Text Articles Single Citation Matcher Journals in NCBI Databases
PubMed FAQs Batch Citation Matcher Clinical Trials
PubMed Tutorials Clinical Queries E-Utilities (AP1)
New and Noteworthy Topic-Specific Queries LinkOut
Latest Literature Trending Articles
New articles from highly accessed journals PubMed records with recent increases in activity
Am Heart J (3) Observation of anisotropic magneto-Peltier effect in nickel
Nature. 2018

Biochim Biophys Acta (6)



with fi lters for identifying the more appropriate studies for questions

of therapy,
prognosis, diagnosis and aetiology.

[ idiopathic thrombocytopenict X +
€ - C 0o
- e

~ NCBI

® & hitps

Mawwncbinim nih.gov/pubmed/?term =idiopathic « thrombocytopenic s purpura E 133%

Resources ¥/ How To ¥/

Pllbmed-gm' PubMed "idiopathic thrombocytopenic purpura”

Ty o Meckchoe Creaée RSS Createalert Advanced

Article types Format: Summary ~ Sort by: Most Recent ~ Per page: 20 ~ Send to ~
Clinical Trial

Review

Customize ... Best matches for idiopathic thrombocytopenic purpura:

Text availability Pregnancy outcome in patients with idiopathic thrombocytopenic purpura.

Abstract Subbaiah M et al. Arch Gynecol Obstet. (2014)

Free full text [Management of idiopathic thrombocytopenic purpura (primary immune thrombocytopenia,
Full text ITP)L.

Publication dates Kashiwagi H et al. Rinsho Ketsueki. (2014)

5 years Idiopathic thrombocytopenic purpura (ITP).

10 years Shearin-Patterson T et al. JAAPA. (2013)

GRS Switch to our new best match sort order

Species

Humans

Other Animals Search results

Clear all Items: 1 to 20 of 8518 Page 1 |of426 Next> Last>>

Show additional filters

L1 s Helicobacter pylori infection the potential link between interleukin-17 and idiopathic
thrombocytopenic purpura?

Sprujevnik T.

Minerva Med. 2018 Jun 1. doi: 10.23736/S0026-4806.18.05714-2. [Epub ahead of print] No abstract available.

PMID: 29856194
Similar articles

Help

Filters: Manage Filters

Sort by:

Results by year

Download CSV

PMC Images search for idiopathic =
thrombocytopenic purpura
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PublQed

Interface to MEDLINE (NLM*) & easiest way to use It
From 1950 to date

19 million articles as of November 2009

Growing at rate of 700 000 articles/year

=~ 5 000 indexed journals

> 70 million search done each month

Search terms by topics, authors or journal



* http://www.cochrane.org

<@’ The Cochrane Collaboration
Working together to provide the best evidence for health care

e http://www.thecochranelibr
ary.com/view/0/index.html

C_E_D COCHRANE LIBRARY

Independent high-quality evidence for health care decision making

* http://www.adebm.org/

Association for



http://www.cochrane.org/
http://www.thecochranelibrary.com/view/0/index.html
http://www.a4ebm.org/




Archie Cochrane 1909-1988

Sl a3 i 1945 - 1940

Ca oml Gl Sims byl 1941

"I could not continue .. making decisions about intervening when |
had no idea whether | was doing more harm than good. | feared |

had shortened some lives by doing it on the wrong cases”
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“It is surely a great criticism of our profession
that we have not organized a critical summary,
by specialty or subspecialty, adapted
periodically, of all relevant randomized
controlled trials.”

Archie Cochrane 1972



Sir lIain Chalmers

O SSS L5 il sk

systematic review 4:agiall daal )

1992 25885l (& () S S S ja G

) &34 s <1993 ale Js¥) o) S & aile ala
eallad) &) S oS alla




OV S 5S allas
The Cochrane Collaboration
4 )

il Ay e dalle daliia

/

. e )
g hasy o gl
A daagia Gilaal ya
danall dle

\- /

Y4




Evidence
synthesis
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Refining the (Juestion

We discussed a patient with stroke in our round. One of my residents asked: Why
are we not giving hepann to this patient? I said, it would be better if you yvourself
find the answer to the guestion and share with the whole department in the next
journal club. She agreed.

The following conversation between my resident and myself illustrates the

immportance of refining the question:

ol T Il W

=i

Where will vou lock for the evidence?

My first choice would be Cochrane Library. Isn't 1t nght?

Yes, that 15 right. But what 1z vour question precisely?

Well. what 15 the role of hepann 1n acute stroke?

Which type of stroke are vou talking about?

Clearly, ischaemic stroke?

Ischasmic stroke occurs 1n young patients with rheumatic heart disease. Are you
mterested in papers with such patients?

No, no. In elderly patients. My patient 1s 65 years old.

Even in elderly patients some have non-valvular atnal fibnllation or other car-
diac dizease and stroke. Would vou look for papers with such patients?

But my patient does not have any such disease. I would like to focus on athero-
thrombotic cersbral infarctions.

50, can you restate your question?

What 15 the role of heparin in elderly patients with atherothrombotic 1schasmic
stroke (Infarctions)?

That’s better. But tell me are you interested in standard hepann or low molecular
welght heparin?

: Any hepann



I

e Rl

RN

O K, but what are vou looking for - Recovery or prevention of recurrence of
stroke? You will find reviews looking at recovery from acute attack or at preven-
tion of recurrence of stroke or both. Which outcome are you interested in?

I am interested in recovery from acute attack.

How do vou define recovery?

Well, recovery means recovery. Patient regains his pre-stroke functional stams.
What about recovery to 2 point that he is able to do his activities of daly living
independently. Will you consider it an important recovery !

Yes, that 1s acceptable.

Can you restate your gquestion now"!

In elderly patients with acute 1schasmic stroke, does heparin improve the chances
of recovery, defined as independence in actvities of daily living?

I: That's better. Une final wrnkle. Are you comparing heparin with no-heparin or
heparnn vs. aspinn?

E: I am not sure. Our patient 1s already on aspirin. Therefore, my question would be
what 1f we add heparin to aspirnin, which means aspirin plus hepann vs. aspirin
alone. But I would also look at studies which compare heparin to aspirin or hepa-
rin without aspirin vs. no hepann, no aspirin.

I: That means vou have three questions.

E: Yes, my tyvpe of patient and outcomes are one set but there are three sets of
interventions.

I: Isn'tit something hike this?

Patients Elderly with acute 1schasmic stroke due to atherothrombosis

Interventions Aszpinn plus hepann Hepann, no aspinn Hepann, no aspinn

Companson Aspinn alons Aszpinn Mo hepann, no aspinn

Outcome Full recovery or mdependence in activities of daily ving

E: Yes, that's what I want.



Patents Elderly with acute 1schasmic stroke due to astherothrombosis
Interventions 1 Aspinn plus hepann 2 Hepann, no aspinn 3 Hepann, no aspidn

Companson Azpirin alon= Aszpirin No hepann, no espinn
Outcome Full recovery or indepeandence in activities of daily Iving
1
Patients Elderly wath acute 1schaemic stroke due to atherothrombosis
Interventions Aspinn plus hepann
Companson Aspinn alone
Outcome Full recovery or independence in activities of daily bhving

YIs aspirin plus heparin better than aspirin for full recovery
elderly patients with atherothrombotic ischaemic
stroke?
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Patents Elderly with acute 1schasmic stroke due to astherothrombosis

Interventions Azpinn plus hepann 2 Heparn, no aspinn Hepann, no zspinn
Companson Azpinn alons Aszpirin No hepann, no espinn
Outcome Full recovery or independence in activities of d=ily living
2
Patients Elderly wath acute 1schasmic stroke due to stherothrombosis
Interventions Heparnin, no aspinn
Companson Aspinn
Outcome Full recovery or independence 1n ectivities of daily ving

Is heparin better than aspirin for full recovery elderly
patients with atherothrombotic ischaemic
stroke?
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Patents Elderly with acute 1schasmic stroke due to astherothrombosis

Interventions Azpinn plus hepann Heparn, no aspinn 3 Hepann, no aspinn

Companson Azpinn alons Aszpirin No hepann, no espinn

Outcome Full recovery or independence in activities of d=ily living

3

Patients Elderly wath acute 1schasmic stroke due to stherothrombosis
Interventions Hepann, no espinn
Companson placebo Ng hepann, no aspinn
Outcome Full recovery or independence 1n ectivities of daily ving

Is heparin better than placebo for recovery elderly patients with
atherothrombotic ischaemic stroke?

1) s g, ol

What is the effective of heparin for recovery elderly patients with
atherothrombotic ischaemic stroke %4 jiaY
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Should a 70 year
old pancytopenic
patient with
suspected
meningitis receive
platelets before
undergoing a
lumbar puncture?
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P:70years old pancytopenic
I:platelets transfusion.
C:non

O:bleeding
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Study 1 Study 2

Study 4 Study 5




Study 1 Study 3
Study 4 Study 5



Systematic Review

Study 1 Study 3
Study 4
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@, “Level of evidence” pyramid
Evident
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a
Chnical Practice

Based on s

ability to
control for
bias and to
demonstrate
cause and
effect in
humans

Case Roport of Case Series

Narrative Reviews, Expert Opinions, Editorials

Animal and Laboratory Studies
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:Truncation J) 33!

e child
e childhood
e Children

e Color
e colour
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malig*
means:
malignancy
malignant

but not :
malunion

,malabsurption,
malaria

malic
..etc
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mortality :death or survival.
Colon cancer:colorectal cancer

-haemorrhage= hemorrhage: aelSl) y.éil Lagsl) Cadlia) sle ) yo-

appendectomy= appendicetomy
pediatric=paediatric

(Y 4as i s gw)[MeSH Terms)-
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Types of clinical studies

Observational Interventional
J I v
Descriptive Analytic
l 4 \ 4

Case report/series

Ecological study

Cross-sectional study

RCT

Case-control study

Cohort study

RCT: randomized controlled trial




Medical Studies Designs
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Experimental studies
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|

Observational studies
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x » Systematic Review/
Meta-Analysis

* Randomized
Controlled Trial

Increasing
evidence strength

Credit: Univ of New Hampshire/

SUNY Downstate
Adaptation of the Evidence Pyramid Diagram developed by the Medical Research Library of Brookiyn, SUNY Downstate Medical Center,
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Clinical Practice
Guidelines

Secondary, pre-
appraised, or
filtered

Meta-Analysis
ystematic Revie

Randomized

. Controlled Trial
P”m‘?‘ry Prospective, tests treatment
Studies

Cohort Studies

, Prospective - exposed cohort is
Observational observed for outcome

Studies Case Control Studies
Retrospective: subjects already of interest

looking for risk factors

Case Report or Case Series
arrative Reviews, Expert Opinions, Editorial

N? humans Animal and Laboratory Studies
involved

No design
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original article

Outcomes of road traffic injuries before
and after the implementation of a camera
ticketing system: a retrospective study from

a large trauma center in Saudi Arabia

Suliman Alghnam,” Muhamad Alkelya,® Moath Alfraidy, Khalid Al-bedah,® Ibrahim Tawfig
Albabtain,” Omar Alshengeety®

BACKGROUND: Road traffic injuries (RTls) are the third leading cause of death in Saudi Arabia. Because
speed is a major risk factor for severe crash-related injuries, a camera ticketing systern was implemented
countrywide in mid-2010 by the traffic police in an effort to improve traffic safety. There are no published
studies on the effects of the system in Saudi Arabia.

OBJECTIVE: To examine injury severity and associated mortality at a large trauma center before and after
the implementation of the ticketing system,

DESIGN: Retrospective, analytical,

SETTING: Trauma center of a tertiary care center in Riyadh.

PATIENTS AND METHODS: The study included all trauma registry patients seen in the emergency depan-
ment for a crash-related injury (automobile occupants, pedestrians, or motorcyclists) between January 2005
and December 2014. Associations with outcome measures were assessed by univariate and multivariate meth-
ods,

MAIN QUTCOME MEASURE(S): Injury severity score (ISS), Glasgow coma scale (GCS) and mortality.
RESULTS: The study included all trauma registry patients seen in the emergency department for a crash-
related injury. All health outcomes improved in the peried following implementation of the ticketing system.
Following implementation, 155 scores decreased (-3.1, 95% Cl -4.6, -1.6) and GCS increased (0.47, 95% Cl
0.08, 0.87) after adjusting for other covariates, The odds of death were 46% lower following implementation
than before implementation. When the data were h@y&s&ﬁnﬁfﬂqw account for skewed data distributions,
the results remained statistically significant. )

CONCLUSIONS: Thies etidde euasacste meeitive Bbaalth imslicatiane fallawinas tha imslamantatisn of tha csrmars
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Surgical management of pancreatic

neuroendocrine neoplasms
Stefano Partelli, Angela Maurizi, Domenico Tamburrino, Stefano Crippa, Silvia Pandolfi, Massimo

Falconi

From the Department of Surgery, Clinica Chirurgia del Pancreas, Torette-Ancona, Italy

Comespondence: Prof. Massimo Falconi « Department of Surgery, Clinical Chirurgia del Pancreas, Ospedali Riuniti, Via Conca 71, Torrette-
Ancona 60126, taly « T: 439 0715965781, F: +39 0712206024 - m.falconi® univpm.it

Ann Saudi Med 2014; 34(1): 1.5

DO 10.5144/0256-4947.2014.1

Pancreatic neuroendocrine neoplasms are relatively rare entities, representing approximately 1% to 2%
of all pancreatic tumors. Owing to their rarity as well as their relatively indolent natural history, treatment
approaches are not yet standardized. A formal pancreatic resection is usually mandatory for large and lo-
calized sporadic pancreatic tumors or in the presence of symptoms. However, in small and asymptomatic
lesions, a conservative approach consisting in a careful wait-and-see policy is going to appear as more
appropriate, particularly when, to remove the lesion, an aggressive surgical procedure is required, such
as pancreaticoduodenectomy or distal splenopancreatectomy, depending on the localization of the tu-
mor. Surgery has also a significant role in locally advanced and metastatic forms. In the setting of MEN 1
syndrome or Von-Hippel Lindau disease, the tumor size and the possible symptoms should be considered

in the evaluation of a proper treatment.

are rare and dlinically demanding discases.

pNENs are dinically dehned as functioning
(F-pNEN:s) or nonfunctioning (NF-pNENs) depend-
ing on the presence of a syndrome related to inappropri-
ate hormone secretion and thus they are dassified accord-
ing to their hormonal secretion.' A staging system based
on tumor-node-metastasis (TNM) parameters and
grading system based on the assessment of the prolifera-
tive activity of neoplastic cells have been proposed by the
European Neuroendocrine Tumor Society (ENETS)?
The World Health Organization (WHO) dassification

Pancrcatic neuroendocrine neoplasms (pNENs)

of the disease is necessary for all phases in the manage-
ment of patients with pNENs. Several imaging mo-
dalities have been widely used, including conventional
imaging studies (compured tomography, magnetic reso-
nance imaging, ultrasound, angiography), somatostatin
receptor scintigraphy, endoscopic ultrasound, function-
al localization studies measuring hormonal gradients,
and, recently, the use of positron emission tomography*
(Figure 1). During surgery, the routine use of intraop-
a‘égfivc ultrasound (IOUS) is recommended, especially
r insulinomas or whenever an enucleation is planned,
and for small duodenal tumors (especially duodenal
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Balloon kyphoplasty or percutaneous
vertebroplasty for osteoporotic vertebral
compression fracture? An updated

systematic review and meta-analysis
Lin Liang,* Xinlei Chen,® Weimin Jiang,® Xuefeng Li,c Jie Chen,® Lijun Wu,* Yangyi Zhu*

From the *C o { Onthopaedics, Shanayu People’s He

tal, Shaaxing, China; "Depanment of Orthopaedics, The Affiliated Hospltal
T <

, China; "Department

Ann Saudi Med 2016; 36(3): 165174

DOk 10.5144/0256-4947 .2016.165

BACKGROUND: Both kyphoplasty (KP) and vertebroplasty (VP) are effective for patients with osteoporotic
vertebral compression fracture (OVCF), but which approach might be more effective remains unclear, so we
decided to update earlier systematic reviews.

OBJECTIVE: Review and analyze studies published as of August 2015 that compared clinical outcomes and
complications of KP versus VP.

DESIGN: Systematic review and meta-analysis.

SEARCH METHOD: Published reports up to August 2015 were found in PubMed, EMBASE and the
Cochrane Central Register of Controlled Trials (CENTRAL).

SELECTION CRITERIA: Randomized controlled trials (RCTs) and prospective and retrospective cohort stud-
ies comparing KP and VP in patients with OVCF.

DATA COLLECTION AND ANALYSIS: Two authors independently assessed the studies and extracted data.
RESULTS: Thirty-two studies involving 3274 patients fulfilled the inclusion criteria. There were significant
differences between the two groups in short- and long-term postoperative changes in measures of pain
intensity and dysfunction (P<.01), in anterior and middle height (P<.01), kyphotic angle (P<.01), and time to
injury, but not in posterior height (P=.178). There were no significant differences in the rate of postoperative
fractures including adjacent and total fractures, but cement leakage to the intraspinal space was greater in
the VP group (P=.035). KP surgery took longer and required a greater volume of injected cement.
CONCLUSIONS: KR resulted in better pain relief, improvements in Oswestry dysfunction and radiographic
outcomes with less cement leakage, but further RCTs aek seddled 10 verify this conclusion.

LIMITATIONS: Only four RCTs with a certain of risk of bias. Most studies were observational.
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An emergent laparotomy revealed two similar mag-
netic toys (6 mm in diameter and 24 mm in length) at-
tached to each other through bowel walls, resulting in
intestinal perforations. The objects were removed and

Figure 1. A plain abdominal radiograph shows several bar-
shaped and sphere-shaped magnets attached to each other.
Together they mimic the shape of the stomach. One solitary
magnet is seen far away in the intestine,

Figure 2. The same patient (Figure 1); multiple bar toys, ball
bearings and tiny magnets were removed.

come aligned and can attract one another through mul-
tiple bowel walls. Furthermore, this leads to compres-
sion of the intestinal wall, pressure necrosis, intestinal
perforation, fistula formartion, and other gastrointestinal
morbidities.**7 In 2006, the US Center for Disease
Control reported 20 cases of multiple magnet ingestion
that resulted in gastrointestinal complications.! Fifteen
of these patients developed bowel perforation and peri-
tonitis, while three patients presented with volvulus; 1
of them, a 20-month-old boy, died as a result of bowel
perforation and severe sepsis. The boy had ingested 9
building-toy magnets. Although infants and toddlers
are more prone to ingest small objects, magnet ingestion
is reported in children of older ages and also in adules.
Reportedly. multiple magnet intake is more common in
children with psychological conditions such as autism,

Figure 3. An intraoperative image indicates intestinal

u;")‘; pxrz&ﬂt.ngns caused by pressure necrosis of attached magnets.
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Randomized Controlled Trials (RCTs)
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Methods Of Randomization

» Tossing a coin
» Rolling a dice
» Random number tables

Computer generated
random numbers
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Rivaroxaban with or without Aspirin in Stable
Cardiovascular Disease

METHODS

[n this double-blind ~trial. we randomly assigned 27,395 participants with stable athero-
sclerotic vascular disease to receive rivaroxaban (2.5 mg twice daily) plus aspirin (100 mg
once daily), rivaroxaban (5 mg twice daily), or aspirin (100 mg once daily). The pri-
mary outcome was a composite of cardiovascular death, stroke, or myocardial infarc-
tion. The study was stopped for superiority of the rivaroxaban-plus-aspirin group after
a mean follow-up of 23 months.

saa ol () mRiVaroxaban g S s (e Agllad 45 il dpeatl) Ay g0 3 A g 4y ol
AS L) pllial cuils Aaiill (Outcom Al Abaad) eliia) g dpdil) g Audll) cil gl (e 4408 6Y,

49 e Al



Sl AT 1 e sl e e W b M R ]

S P

AR L

IEBEREND o T R

Nicotine Gum for Pregnant Smokers

A Randomized Controlled Trial

Cheryl Oncken, yp, mrr, Ellen Dornelas, po, John Greene, up, Heather Sankey, m,
Allen Glasmann, mp, Richard Feinn, rap, and Henry R. Kranzler, sup

OBJECTIVE: To estimate the safety and efficacy of treat-
ment with 2-mg nicotine gum for smoking cessation
during pregnancy.

METHODS: Pregnant women who smoked daily re-
ceived individualized behavioral counseling and random
assignment to a 6-week treatment with 2-mg nicotine
gum or placebo followed by a 6-week taper period.
Women who did not quit smoking were instructed to
reduce the number of cigarettes smoked by substituting
with gum. Measures of tobaceo exposure were oblained
throughout the study.

RESULTS: Participants in the nicotine (n=100) and pla-
cebo (n=94) groups were comparable in age, race/

Frow the Depariments of Medieine and Obstetvics and Cryneealogy, Uneversify of
Connecticed Sehood of Medicine, Farminglon, Connedicnt; the Oivision of
Preventive Cardiofogy and the Department of Obstetrics and  Giyneealagy,
Hariford Husglal, Hartfiod, Conteclecalt; the Départmont of Oletrio end
(rynecolngy, Boyilate Medical Center, Springlield, Masaodvsatis, ard the
Hergital of Ceraral Conneetiond, Sowikington, Cannectiout; and the Deparimenst
af Prychieiry, Yale University School of Medicine, New Haven, Compectivn!, and
Uintoersity of Comnecticut School of Medivine, Farmington, Corneeticat.

Supporied by MNational astitutes of Health grants ROV DATTIEF, K24
AATIFIE MOT RROUETA2, P50 DAVIII, PR AAGT 5632, Nieatine gum
was provvded free of charge ffom Glaxe-Smatk Khine (Pholadelplia, PA).
Fresented wn part af the Anwieal Meeting of ihe College on Problems of Drug
Deprenderce, Son foan, Puerlo Rieo, June F4-15, 2008

Corresponding author: Cheryl Oroken, MDY, MPH, (MO 3240, Unioersity of
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(MIFO-39400; e-mail encken@nind. noheedy.
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ethnicity, and smoking history. Biochemically validated
smoking-cessation rates were not significantly higher
with nicotine gum compared with placebo (after 6 weeks
of treatment: 13% compared with 9.6%, P=.45; at 32-34
weeks of gestation: 18% compared with 14.9%, P=.56).
Using a cumpleter analysis, nicotine gum significantly
reduced the number of cigarettes smoked per day (nic-
otine gum: =5.7 [standard deviation (SD)=6.0]; placebo:
=3.5 [SD=5.7], P=.035], and cotinine concentration (nic-
otine gum: —24% ng/ml [SD=397]; plat‘(rhu: =112 ng/ml
[SD=333]; P=.04). Birth weights were significantly
greater with nicotine gum cmnparr_‘d with p|a{_'l'_'l=0 13,287
g [SD=566] and 2,950 g [SD=653), respectively, P<.001).
Gestational age was also greater with nicotine-replace-
ment therapy than with placebo (38.9 weeks [SD=1.7]
and 38.0 weeks [SD=3.3], respectively; P=.014).
COMCLUSION: Although nicotine gum did not increase
quit rates, use of nicotine gum increased birth weight and
gestational age, two key parameters in predicting neona-
tal wellbeing.

CLINICAL TRIAL REGISTRATION: Clinir;ahn'a!s.gnv, WA,
clinicaltrials.gov, NCTO0115687

(Obstet Gynecoe! 2008;112:855-67)

LEVEL OF EVIDENCE: |

Tubnuw smoke contains more than 3,500 chemi-
cals, including 100 carcinogens and mutagens,
carbon monoxide, nicotine, and hydrogen cyanide,
all of which can be very harmiul to fetal develop-
ment.! Smoking doubles the risk of delivering a low
birth weight (less than 2,500 g} or premature (less than
37 weeks of gestation) neonate and increases the risk
of numerous adverse perinalal and neonatal out-
comes.”” Very low birth weight newborns (less than
LA g) in particular have exponential increases in
maorbidity and maortality compared with newborns of
norinal weight* Smoking by pregnant women has
been blamed for up to 12% of perinatal deaths and
108 of neonatal deaths in the United Stares.”

OBSTETRICS & GYNECOLOGY 859

Je of Obstetricians and Gynecologists ﬁ
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OBJECTIVE: To estimate the
safety and efficacy of treatment
with 2-mg nicotine gum for
smoking cessationduring
pregnancy

Design:Smoking pregnant .
women were randomle assinged
to 6 week treatmenr with 2mg
nicotine gum or placebo
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RESULTS: Participants in the nicotine (n=100} and pla-
cebo (n=94) groups were comparable in age, race/
ethnicity, and smoking history. Biochemically validated
smoking-cessation rates were not significantly higher
with nicotine gum compared with placebo (after 6 weeks
of treatment: 13% compared with 9.6%, P=.45; at 31-34
weeks of gestation: 18% compared with 14.9%, P=.56),
Using a completer analysis, nicotine gum significantly
reduced the number of cgarettes smoked per day (nic-
otine gum: =5.7 [standard deviation (5D)=6.0]; placebo:
—3.5 [SD=5.7], P=.035), and cotinine concentration (nic-
otine gum: —249 ng/mlL [SD=397]; placebo: =112 ng/ml
[SD=333]; P=.04). Birth weights were significantly
greater with nicotine gum compared with placebo (3,287
g [SD=566] and 2,950 g [SD=653], respectively, P<.001).
Gestational age was also greater with nicotine-replace-
ment therapy than with placebo (38.9 weeks [SD=1.7]
and 38.0 weeks [SD=3.3], respectively; P=.014).

CONCLUSION: Although nicotine gum did not increase
quit rates, use of nicotine gum increased birth weight and
gestational age, two key parameters in predicting neona-
tal wellbeing.
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Effect of rosiglitazone on the frequency of diabetes in patients
with impaired glucose tolerance or impaired fasting glucose: a
randomised controlled trial.

DREAM (Diabetes REduction Assessment with ramipril and rosiglitazone Medication) Trial Investigators,
erstein HC, Yusuf S, Bosch J, Pogue J, Sheridan P, Dinccag N, Hanefeld M, Hoogwerf B, Laakso M,
Mohan V, Shaw J, Zinman B, Holman RR.
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Lancet. 2006 Nov 18:368(9549):1770. LY As gana aa g LB g anlingli g Lgdi o8NS
Abstract

BACKGROUND: Rosiglitazone is a thiazolidinedione that reduces insulin resistance and might
preserve insulin secretion. The aim of this study was to assess prospectively the drug's ability
to prevent type 2 diabetes in individuals at high risk of developing the condition.

METHODS: 5269 adults aged 30 years or more with impaired fasting glucose or impaired
glucose tolerance, or both, and no previous cardiovascular disease were recruited from 191
sites in 21 countries and randomly assigned to receive rosiglitazone (8 mg daily; n=2365) or
placebo (2634) and followed for a median of 3 years. The primary outcome was a composite of
incident diabetes or death. Analyses were done by intention to treat. This trial is registered at
ClinicalTrials.gov, number NCT00095654.

FINDINGS: At the end of study, 59 individuals had dropped out from the rosiglitazone group
and 46 from the placebo group. 306 (11.6%) individuals given rosiglitazone and 686 (26.0%)
given placebo developed the composite primiiy ngg{g@e (hazard ratio 0.40, 95% CI 0.35-0.46;
p<0.0001); 1330 (50.5%) individuals in the rosiglitazone group and 798 (30.3%) in the placebo
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Effect of rosiglitazone on the frequency of diabetes in patients
with impaired glucose tolerance or impaired fasting glucose: a
randomised controlled trial.
DREAM (Diabetes REduction Assessment with ramipril and rosiglitazone Medication) Trial Investigators,

Gerstein HC, Yusuf S, Bosch J, Pogue J, Sheridan P, Dinccag N, Hanefeld M, Hoogwerf B, Laakso M,
Mohan V, Shaw J, Zinman B, Holman RR.

Erratum in

Lancet. 2006 Nov 18;368(9549):1770. C-p|acebo

Abstract

BACKGROUND: Rosiglitazone is a thiazolidinedione that reduces insulin resistance and might
preserve insulin secretion. The aim of this study was to assess prospectively the drug's ability
to prevent type 2 diabetes in individuals at high risk of developing the condition.

METHODS: 5269 adults aged 30 years or more with impaired fasting glucose or impaired
glucose tolerance, or both, and no previous cardiovascular disease were recruited from 191
sites in 21 countries and randomly assigned to receive rosiglitazone (8 mg daily; n=2365) or
placebo (2634) and followed for a median of 3 years. The primary outcome was a composite of
incident diabetes or death. Analyses were done by intention to treat. This trial is registered at
ClinicalTrials.gov, number NCT00095654.

FINDINGS: At the end of study, 59 individuals had dropped out from the rosiglitazone group
and 46 from the placebo group. 306 (11.6%) individuals given rosiglitazone and 686 (26.0%)
given placebo developed the composite primary outcome (hazard ratio 0.40, 95% CI| 0.35-0.46;
p<0.0001); 1330 (50.5%) individuals in the rosiglitazone group and 798 (30.3%) in the placebo
group became normoglycaemic (1.71, 1.57-1.87; p<0.0001). Cardiovascular event rates were

much the same in both groups, although 14 (0 5%) paﬂucnpants in the rosiglitazone group and
two (0.1%) in the placebo group developef heart fallure (p=0.01).
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Study design: Randomiized confrolied nal

Study sample: 5269 adults with impaired fasting glucose, imp
glucose tolerance, or both

Target population: Adults at risk of diabetes Mellitus 2
Exposure (intervention): Rosiglitazone
Outcome: Incident diabetes or death (composite outcome)

Results: Rosiglitazone decreases risk of diabetes or death, increc
probability of becoming normoglycemic

Side effect: Patients on Rosiglitazone more likely to develop heart failure
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Reviewe Clozapine wersus typical neuraleptic medication for schizophrenia
Comparison: 1| CLOZAPIME versus TYPICAL ANTIPSYCHOTICS - OW
Outeeme: 2 Clebul impreszion: L. Net elinically improved

Study ar subgroup th:ﬁli" 'I'wl-:l:mmgl H—H,F"ii::[d?!."!!; . Weight H—H,Fnii::td,l;t!!; .

L short wrm
Buthanan 1554 (Hi 12421 19/20 il 531X QEB[041, 0.BB]
Chiu 1976 (CFT) 19j33 20/31 o= SE% QB9 [0.60, 1.32]
Ciurezu 1976 (M) 4120 Ti2n 1.9% 057020, 1.65]
Erlandsen 1977 iH) 3119 18721 —— 47 % 0.55[0.33, 0.92]
Figchir-C 1 374 (CFT) 347110 S1f113 —— 13.7% OB [048 0.37]
Fischar-C 1576 a iClopend 23/38 27136 —— 76X O.BL[0.59.1.11]
Heng 1357 (CPI) 153421 15713 —a— 6K .72 1055 0.96]
Heonigfeld 1 984 (H) 27135 I6/40 - a7TX Q.77 [0.61, 0.87]
Huang 2001 (CFZ) 17/30 14/30 I ER-B 121 [0.74, 1.9%9]
foh 15974 (H) 4747 B/41 23% Qa4 [0.14, 1.34]
Eane 1 988 (CPT) BESL26 1377142 ] I52% QF2[0.64, 0.82]
Fumra 1554 (Hi 3noe 4/11 + 10X QEI[0.24, 2.82]
Leon 1974 (CFT) 2f25 16/25 27K Q.20 [0.05 0.82]
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Subtotal (95% CI) 555 1 ) * 100.0 % 0.72 [ 0.66, 0.79 |

Total events: 260 Iﬁin:?inﬂ, 373 Mypleal drugs)
Heterogeneity: Chi® = 1246 di =13 0P = 0.4%; P =0.0%
Test for overall effect 2 = &80 (P < 0.00001)
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Buchanan 1994 (H) 12/21 19/20

L 4

Effect Size = [Mean of experimental group] — [Mean of conirol group]

Standard Deviation

% of control group

Relative size Effect size below the mean of
experimental group
0.0 50%
Small 0.2 58%
Medium 0.5 69%
Large 0.8 79%
1.4 92%
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TABLE 1. Concept of Calculating of a Hazard Ratio HR

No. Died  No. Patents Dropped Proportion of the Rate of
No. Padents During Time  Out During Time  Rate of Padents Dying®  Padents Dying in Experimental

Time Perfod Treatment Arm at Risk® (B) Period (A) Period® (Calculated as A'B)  Arm Compared with Control Arm®
First week Experimental 100 3 0 0.03 0.75

Control 100 - 0 0.04
Second week  Experimental 97 6 3 0.06 0.74

Control 95 8 1 0.08
Third week Experimental 88 9 1 0.10 0.74

Control 87 12 2 0.14

To precisely calculate the harard ratio, the Cox proportional harards model must be used, which accounts for the censoring times.

“ Patients who are alive and still in the study at the stast of the Sme period

3 Cenzcred patients.

“ Hazard rate for the time pericd (results shown are rounded to 2 decimal places).

 Hazard ratic (E vs C) for the time period. Please note that results shown are rounded to 2 decimal places, but the calculations used the raw numbers from the previcus
column (°) and therefore give different results thar if the rounded numbers were used (eg, 0.060.08 =~ 0.75).
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Spironolactone in CHF

day) ) da 0 Ll 5ad o wPopulation 3geal) —
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Intervention Jalaill —

spironolacton 25-50 mg/d —

Placeboc —
randomization, blinding, ITT analysis —
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Clinical significance 4yl 11eaY!
2 x 2 table

outcome
cont exp

yes C A
No D B




Spironolactone in CHF (RALES)

NEJM 1999; 341: 709

Cont Exp
841 822

yes 386 284

No 455 538
eer= 284/822 = 0.35

spironolacton

cer= 386/841 = 0.4(%5

lacebo

92 e T 100%



Spironolactone in CHF (RALES)

%11 ARR (sl il alsi) e

eEr= 284/822 = 0.35

spironolactone

cer= 386/841 = 0.46

lacebo

100%
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Ailasy! el
STATISTICAL SIGNIFICANCE

all patients with severe CHF
| | O | |
-20% -10% 0O\ 10% 20%

| | | |
-20% -10% 0 10% 20%

Patients in RCT p <0,001
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STSTISTICAL SIGNIFICANCE 4xibaay draa)
SPIRONOLACTONE IN CHD(RALES)
NEJM 1999 :341:709
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Spironolactone in CHF (RALES)

Absolute Risk Reduction (slaell yasll alss) e
ARR=CER-EER=0.46-0.35=0.11

EER= 0.35

spironolacton

lacebo

100%

96 e Al



Spironolactone in CHF (RALES)

(ARR 11%) G e 100 dallee xic J8f slis 11 lia
f3a 5 3L 5 il zellas O cany (ay je oS o
Number Needed to Treat z 2l a J2U) 221l o
NNT=1/ARR=1/0.11=9
EER= 0.35

spironolacton

placebo

35 46 100%
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Spironolactone in CHF (RALES)

okl axy Aiiall haall 4uui ; Relative Risk ol shaall o
(100 J:a 76)RR = EER/ CER = 0.35 / 0.46 = 0.76

95 per-cent confidence interval, 0.68 to 0.86; P<0.001
EER= 0.35

spironolacton

lacebo

> 100%
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Spironolactone in CHF (RALES)

Relative Risk Reduction (s2ill yhall (alai) e
ol el A Hladdl daus e

=1-RR=1-0.76=0.24 RRR
EER= 0.35

spironolacton

placebo




Spironolactone in CHF (RALES)

ARR =11% (7-16) -
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Conclusions

Blockade of aldosterone
receptors

by spironolactone, in
addition to standard
therapy,

substantially reduces the
risk of both morbidity and
death among patients with
severe heart failure.

(N Engl J Med 1999:341:709-
17.)

©1999, Massachusetts
Medical Society.
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THE EFFECT OF SPIRONOLACTONE ON MORBIDITY AND MORTALITY
IN PATIENTS WITH SEVERE HEART FAILURE

BinTram PITT, M.D,, FAEZ ZANNAD, M.D., WiLLem J, Renes, M.D., Roaert Coov, M.D., ALaix CAasTaicng, MDD,
Aronso Perez, M.D., Joue Pacensgy, M.S., avo Janer Wirres, PH.D,,
FOR THE RANDOMIZED ALDACTONE EVALUATION STuOY INVESTIGATORS®

' LDOSTERONE has an imporant role in
| the pathophysiology of heart Gilure. 't Al-
‘ dosterone promotes the retention of sodi-

ABSTRACT

Backgronnd and Mcthods  Aldosterone is important
in the pathophysiology of heart failure. In a double-
blind study, we enrolled 1663 patients who had se-
vere heart failure and & left ventricular sjection frac-
tion of no more than 35 percent and who were being
treated with an angiotensin-converting-enzyme inhib-
ftor, a loop diuretic, and in most cases digoxin. A total
of 822 patients were randomly assigned to receive 25
mg of spironolactone daily, and 841 to receive place-
bo. The primary end point was death from all causes,

Results The trial was discontinued early, after a
mean follow-up pariod of 24 months, because an in-
terim analysis determined that spironolactone was
efficacious. There were 386 deaths in the placebo
group (46 percent) and 284 in the spironolactone
group |35 percent; relative risk of death, 0.70; 95 per-
cant confidence interval, 0.60 10 0.82; P<0,001). This
30 percent reduction in the risk of death among pa-
tients in the spironolactone group was attributed to
a lower risk of both death from progressive heart
fallure and sudden death from cardiac causes, The
frequency of hospitalization for worsening heart
fallure was 35 percent lower In the spironolactone
group than in the placebo group [relative risk of hos-
petalization, 0.65; 95 percent confidence interval, 0.54
to 0.77; P<0.001}. In addition, patients who received
spironolactone had a significant improvement in the
symptoms of heart failure, as assessed on the basis

of the New York Heart Association functional cliss

(P<0.001). Gynecomastia or breast pain was reported
in 10 percent of men who were treated with spirono-

g;abr— PO IR

um, the loss of magnesum and potassium,
sympathetic activation, parasympatheric inhibition,
myocardial and vascular fibeosis, barorecepror dys-
function, and vascular damage and impairs arterial
compliance.** Many physicians have assumed that
inhibition of the renin-angiotensin-aldosteronc sys-
tem by an angiotensin-converting—cnzyme (ACE)
inhibisor will suppress the formanon of aldosterone.
In addition, treatment with an aldosterone-recepror
blocker in compunction with an ACE mhibitor has
been considered relatively contraindicated because
of the potenmal for scrious hyperkalemia **
Consequently, aldosterone-receptor blockers are
used infrequently in paticnts with heart failure V27
There I8 increasing cvidence 1o suggest, however,
that ACE inhibators only transently suppress the
production of aldosterone.” 4 Furthermore, mreat-
ment with the aldosteronc-receptor blocker spirono-
lactone at a daily dose of 12.5 10 25 mg in conjunc-
twn with standard doses of an ACE inhibitor, a loop
dinreric, and in most cases digoxin is pharmacolog-
ically effective and well tolerared, decreases atrial na-
triuretic pepride concentrations, and does not kead

Lto perious hyperkalemia (defined a5 a serum potas-

Mool
|
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Remdesivir for the Treatment of Covid-19
— Preliminary Report

J.H. Beigel, K.M. Tomashek

ann, H.Y. Chu

, M. Oh,
R.L. Atmar,

ABSTRACT

BACKGROUND
Although several therapeutic agents have been evaluated for the treatment of coro-
navirus disease 2019 (Covid-19), none have yet been shown to be efficacious.

METHODS

We conducted a double-blind, randomized, placebo-controlled trial of intravenous
remdesivir in adults hospiralized with Covid-19 with evidence of lower respiratory
tract involvement. Patients were randomly assigned to receive either remdesivir
(200 mg leading dose on day 1, followed by 100 mg daily for up tw 9 additional
days) or placebo for up to 10 days. The primary outcome was the time to recovery,
defined by either discharge from the hospital or hospitalization for infection-
control purposes only.

RESULTS

A total of 1063 patients underwent randomization. The data and safety monitoring
board recommended early unblinding of the results on the basis of findings from
an analysis that showed shortened time to recovery in the remdesivir group. Pre-
liminary results from the 1059 parients (538 assigned to remdesivir and 521 two
placebo) with data available after randomization indicared thar those who received
remdesivir had a median recovery time of 11 days (95% confidence interval [CI],
9 to 12), as compared with 15 days (95% CI, 13 to 19) in those who received pla-
cebo (rate ratio for recovery, 1.32; 95% CI, 1.12 to 1.55; P<0.001). The Kaplan-
Meier estimates of mortality by 14 days were 7.1% with remdesivir and 11.9% with
placebo (hazard ratio for death, 0.70; 95% CI, 0,47 to 1.04). Serious adverse events
were reported for 114 of the 541 patients in the remdesivir group who underwent
randomizarion (21.1%) and 141 of the 522 patients in the placebo group who un-
derwent randomization (27.0%).

CONCLUSIONS

Remdesivir was superior to placebo in shortening the time to recovery in adults
hospitalized with Covid-19 and evidence of lower respiratory tract infection.
(Funded by the National Institute of Allergy and Infectious Diseases and others;
ACTT-1 ClinicalTrials.gov number, NCT04280705.)
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Ultimately, the findings support
remdesivir as the standard
therapy for patients hospitalized
with COVID-19 and requiring
supplemental oxygen therapy,
according to the authors.
However, they note that the
mortality rate of 7.1% at 14 days
in the remdesivir arm indicates
the need to evaluate antivirals
with other therapeutic agents to
continue to improve clinical
outcomes for patients with
COVID-19. On May 8, 2020,
NIAID began a clinical trial
(known as ACTT 2) evaluating
remdesivir in combination with
the anti-inflammatory drug
baricitinib compared with
remdesivir alone.



Favipiravir Combined With Tocilizumab in the Treatment of . httpa:/elinicaltrials gov/et2/showNCT04310228

COVID-19 is an emerging, rapidly evolving situation.
Get the latest public health information from CDC: https:/fwww.coronavirus.gov.
Get the latest research information from NIH: https:/fwww.nih.gov/coronavirus.

m} U.5. National Library of Medicine Find Studies +

ClinicalTrials.gov About Studies ¥
Submit Studies v
Resources v
About Site «

Favipiravir Combined With Tocilizumab in the Treatment of Corona Virus

_ Tocilizumab:A
Disease 2019 )

humanised
antl-

The safety and scientific validity of this study is the responsibility of the . .

et - . interleukin-6
study sponsor and investigators. Listing a study does not mean it has
A been evaluated by the U.S. Federal Government. Know the risks and receptor
potential benefits of clinical studies and talk to your health care provider I I
before participating. Read our disclaimer for details. monociona

antibody.

ClinicalTrials.gov Identifier: NCT04310228

Recruitment Status @ : Recruiting
First Posted @ : March 17, 2020
Last Update Posted @ : April 10, 2020

See Contacts and Locations

Sponsor:
Peking University First Hospital

Information provided by (Responsible Party):
Guigiang Wang, Peking University First Hospital
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Favipiravir Combined With Tocilizumab in the Treatment of . https:/clinicaltrials gov/ct2/showNCT04310228

Study Details Tabular View No Results Posted Disclaimer

How to Read a Study Record

Study Description Goto =

Brief Summary:

The purpose of this study is to evaluate the efficacy and safety of favipiravir combined with
tocilizumab in the treatment of corona virus disease 2019.

Condition or

) Intervention/treatment € Phase @
disease @
COoVID-19 Drug: Favipiravir Combined With Not Applicable

Tocilizumab
Drug: Favipiravir

Drug: Tocilizumab

Detailed Description:
In clinical institutions that enroll patients with corona virus disease 2019, three arms, multi-center,
randomized and controlled methods are adopted. Patients are divided into three groups, favipiravir
combined with tocilizumab group, favipiravir group and tocilizumab group. 150 patients are
expected to be enralled and the cases are allocated according to the ratio of 3{ favipiravir combined
with tocilizumab group): 1{favipiravir group): 1(tocilizumab group).

Study Design Goto =

Study Type @ :
Estimated Enrollment @
Allocation:

Intervention Model:
Masking:

Primary Purpose:

Official Title:

Actual Study Start Date @

1C

Interventional (Clinical Trial)

150 participants

Randomized

Parallel Assignment

None {Open Label)

Treatment

Favipiravir Combined With Tocilizumab in the
Treatment of Corona Virus Disease 2019-A
Multicenter, Randomized and Controlled Clinical Trial
Study

March 8, 2020
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Favipiravir Combined With Tocilizumab in the Treatment of .

P

httpa:/elinicaltrials gov/et2/showNCT04310228

Estimated Primary Completion Date @ :  May 2020
Estimated Study Completion Date €@ :  May 2020

Resource links provided by the National Library of Medicine

MedlinePlus related topics: Coronavirus Infections

Drug Information available for:  Tocilizumab

[NiH)QTRY]

Genetic and Rare Diseases Information Center resources:

Severe Acute Respiratory Syndrome

U.S. FDA Resources

Arms and Interventions

Arm @

Experimental: Favipiravir Combined With
Tocilizumab group

Favipiravir- On the 1st day, 1600mg each
time, twice a day; from the 2nd to the 7th
day, 600mg each time, twice a day. Oral
administration, the maximum number of
days taken is not more than 7 days.

Tocilizumab:The first dose is 4 ~ 8mg/kg
and the recommended dose is 400mg.
For fever patients, an additional
application (the same dose as before) is
given if there is still fever within 24 hours
after the first dose and the interval
between two medications = 12

hours_ Intravenous infusion, The
maximum of cumulative number is two,
and the maximum single dose does not
excead 800mg.

Goto =

Intervention/treatment @

Drug: Favipiravir Combined With Tocilizumab

Favipiravir: On the 1st day, 1600mg each
time, twice a day, from the 2nd to the Tth
day, 600mg each time, twice a day. Oral
administration, the maximum number of
days taken is not more than 7 days.

Tocilizumab:The first dose is 4 ~ 8mg'kg
and the recommended dose is 400mg.
For fever patients, an additional
application (the same dose as before) is
given if there is still fever within 24 hours
after the first dose and the interval
between two medications = 12
hours.Intravenous infusion, The
maximum of cumulative number is two,
and the maximum single dose does not
exceed 800mg.
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Types of Cohort Studies
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Concurrent

* Prospective cohort study o Bbose A Outcome
* Retrospective cohort study i N
' Retrospective
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Objective: To investigate the potential long term Elsa o A e
‘ o - v - : Az gadl) Jaad)
consequences of the use of oral contraceptives. T,

L2 e 122000

)x‘".(J : f)f) l‘".s '\y." Tl LIS 4 o
Design: 122,000 married registered nurses who b ing e

were aged 30 to 55 in 1976 were enrolled in the
study to be followed prospectively with follow-up

questionnaires mailed every 2 years. Jaall cilasla o) sbity
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Population was divided into OCs users & nonusers Y Ay
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development of a wide range of chronic illnesses st s, 59

The use of hormones have been related to the

among women (DV'T, Breast cancer risk, .....)

| he Nurses health study
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Association of Analgesic Use With Risk of Ovarian Cancer in the
Nurses' Health Studies.

Barnard ME"2, Poole EM?, Curhan GC?3, Eliassen AH'?, Rosner BA®4, Terry KL'°, Tworoger 572,

Author information

Abstract

IMPORTANCE: Ovarian cancer is a highly fatal malignant neoplasm with few modifiable risk
factors. Case-control studies have reported a modest reduced risk of ovarian cancer among
women who frequently use aspirin or regularly use low-dose aspirin.

OBJECTIVE: To evaluate whether regular aspirin or nonaspirin nonsteroidal anti-inflammatory
drug (NSAID) use and patterns of use are associated with lower ovarian cancer risk.

DESIGN, SETTING, AND PARTICIPANTS: This cohort study analyzed NSAID use and ovarian
cancer diagnosis data from 2 prospective cohorts, 93 664 women in the Nurses' Health Study
(NHS), who were followed up from 1980 to 2014, and 111 834 in the Nurses' Health Study Il
(NHSII), who were followed up from 1989 to 2015. Follow-up was completed on June 30, 2014,
for the NHS and June 30, 2015, for NHSII. Data were analyzed from June 13, 2016, to
September 18, 2017.

EXPOSURES: For each analgesic type (aspirin, low-dose aspirin, nonaspirin NSAIDs, and

acetaminophen), timing, duration, frequency, and number of tablets used were evaluated,;
exposure information was updated every 2 to 4 y%éb’fs.‘“w-‘\

Itps:fwww. nebi.nlm.nih, gov/pubmed /30286239

ﬁaa.ubé



WVLHTTICTT Wil il TTEGUETIny UoT aspiiiln Ul Teyglially ot 1v-Uuot aspiiling.,

OBJECTIVE: To evaluate whether regular aspirin or nonaspirin nonsteroidal anti-inflammatory
drug (NSAID) use and patterns of use are associated with lower ovarian cancer risk.

DESIGN, SETTING, AND PARTICIPANTS: This cohort study analyzed NSAID use and ovarian
cancer diagnosis data from 2 prospective cohorts, 93 664 women in the Nurses' Health Study
(NHS), who were followed up from 1980 to 2014, and 111 834 in the Nurses' Health Study Il
(NHSII), who were followed up from 1989 to 2015. Follow-up was completed on June 30, 2014,
for the NHS and June 30, 2015, for NHSII. Data were analyzed from June 13, 2016, to
September 18, 2017.

EXPOSURES: For each analgesic type (aspirin, low-dose aspirin, nonaspirin NSAIDs, and
acetaminophen), timing, duration, frequency, and number of tablets used were evaluated;
exposure information was updated every 2 to 4 years.

MAIN OUTCOMES AND MEASURES: Cox proportional hazards models were used to estimate
hazard ratios (HRs) and 95% Cls for associations of aspirin, nonaspirin NSAIDs, and
acetaminophen with risk of epithelial ovarian cancer. All statistical tests were 2-sided, with a
significance level of .05.

RESULTS: In the NHS, the mean (SD) age at baseline (1980) was 45.9 (7.2) years, and 93% of
participants identified as non-Hispanic white. In the NHSII, the mean age at baseline (1989)
was 34.2 (4.7) years, and 92% identified as non-Hispanic white. Among the 205 498 women in
both cohorts, there were 1054 cases of incident epithelial ovarian cancer. Significant
associations between aspirin and ovarian cancer risk were not observed when current vs
nonuse of any aspirin was evaluated regardless of dose (HR, 0.99; 95% CI, 0.83-1.19).
However, when low-dose (=100-mg) and standard-dose (325-mg) aspirin were evaluated
separately, an inverse association for low-dose aspirin (HR, 0.77; 95% CI, 0.61-0.96), but no
association for standard-dose aspirin (HR, 1.17; 95% CI, 0.92-1.49) was observed. Current use
of nonaspirin NSAIDs was positively associated with risk of ovarian cancer compared with
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nonuse (HR, 1.19; 95% CI, 1.00-1.41), and significant positive trends for duration of use (P =
.02 for trend) and cumulative average tablets per week (P = .03 for trend) were observed.
There were no clear associations for the use of acetaminophen.

CONCLUSIONS AND RELEVANCE: These results appear to be consistent with case-control
studies that show a reduced risk of ovarian cancer among regular users of low-dose aspirin. An
increased risk of ovarian cancer with long-term high-quantity use of other analgesics,
particularly nonaspirin NSAIDs, was observed, although this finding requires confirmation.

PMID: 30286239 DOI: 10.1001/jamaoncol.2018.4149
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Abstract 2 Answers

» Study design: Prospective cohort study

Study sample: 205 487 women who participated in the Nurses Heall
(NHS) or Murses Health Study il [NHSH)

large! populatbon: US Women
Exposure: Aspirin, low dose Aspirin, NSAIDS, Acetaminophen
Qutcome: Epithelial Ovanan Concer
Resylts:
» LOow dose Aspinn 15 associafed with decrecsed sk of Ovanon Cancer
> NSAID use is ossocioted with increased risk of ovanan cancer
» NO association with stondard dose Asoinn
» Dose-response (durahion of use, number of Iablels per week)
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The relationship of smoking habit to total mortality and to the incidence

JAMA of new manifestations of coronary heart disease (CHD) has been examined ejj, g \ ).-}C
in 2,282 middle-aged men under medical surveillance for ten years in . of
o) - o
Networ k Framingham, Mass, and 1,838 middle-aged men followed for eight years in (51‘; ‘-‘ﬂlﬁ ).-)-\\-1 M
Albany, NY. It was found that in men who report habitual consumption of

20 or more cigarettes per day the risk of myocardial infarction was about Q-l\....\ﬂjj\j ‘\.&A\)AM

three times greater than in nonsmokers, former cigarette smokers, or pipe

and cigar smokers, No relationship was shown between smoking habit and
angina pectoris when this symptom was the sole manifestation of CHD.
The association between heavy cigarette smoking and increased morbidity
and mortality from CHD was unexplained, although it appeared to be
relatively immediate. It is inferred that stopping cigarette smoking lessens
the risk of CHD.
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Cohort study

investigate etiology or outcome of disease

time

Study begins here

Prospectively over a period of time (years or decades)
Can be retrospective if clear point of 1% exposure

2 groups well matched to avoid confounding factors
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Source of water

Total number of houses

Number of cholera deaths

supplied
Southwark & 40,046 1263
Vauxhall 0.031
Lambeth 26,107 98
0,0037
Other 256,423 1422
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: A £ Spotlight on breast cancer - PN o . ‘ &

ssha

A nested cohort study of 6,248 early breast @ Methods
cancer patients treated in neoadjuvant and Patients and clinical trials

adjuvant chemotherapy trials investigating .
the prognostic value of chemotherapy- Clinical data was collected from the UK

related toxicities randomised clinical trials NEAT (n =2027)
St e g el e e [12], BRO601 (n = 374) [12], tAnGo

oo e o | (n=3152) [13], and Neo-tAnGo (n=831)
[14], creating a nested cohort of 6,248

Background: The relationship between chemotherapy-related toxicities and prognosis is unclear. Previous studies

S e e s e patients, from a total of 6,384 patients,
w s oo INClUAEA TN this study after providing
adequate quality toxicity data. Additional
file 1: Figure Sla,b summarises the
individual clinical trials included and their
trial objectives. Table 1 summarises patient
oo e gemonen o e oo characteristics of the 6,248 patients, with
Additional file 1: Table S1 showing patient
- characteristics by each trial. Median follow-
up was 6.2 years, with 1,335 (21 %) breast
cancer-related events, 148 (2 %) non-
breast cancer-related deaths, and 4,765

(77 %) live patients.

=rapy-related ities were collecte
contralled trials (NEAT; BROEO1;
n between chemotherapy-rel



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4693418/#CR12
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4693418/#CR12
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4693418/#CR13
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4693418/#CR14
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4693418/#MOESM1
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4693418/table/Tab1/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4693418/#MOESM1

This large and comprehensive study has shown a statistically significant
association between improved survival and neutropenia (using toxicity
classification NCI CTCAE >1 or >3). This association is clinically relevant and
has the potential to be further tested in neutropenia-adapted treatment
regimens within clinical trials to assess its potential to improve clinical
outcome. This study shows that patients with normal or reduced BMI
experience greater rates of neutropenia in comparison to overweight and
obese patients. This is particularly relevant in populations where
increasing levels of obesity may mean that a significant proportion of
breast cancer patients are receiving sub-optimal chemotherapy doses.
This study also indicates that chemotherapy-induced fatigue may be an
indicator of poor clinical outcome. Patients’ pre-treatment performance
status needs to be adequately assessed and levels of treatment-induced
fatigue need to be carefully monitored and moderated.



Conclusions

This large study shows a significant association between
chemotherapy-induced neutropenia and increased survival. It
also identifies a strong relationship between low/normal BMI and
increased incidence of severe neutropenia. It provides evidence
to support the development of neutropenia-adapted clinical trials
to investigate optimal dose calculation and its impact on clinical
outcome. This is important in populations where obesity may
lead to sub-optimal chemotherapy doses.
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Risk factor
absent

Risk factor
present

Risk factor Risk factor

absent present EAST

Information gathered from chart reviews or questionnaires

Cases

LOOK
BACK
IN
TIME

Controls PRESENT

Start of study

Fig. 6.1 Schematic diagram of a
case-control study.
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Review: Recent HRT increases the risk for breast cancer

S

rative Group on Hormonal
g;l:::):m Breast Cancer. Breast can-
cer and hormone replaccm.cnt
cherapy: collaborative reafmlys.s of
dara from 51 epidemiological stud-
iesof 52 705 women with breast can-
cer and 108 411 women without
preast cancer. Lancet. 1997 Oct
11;350:1047-59.

To determine, using meta-analysis,
whether an association exists between
bormone replacement therapy (HRT)
and risk for breast cancer.

Data sources
Studies were identified from review
articles, literarure searches, and col-

leagues.

Study selection

Studies were selected if they included
2 100 women with breast cancer and
if information was obtained on HR'T'
use and reproductive and menopausal
history.

Data extraction

Data on individual women were
sought for use of HRT and hormonal
tontraceptives, sociodemographic fac-
tors, family history of breast cancer,

137

height, weight, age at menarche, re-
productive history, gynecologic sur-
gery, menopausal status, age at meno-
pause, and tumor spread (for those
who had breast cancer).

Main results

51 studies from 21 countries involving
52 705 women with invasive breast can-
cer and 108 411 women without breast
cancer were included (81% of eligible
studies). Analyses were stratified by study;
center within study; age at diagnosis; time
since menopause; body mass index; par-
ity; and, when appropriate, age of the
woman when her first child was bom.
The main analyses were based on §3 865
postmenopausal women (17 949 with
breast cancer and 35 916 without breast
cancer) for whom age at menopause was
known. The overall median age at first
use of HRT was 48 vears. The relative
risk (RR) for breast cancer among women
who had ever used HRT compared with
those who had never used HRT was 1.14
(P<0.001). Compared with women who
had never used HRT, those who had used
HRT for > 5 years had an increased risk
for breast cancer (RR 1.35,95% CI 1.21
10 1.49, P <0.001), current users (women
who were using HRT at the time of or
had used it within 12 months of the di-
agnosis of breast cancer) had an increased

risk (RR 1.21, P <0.001), and those who
had stopped use 2 5 years before diagno-
sis had no increase in risk. Among cur-
rent users of IIRT or those who had
ceased use | to 4 years previously, the RR
increased by 1.02 (CI 1.01 o 1.04,
P < 0.001) for each year of use. ‘The
RR associated with long durations of cor-
rent or recent use decreased with
increasing weight (P for trend = 0.004)
and increasing body mass index

(P for wend < 0.001).

Conclusians

Risk for breast cancer is increased in
women who are current or recent users
of honmone replacement therapy com-
pared with those who have never used it.
Thus nsk increases with increasing dura-
don of use. Women who stop using HRT
have a reduced risk and have no increase
mnrisk 2 § years after stopping.

Soutrce of funding: Imperial Cancer Research
Vund.

For article reprint: Professor V. Beral, Secre-
tariat, ICRF Cancer Epidemiology Unit,
Gibson Building, Raddliffe Infirmary, Oxford
0X2 6HE, England, UK. FAX 44-1565-
310545.

Abstract and Commentary also published in
ACP Journai Club. 1998;128:73. A modified
abstract will appear in Evideance Based Niersing.
1998 Jul.
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Results: Direct touching of unexpectedly dead Jale (L il Al

H5N1 were 1dentified and compared with a similar

poultry was the most significant risk factor (odds  [Reuiutaieem
o . Bl Al (ulail) g2
ratio = 29.0; 95% C.I. = 2.7-308.2). oS e

43 | galal)
Areechokchas D, Jiraphongsa (G, Laosimtaworn Y,

Hanshaoworakul W, O'Reilly M. Investngation of avian

mfluenza (H5ND  outhbreak o humans- T halland, 2004,

MMWR Morb Mortal Wkh Rep. 2006 Apr 2855 Suppl 1:3-6.
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Investigation of avian influenza (H5N1) outbreak in
humans--Thailand, 2004

Diarin Areechokchai ©, C Jiraphongsa, Y Laosiritawoemn, W Hanshaoworakul, M O'Reilly,
Centers for Disease Control and Prevention (CDC)

Affiliations
PRAID: 1EE45574

Abstract

Introduction: Seginning in late 2003, 3 substantial outbreak of influgnza & [HEM1) vires spread

armong poultry in Thailand. On January 23, 2004, the Ministry of Public Health (MPH) detecied the first

canfirmed human case of HESM1 infection in humans.

Methods: During February-Movember 2004, the MPH's Bureau of Epidemiclogy and provincial health
offices worked together to investigate the H3M1 outbreak in humans, Two studies were conducted: a
descriptive study to describe clinical manifestations and epidemiologic characteristic of the cases and
a matched case-control study to determine risk factors for persons who might subsequently become
ill with HSM 1.

Resulis: A Tofal of 1& patients with confirmed HSM1 were identified for the case-control study. Fever
and respiratory symptoms predominated, Leucopenia and thrombooytopenia were presant
respectively in nine (100%) and four (£24%) persons aged <15 years. Direct touching of unexpeciedly
dead poultry was the most significant risk factor [odds ratio = 29.0; 95% confidence interval =
2.7-308.2). Owerall rrartality was 735%; moriality for perscns aged <15 years was 90%, compared with
537% for persons aged = or =15 years,

Conclusion: &vian influenza was more severe in children, who should aveid handling dead poultry
during epizoctics. Early avian influenza in children resembled the more common dengue fever, but
presence of cough and absence of hemoconcentration distinguished avian influenza, which often
progressed rapidly to acute respiratory distress syndrome, regquiring intensive care,
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Cohort Vs. Case Control

Cohort study = frequency of disease in

exposed and non-exposed individual

Case-control study =2 the amount of
exposure in cases with a specific disease
and controls without the disease.
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KEY Retrospective

Investigator/Researcher begins
their research. When the Cohort
~ researcher enters the scene.
T

Present

Absent

What we are seeking; the information we are trying
to obtain; what we do not know; ous uestion). >

141




Ly 1012461 and Silad, Al g dnlsl) Alianl) cLifa) 48Nl Al jaraald-ddls 4l o
pe o) Rl Aals (ge, 2153 52 (A Cbas e 14637 e 4le (Aagiil)eLiialy (ubias

; . ; (=t
) sl s dziian sl( Ll ol Lulagl) Lnaas AllSE) JSG Jla )l vie gl lalafidy jaill dam
Aae g9 g Q) el e 40 gl aiad gy g s ) Adal) Aliaall LAY Lialle

Tobacco use and risk of myocardial infarction in
52 countries in the INTERHEART study: a case-control study

Methods We did a standardised case-control study of acute myocardial infarction (AMI) with 27089 participants in
52 countries (12461 cases, 14 637 controls). We assessed relation between risk of AMI and current or former
smoking, type of tobacco, amoukt smoked, effect of smokeless tobacco, and exposure to SHS. We controlled for
confounders such as differences in lifestyles between smokers and non-smokers.
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INTERHEART study: a case-control study

Prof Koon K Teo, MB « Stephanie Ounpuu, PhD « Steven Hawken, MSc « MR Pandey, MB « Vicent Valentin, MD »

David Hunt, MD « etal. Show all authors

Published: August 19,2006 « DOI: https://doi.org/10.1016/50140-6736(06)68248-0

e PlumX Metrics

Summary

Background

Tobacco use is one of the major avoidable causes of cardiovascular diseases, We aimed to
assess the risks associated with tobacco use (both smoking and non-smoking) and second
hand tobacco smoke (SHS) worldwide.

Methods

We did a standardised case-control study of acute myocardial infarction (AMI) with 27 089
participants in 52 countries (12 461 cases, 14 637 controls). We assessed relation between risk
of AMI and current or former smoking, type of tobacco, amount smoked, effect of smokeless
tobacco, and exposure to SHS. We controlled for confounders such as differences in lifestyles
between smokers and non-smokers.

Findings

t smoking was associated with a greater risk of non-fatal AMI (odds ratio [C < 5, >
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associated with cigarette smoking. Chewing tobacco alone was associated with OR 2-23
(1-41-3-52), and smokers who also chewed tobacco had the highest increase in risk (4-09,
2:98-5-61). SHS was associated with a graded increase in risk related to exposure; OR was 1-24
(1-17-1-32} in individuals who were least exposed (1-7 h per week) and 1-62 (1-45-1-81) in
people who were most exposed (=21 h per week). Young male current smokers had the
highest population attributable risk (58-3%; 95% Cl 55-0-61+6) and older women the lowest
(6-2%, 4-1-9-2). Population attributable risk for exposure to SHS for more than 1 h per week in
never smokers was 15-4% (12-1-19-3).

Conclusion

Tobacco use is one of the most important causes of AMI globally, especially in men. All forms
of tobacco use, including different types of smoking and chewing tobacco and inhalation of
SHS, should be discouraged to prevent cardiovascular diseases.

To read this article in full you will need to make a payment
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Arch Intern Med. 2009 Oct 12;169(18):1677-83. doi: 10.1001/archinternmed.2009.297. '

Glucocorticoid use and risk of atrial fibrillation or flutter: a
population-based, case-control study.

Christiansen CF1, Christensen S, Mehnert F, Cummings SR, Chapurlat RD, Sgrensen HT.

Author information

Abstract

BACKGROUND: Glucocorticoid use is associated with increased risk of myocardial infarction,
stroke, and heart failure, but data are limited on the risk of atrial fibrillation or flutter. We
examined whether glucocorticoid use is associated with the risk of atrial fibrillation or flutter.

METHODS: For this population-based, case-control study, we identified all patients with a first
hospital diagnosis of atrial fibrillation or flutter from January 1, 1999, through December 31,
2005, in Northern Denmark (population, 1.7 million). For each case we selected 10 population
controls matched by age and sex. We obtained data on glucocorticoid prescriptions within 60
days (current users) or longer before the index date (former users), comorbidity, and
medications from medical databases. We used conditional logistic regression to compute odds
ratios (ORs), controlling for potential confounders.

RESULTS: Among 20,221 patients with atrial fibrillation or flutter, 1288 (6.4%) were current
glucocorticoid users and 2375 (11.7%) were former users. Among 202,130 population controls,
5245 (2.6%) were current glucocorticoid users and 19 940 (9.9%) were former users. Current
glucocorticoid use was associated with an increased risk of atrial fibrillation or flutter compared
with never use (adjusted OR, 1.92; 95% confidence interval [Cl], 1.79-2.06). Among new
glucocorticoid users, the adjusted OR was 3.62 (95% Cl, 3.11-4.22) and among long-term
users it was 1.66 (95% Cl, 1.53-1.80). The increased risk remained robust in patients with and
without pulmonary and cardiovascular diseases. Former glucocorticoid use was not associated
with increased risk (adjusted OR, 1.00; 95% CI, 0.96-1.06).

CONCLUSION: Current glucocorticoid use was associated with an almost 2-fold increased risk
of atrial fibrillation or flutter.

PMID: 19822824 DOI: 10.1001/archinternmed.2009.297
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Risk for incident atrial fibrillation in patients who receive Llls 9 (pre (2 14 agra Sida
antihypertensive drugs: a nested case-control study. s gV A2 el agilily
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BACKGROUND: Different antihypertensive drug classes may alter risk for atrial fibrillation. -UJu-‘J,-U.-."-“-“ o )
Some studies suggest that drugs that interfere with the renin-angiotensin system may be ‘_,;'d\)z\,,dm‘i\ A oAl e EREY
favorable because of their effect on atrial remodeling. . JAS\ ( C)h‘ ™ Q.uﬁ-e 5 L
OBJECTIVE: To assess and compare the relative risk for incident atrial fibrillation among ):1 335\ &Lﬂ JY O 3&.“:.1 O_‘m

hypertensive patients who receive antihypertensive drugs from different classes.
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PATIENTS: 4661 patients with atrial fibrillation and 18,642 matched control participants from a UA) 2418642 & ‘“ S=9

population of 682,993 patients treated for hypertension. P‘w i f"‘(@w‘ e
QW) Sigaa O a8 ) i

DESIGN: Nested case-control analysis.

SETTING: The United Kingdom-based General Practice Research Database, a well-validated
primary care database comprising approximately 5 million patient records.

MEASUREMENTS: A comparison of the risk for atrial fibrillation among hypertensive users of

angiotensin-converting enzyme (ACE) inhibitors, angiotensin Il-receptor blockers (ARBS), or aa 33! cilladia QA«’.&M Aie
beta-blockers with the reference group of users of calcium-channel blockers. Patients with Ji A< 9}’3 1&3 8 “95 Al

-

clinical risk factors for atrial fibrillation were excluded.
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Cross-sectional study design

prevalence study

/ Develop disease
// i Do not develop disease
Sample population
\ Not Exposed Develop disease
\\ Do not develop disease

At one point of time

eg.: prevalence of coronary heart disease in smokers
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serum C-reactive protein, fibrinogen, and homocysteine levels.
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Relationship between Cigarette Smoking and Novel Risk Factors for
Cardiovascular Disease in the United States

Lydia A. Bazzano, MD, PhD; Jiang He, MD, PhD; Paul Muntner, PhD; Suma Vupputuri, PhD; and Paul K. Whelton, MD, MSc

Objective: To examine the relationship between cigarette smok-
ing and serum C-reactive protein, fibrinogen, and homocysteine
levels.

Design: Cross-sectional study.

Setting: The U.S. general population.

Patients: 4187 current smokers, 4791,former smokers, and 8375

never-smokers 18 years of age or older who participated in the

Third National Health and Nutrition Examination Survey conducted
154 between 1988 and 1994.




Design of a Cross-Sectional Study
(Prevalence study)
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Objective: To determine whether parameters of
ovarian blood flow distinguish between women
who ovulate and those who do not.

Design: a comparison of Ovarian blood flow by
color Doppler 1n 12 ovulatory and 20 anovulatory
women.

Conclusion: There are differences 1n ovarian blood
flow 1n anovulatory versus ovulatory women.

The alterations in blood flow in anovulatory
women may contribute to or result from

anovulation. :
Carmina E, Longo A, Lobo RA. Does ovarian blood flow
distinguish between ovulatory and anovulatory patients with
PCOS? Am J Obstet Gynecol. 2003 Nov; 189(5): 1283-6.
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Dietary intake patterns and diet quality in a nationally
representative sample of women with and without severe
headache or migraine.

Evans EW'. Upton RB. Peterfin Bl Raynor HA. Thomas JG. Q'leary KC. Paviowic J. Wing RR. Bond DS
Author information

Abstract

OBJECTIVE/BACKGROUND: The role of diet in migraine is not well understood. We sought 1o
charactenze usual dietary intake patterns and diet quality in a nationally representative sample
of women with and without savere headache or migraine, We also examined whether the
relationship between megraine and diet differs by weight status.

METHODS: In this analysis, women with migraine or severe headache status was determined
by questionnaire for 3069 women, ages 20-50 years, who participated in the National Heaith
and Nutrition Examination Study, 1999-2004. Women who expernenced severe headaches or
migraines were classified as migraine for the purposes of this analysis. Dietary intake patierns
(micro- and macronutrient intake and eating frequency) and diet quality. measured by the
Healthy Eating Index, 2005, were determined using one 24-hour dietary recall.

RESULTS: Dietary intake patterns did not significantly differ between women with and without
migraine. Normal weight women with migraine had significantly lower diet quality (Healthy

Eating Index, 2005 total scores) than women without migraine (525209 vs. 459210, P <
0001).

CONCLUSIONS: Whereas findings suggest no differences in dietary intake patterns among
women with and without migraine, dietary quality differs by migraine status in normal weight
women, Prospective analyses are needed to establish how diet relates to migraine onset,
characteristics, and clinical features in individuals of varying weight status.

© 2015 American Hoadache Socty

KEYWORDS: dwet qualty. dwtary intake pattern. migrane, overweight and obese; women
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568 endometrial ablations were performed.

The mean operative time was 32.5 minutes &
hospital stay was 8 hours.

Postoperatively 4 patients developed pulmonary
edema, & 1 developed endometritis

Bageish MS., Sze EH. Endometrial ablation: a series of 568
patients treated over an ll-vear period. Am J Obstet
Gynecol. 1996 Mar:174(3):908-13.
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KAPOSI’'S SARCOMA IN HOMOSEXUAL MEN—A
REPORT OF EIGHT CASES

KENNETH B. HYMES TONY CHEUNG

JEFFREY B. GREENE NEIL S. PROSE
AARON MARCUS HAROLD BALLARD

DANIEL C. WILLIAM LINDA J. LAUBENSTEIN

Eight patients with Kaposi’s sarcoma were seen between March,

1979, and March, 1981, inclusive, at the New York University
Medical Center, Brooklyn Veterans Administration Medical
Center, and the Mount Sinai Hospital. All were seen and evaluated
by at least one of the authors. Routine investigations done in all
patients included complete and differential blood counts, serum
electrolytes, liver-function tests, and the Venereal Disease
Reference Laboratory (VDRL) test. Biopsy specimens and speci-
mens of necropsy tissue were examined by the departments of
pathology at the respective institutions. Hepatitis B surface antigen
(HBsAg) and anti-hepatitis B surface antibody (anti-HBs) were
determined by radioimmunoassay. Cytomegalovirus (CMV) titres
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A 28-year-old woman admitted to the emergency
department 1n coma after a closed head injury

was found to have a positive serum beta-HCG
level of 27 mIU/mlL.

She remained comatosed for more than 240 days.
At 36 to 37 weeks' gestation, she had contractions
and elevations in her blood pressure. A healthy
female infant was born by an operative vaginal
delivery with Apgar scores of 9 and 9.

Hnat NMD. Sibai BM., Kovilam O. An initial Glasgow score
of 4 and Apgar scores of Y & 9: a case report of a pregnant
comatose woman. Am J Obstet Gynecol. 2003:189(3):877-9
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Abstract

A 28-year-okd woman admitted to the emergency department with a Glascow Coma Scale score of 4 after a
closed head injury resulting from a motor vehicle crash was found 10 have a positive serum B-human chorionic
onadotropin level of 27 miLimL. ARter stablization and treatment for her closed head ingury, she remained in a

< omatose state for more than 240 days At 36 to 37 weeks' gestation, she had contractions and elevations in her

lood pressure. A healthy female infant was born by an operative vaginal deltvery with Apgar scores of S and 9
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Qualitative Studies -
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* Used to gain an understanding of underlying reasons, opinions, and
motivahions

* Helps to develop ideas or hypotheses for potential quantitative
research

* Qualitative data collection methods; unstructured or semi-structured
techniques
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