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The growing needs for EBHC teaching
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= 22T (Diagnosis)
= Sensitivity, specificity #EE -~ FrEE
= Predictive value (PPV, NPV) [ZMETEAIE ~ f2METRANME
= ROC curve, Likelihood ratio (LR+, LR=) (LG

n ;89 (Therapy)

= Clinical trial (Randomized Controlled Trial, RCT, RR)

= FHT® (Prognosis)

= Prediction model (Survival analysis, HR [ [#[E=RR)

s 1B R TFI%ET (Risk factor)

= Cohort study (Relative Risk, RR FH¥]J&Ef#EL)
= Case-control study (Odds Ratio, OR f#ELL)
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o BB\ L FE
= 5 Steps in EBM (5 As)

o FEHEE R (Ask- PICO)

« BTSSRI (Acquire, Search)

= SCRKTELERRIER (Appraisal & Apply)
- EEEE N LR R R

» EW%EE (Learning by doing — case present)




SE R
“Learning by Doing”

= Five steps in practicing EBM
=« Formulate clinical question ~ PICO principle

« Search database

= Cochrane database, CCTR, DARE, ACP journal club
= UpToDate

m PubMed - Clinical queries (high quality filter) etc.
= Micromedex, CINHAL...

= Judge level of evidence (/{55:%%T), and Critical
appraisal (VIP principle, RAMbo, Critical Appraisal Sheet, CASP...)

= Calculate NNT, NNH
= humber needed to treat (NNT = 1/ARR)
= humber needed to harm (NNH = 1/ARI)
= Read forest plot (meta-analysis)

= Practice
« FEIfEM 5 EE Attitude and behavior change
= apply to patient care and chart record (cite reference).
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Evidence-Based Health Care
‘L Evidence-Based Medicine (EBM)

BES A EIEE B 3%: Use of current

L'

best evidence in making decisions
about the care of individual patients.

= E%4: EBM is the integration of best

research evidence with clinical expertise
and unique biology, values and

circumstances (expectation - shared
decision making =85 15). (3E)

(Evidence-based Practice)
(Sackett & Straus)



Decision Making In
i Health Care

= What you learned = Searching

during your bibliographic
professional g?:i:?;e:ct'ce
- = m ClINI I |
uaning guideline (CPG)
= Browse journals o100 o basec
= Textbooks journal abstrac
= Ask colleagues = “Do no harm”

Cite references 5| &t

(S
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. Ll (Relative risk) - 52 (Odds) - [5E1- (Odds ratio) -
(SHEIE L (95% confidence interval) ~p {H

= HUEE (sensitivity) - 52T (specificity) - [5MTEIE
(Positive predictive value, PPV) ~ [&MFEHNME (Negatwe
predictive value, NPV) > Tﬂfﬁfutb(hkehhood ratio, LR) ~ H]

e (pre-test probability) - KuH[{EHEZR (post-test
probab111ty) ROC Curve

= ARR (Absolute risk reductlon) = EER (Experimental Event Rate) - CER
(Control Event Rate) -~ fH¥IGlEE /UZ//IE 7EE (relative risk reduction »
RRR) -~ Number needed to treat, NNT =1 / ARR (¥1—AriE £ 55

SRR B AT T AR R A B

s AEENEEEETE IS 7R (absolute risk increase » ARI) = EER
(Experlmental Event Rate) - CER (Control Event Rate) -

Number needed to harm, NNH = 1 / ARl (31— & a FfEEs
B (S A AR A



Diagnostic test

F52 : Sensitivity. Specificity, PPV, NPV, LR, ROC curve

Sensitivity = a / (a+c) o,
Specificity = d / (b+d) Jjﬁ:zjﬁ
PPV = a/ (a+b) (Disease)

NPV = d/ (c+d) 5 =

Prevalence = (a+c) / (a+b+c+d) ZARN

Pretest odd = prevalence / (1-prevalence) Yes N
st o (Yes) (No)

Posttest odd = Pretest odds X LR

(%% (Positive) B [5M
TP a

S

(Test) |f&t4: (Negative)




Moving From Opinion-based Medicine to Evidenced-based Medicine

Bell’s Facial Palsy

N—

= HE Kb (Bell’s palsy) HrisEEATE

N Engl J Med. 2007 Oct 18;357(16):1598-607

Sullivan FM, Swan IR. Donnan PT, et al. Early treatment with pred-
nisolone or acyclovir in Bell’s palsy. N Engl! J Med. 2007;357:1598-
1607.



https://d1tb9j1fbhww3m.cloudfront.net/uploads/media/file/11230/1000px-Bells_palsy_diagram.svg.png
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|beJI‘s palsy

o |
X ]

Clinical Study Categories

Category: | Therapy v

Scope: | Broad v

Results: 5 of 776

Effect of Weakening of Ipsilateral Depressor Anguli Cris on
Smile Symmetry in Postparalysis Facial Palsy.

Jowett N, Malka R, Hadlock TA.
JAMA Facial Plast Surg. 2016 Sep 22; . Epub 2016 Sep 22.

Antiviral Agents Added to Certicostercids for Early Treatment
of Adults With Acute |diopathic Facial Nerve Paralysis (Bell
Palsy).

Sullivan F, Daly F, Gagyar .
JAMA. 2016 Aug 23-30; 316(B):B74-5.

Meedle Sensation and Persenality Facters Influence
Therapeutic Effect of Acupuncture for Treating Bell's Palsy: A
Secondary Analysis of a Multicenter Randomized Controlled
Trial.

Zhang CY, Xu 5B, Huang B, Du B, Zhang GB, Luo X, Huang GY, Xie

KAl Thmits 7T A e 1A

Systematic Reviews

e e e . V0V
Results: 5 of 106

Corticostercids for Bell's palsy (idiopathic facial paralysis)
Madhok VB, Gagyor |, Daly F, Somasundara D, Sullivan M,
Gammie F, Sullivan F.

Cochrane Database Syst Rev. 2016 Jul 18, 7:.CD001942. Epub
2016 Jul 18.

Antiviral treatment for Bell's palsy (idiopathic facial paralysis).

Gagyor |, Madhok VB, Daly F, Somasundara D, Sullivan M,
Gammie F, Sullivan F.

Cochrane Database SystRey. 2015 Nov 8: (11):CDO01B65. Epub
2015 Nov 8.

WITHDRAWN: Antiviral treatment for Bell's palsy (idiopathic
facial paralysis).

Gagyor |, Madhok VB, Daly F, Somasundara D, Sullivan M,

Gammie F, Sullivan F.
Mecrhrmames MAatabmns Cved Dasi TNEE Oan 7- M- OYN4A080 Tkl

Medical Genetics

Topic: | Al v

Results: 5 of 81

Varicella-zoster virus-specific cell-mediated immunity in
Ramsay Hunt syndrome.

Haginomari 5, Ichihara T, Mori A, Kanazawa A, Kawata R, Tang H,
Mori Y.
Laryngoscope. 2016 Jan; 126(1):E35-9. Epub 2015 Jul 15.

A three-generation family with idiopathic facial palsy
suggesting an autosomal dominant inhenitance with high
penetrance.

Grenhej Larsen C, Gyldenlave M, Jench AE, Charabi B, Tlimer Z.
Case Rep Ctolaryngal. 2015; 2015:683938. Epub 2015 Jan 18.

Involvement of MAPK ERK activation in upregulation of water
channel protein aquaperin 1 in a mouse model of Bell's palsy.
Fang F, Liu CY, Zhang J, Zhu L, Qian X, ¥iJ, Xiang ZH, Wang H,
Jiang H.
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Scenario &R 5=

: Ask ~ PICO

Comparison
No stocking
No vaccine
Steroid

No hormone
Observation
CPK-MB

Low dose @SPIrN

Outcome
DVT

URI%
Mortality/esrp
Cancer
Complication
Diagnosis

aneurysm
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‘L EBM- and Search-Pyramids

and Meta-analyses

Randomized
Controlled Double
Blind Studies

Case Reports
Ideas, Editorials, Opmmns .

det el LR TR FE 1) UL E1) £

Systematic Reviews

TRIP Database E%
searches these au
simultaneously

Critically-Appraised
Topics

[Evidence Syntheses]

Critically-Appraised Individual
Articles [Article Synopses]

FILTERED
INFORMATION

(RCTs)

Randomized Controlled Trials \

— Cohort Studies

ERED

UNFILT
INFORMATION

Case-Controlled Studies
Case Series / Reports

Background Information / Expert Opinion

\
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1. SLE lupus nephritis

2. Rheumatoid arthritis

3. Gout
4. Dermatomyositis
5. Scleroderma

6. Osteoarthritis

PICO fiz&

WHOZE M EIREE %, {8 FCyclophosphamide £ {s Fisteroid 2 2 Bl
WHOE M EREE 2%, {# ACyclophosphamideEi{$ FAMycophenolate iz 2 3

BAET X B &, {#FRHCOX 2 inhibitorEl{E#ENSAIDIE fEZEY), $E4 D ME KRR
=R

AR R X, ERASHESERE ZMKIIZR?
BRERNXESE, FAREKXKERRE?
WRESRE, FRASHEIEEIE 2 D-penicillamine’& & ?
RICEAET R BE, ERAME EERUBDEREIRILERE ?

p.s. 200347 Az p §1 4 jn ¥ FF monthly EBM Lecture
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1. Asking Answerable Clinical Question

‘L (PICO)

Question: TE BB LTERBEET RAIZE S

BIEFFE

IR B A2 MR 2 S e LB R TR IR UK 2

Patient and/or problem | 35/ -k BREE E 38 HY 3
A 2R AL /= BELR
_E:%) _&L
Intervention 525 FEE (Glucosamine)
i~ ek
Comparison intervention %}%‘j‘ﬁsu (Placebo)
HE il o
Outcomes RIS RS
Tk & &
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Skin magnified photo after two time shaving

Result

No skin irritation
and damage

Skin imtation
and damage
can be seen

( = )

PREOPERATIVE HAIR REMOVAL:
IMPACT ON SURGICAL SITE INFECTIONS
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Evidence-Based Practice
‘_L Clinical Scenario

= Patient’s Clinical Problem
« Raise clinical question 23 HiE (B R ¥ E2HE)

= Perform Five Steps in EBM (5 As)

= Ask : ask a clinical question (P-I-C-O)

= Acquire: search database (cite reference)

= Appraisal (VIP): Valid? Important? Practical?

= Apply: to patient’s problem ( ZE .. cocnce, expection

= Audit: effectiveness (explain treatment options to patient~ SDM)




Two Fundamental Principles of

‘L EBM

= EBM posits a hierarchy of evidence to guide
clinical decision making. (Level of evidence)

= Evidence alone is never sufficient to make a

clinical decision. 3E:
» Consider the patient’s value (Expectation of the
Patient) &4 FE : AR AT DS EARES (explain)
« Integrate clinical expertise (Expert opinion)
= Trade the benefits and risks (NNT, NNH)

= Costs ($)
« Inconvenience
B FE R e S R (] 1Yo A A 2
= Y16 Patient NNT = 1/ (RRR x PEER)
= PEER = patient expected event rate (your case)



‘L Q & A BHI&RE

= Search database

Extending the Pyramid

after van der Vleuten

Knows how

/ Knows

Assessing
“Meta” skills
like Professionalism




‘.L HAIRSY &

o KRG EEIR RS PPT
= BQZEBM#ETTaHEHIER

Extending the Pyramid
after van der Vleuten

Assessing
“Meta” skills
like Professionalism




Educational
Prescription

Patient’'s Name Learner:

3-part Clinical Question
Target Disorder:

Intervention (+/- comparison):

Outcome:

Date and place to be filled:

Presentations will cover:

search strategy;

search results;

the validity of this evidence;

the importance of this valid evidence;

can this valid, important evidence be applied to your patient;
your evaluation of this process,

ROLHWON =

FPRCIRBERBE EBM - PBL i PR RE 5347 B

A #a: Case Chart No: 3R EE

# 31 % 4% JResident [JIntern [[Clerk [JV.S. |5 & 8

Mi#i 443t (problem description):

HAMRT (key word):

AA R [reference ) ~ 20 EE# b BEEEH & .CCTR » CDSR » DARE -
ACP ~ B PubMed and /or other databases:

3E Aok E 38 4k hitp:/Inkwww.cgmh.org. tw/intr/intr2/ebmlink/index. htm

XRRF#: _ [ Level of evidence ) : Level 1: RCT ~ Level 2: cohort study ~
Level 3: case control study ~ Level 4: case series ~ Level 5: expert opinion et al.
¥ £ % (Main results)

%

S UL E

=1

il

~

RAM bo checklist: VYes No O ?Unclear
[] RIAFTIER 2 & A AR (Representative)
L] ARSH EHIRITELFIEHE (Ascertainment/follow-up)

[] M bo%&: 5L HIE (Measurement)75 {7 7=?(blinded or objective
SLES R SL 2 bk 3% 444 (Reviewers’ conclusions):

HEFBA: ERIRE AT 25 4

FTHEZ AR REM: SELBE  TEMATREG




Educational
Prescription

Patient's Name Learner:

3-part Clinical Question
Target Disorder:

Intervention (+/- comparison):

Outcome:

Date and place to be filled:

Presentations will cover;

search strategy;

search results;

the validity of this evidence;

the importance of this valid evidence;

can this valid, important evidence be applied to your patient;
your evaluation of this process,

CIDERAE P

PR (5E EBM - PBL g RETEMTIRE

g #3:94/01/10 Case Chart No:20652811 $HhEFH IR E

#F %) :chest 1 m.@.:.'Resident [JIntern [CJClerk [JV.S. | 8 :94/01/06

P A4 (Problem description):

In adult patients with acute asthma treated in the emergency setting, does the addition
of intravenous aminophylline to [beta],-agonists have an additional bronchodilation
effect?

14 F M et (Key word):

aminophylline ;treatment, acute asthma

WAL ( Reference 1 ~ ACP Journal Club and Best Evidence Copyright 2001
American College of Physicians - American Society of Internal Medicine
Volume 134(3) May/June 2001 p 97

XBRE#: 1 ([ Level of evidence ) :.
E B A% (Main results):

: 15 trials met the selection criteria. Treatment groups did not differ for airflow
outcomes at any time. Patients in the aminophylline group had higher values of PEF
and FEV, at 12 and 24 hours, but treatment-group differences were not statistically
significant (Table). Neither airflow limitation at baseline nor the use of steroids
modified the effect of aminophylline. Patients in the aminophylline group reported

higher rates of palpitations

dlference (95% )

PEF L skren, 24 13 218 w9
RV, (L 121 FY) 16

"h’, L24n ¢ 1.8

hedyrtenia /pettationst 25% 10% w2y 7lde24)
Vaitrgt 3 14 2255 (112 40 368) 5w 10)
Trseron 44 e 29 (-7 %087 Yot ignbeont
lospirtred 215 %5 I {-141: hat sgnficent
P peet examiry Fow. e wimeveron defved o1 Sousry T P10 NAT ord € eoirdesad fom 8 1 0%k

lokowg e net praidel

#5365 (Conclusions) ~ $ 5% /& B R0 2 bk 8 5047

In adult patients with acute asthma, the addition of intravenous aminophylline to
[beta]>-agonists does not lead to additional bronchodilation, but some adverse effects
were reported more frequently.

Fhp ) 3

TTRWMZ AR R S E6RE - K46 FMED

3 WM AR & 38 49 4k: http:/Inkwww.cgmh.org.tw/intr/intr2/ebmlink/index.htm
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E B AXL20184EBMEF k% (2) (£58)

#

B

REATEH | N it 2
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TERE
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BREMTEERBMRFH B o — 1 46 RFL ARG MR » A4
JH(EA B TINOMO) « &% 81340 T HIBEIE, HEAE, TR L RBEL L
bR, B RAEE S A -

TR SE T BB R 9 F e R B LA 0ie v, 2 F KL 75
EOZGHE X TIAERE? - RAEREE AR T RIFAL - THH
185 % ik i A A A 1R e P AR o

(D). mwHRatx  (B). gy (O.#RAxX (D). EB% 275 %
(B). BT & s %

EXEAEES  GBRBTHMAE - THHR—EHRERBRERTFHHL -

(D). a—BXE S caimE ¥, 3600 ilmEamd 8% L5 BRIk F gk EE
BaBEREa - —aETAMER, A5 — BB RER - REFRRAS @M
pr g S

(B). £ B — @/ 4A L, A 49 BRIAL 699 AP 38, AT L 2 FHL 85
BF e A BEZABEFHIFLRAR GEEN N E SRk F - s
AR EES A T EFRAIOESBERET R T E -

(C). iR AHBIRAYTAIA L ) W B BEY FAE Q452477 & Tl -carcinoma %
B - X ELBFIAM D RAED W HIRREILEF T c WAL LA %
REEFFE -

(D). LB —ERT 2> FEFHFPIL L2 RS —EARENE -t ET A B
ZEIE BWMERBIRR FiTemE & LT LA a0 B %R S0 HR B
B FERL - RERRBRE >R EAGEFTE -

). RMA LB S mie S 205 9 wbkmA B0 REBMRIAILE B BB IR
Fams REBEFHEMEACOMMOERHELEMANGTEFE



E & K £20184EBM#g £ % (1)

AME SN

1. B3¢ .

2 #,:

3ﬂﬁ“ij% (1%t

4. =g =

5. Self-rating of EBM-knowledge BEF[EH S E2HF/METUT

[ | None at all [ ] Little [ | Average [ ] Advanced [_Expert

F1SRHE R

QUESTION 1:
Answer 1:

RA—MMAESLHGHBRE, RERERELA —BME D THHN LT HIAR
BRA c BB EAFFREE X AR K B RoEAZEFSREY &+
w2 — 8T BUE R A A ﬁ*_ ME X KRB B EE X 63 Bg iR - IR R 3R A AR &
Kt HABETABREATTRENESEHEARELTRIRE XS —HEix
& o (FGheimpb= 1.8 Brmm=0.2) - Ea&%@ﬁ%%kiwhhfﬁ
RHENHEPRERAFT AP REEBERSHBE ROTHME § V0
Gy 5
A. about 2 %
B. about 7 %
C. about 15 %
D. about 30 %

E. A statement is impossible before the arrival of the lab results




Evaluation of Evidence-Based Medicine
Competence using the Validated Berlin
Questionnaire
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Kuang-Hui Yu #:5¢ 1%, Hsueh-Erh Liu 815

1
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Kuang-Hui Yu, M.D.
Chief, Center for Evidence-Based Medicine, and

Director, Division of Rheumatology. Allergy, and Immunology

Chang Gung Memorial Hospital and Chang Gung University,
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Evaluation of Evidence-Based Medicine
Competence using the Validated Berlin

Questionnaire in Medical Students
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Director, Division of Rheumatology, Allergy, and Immunology
Chang Gung Memorial Hospital and Chang Gung University,

Taiwan




Evaluation of Evidence-Based Medicine Competence
using the Validated Berlin Questionnaire

Kuanz-Hui Yo*, Hiweb-Erh Liu
Ceater for Evidence-Based Medicine, Chang Gung Memorial Hozpital and Chang Guag Usiversity, Taiwan
* Prezident, Tarwan Evideace-Baced Medicime Azsociation (TEBMA)

Medical education in the new century focuses on patient-centered care, problem-based learning, and an
evidence-based approach in health care. Evidence-based medicine (EBM), or evidence-based health care
(EBHC), has become a popular approach to making medical decision and is increasingly included in
postgraduate and undergraduate medical education. However, the literature on the evaluation of EBM
performance is very sparse. The implementation of a 6-10 hours EBM program for postgraduate first-year
(PGY1) residents to meet patient care and education needs has been a requirement in all teaching
hospitals in Taiwan since 2004. In accordance with government policy, an instruction in EBM was
extended to cover all undergraduate interns since 2006. In January 2005, information skill instruction by
EBM center staff was incorporated into the curriculum for Chang Gung University's sixth-year (clerkship)
medical students as an elective curriculum. In 2010, the 18-hours curriculum became an essential course
for all sixth-year clerkship medical students.

Objective: To evaluate EBM curriculum Results:

knowledge and skills by the validated Berlin All 96 medical students contributed data at the mid-term
Questionnaire for clerkship medical students. examination baseline and at the end of the curriculum.
Furthermore, we aimed to validate the Berlin - The mean 3s 24.741.6 (median 24.0, range 23-35)

questionnaire for its difficulty and discrimination index. years olzz 3 Queshonna;re score mcrm from

. 9.9+1.7 (median 10, ra 6-14) to 13.8%1.0 ian 14,
Materials and Methods: we evaluﬂed range 10-15). EBM'knor\"elzdge and skills scores increased
EBM knowledge and skills of sixth year medical from mid-term examination baseline by 3.9 points at the
by Berlin Questionnaire as they progressed thro! ' end of the curriculum (p<0.001).
18-hour EBM curriculum in 2010-2011 at Chang G\‘ily Self-rated EBM knowledge increased by 0.3 points from
University. Questionnaire performance was further 2.720.7 to 3.0£0.6 in a five point Likert scale (p<0.001).
assessed by index of difficulty, discrimination index (DI). | The mean difficulty index was 0.76:0.19 (median, 0.73;
In 2010, each student completed the Berlin range, 0.29 to 1.00), and the mean discrimination index
Questionnaire set A on the mid-term examination and, was 0.39+0.26 (median, 0.33; range, 0.00 to 0.76). The
four weeks apart, completed the same questionnaire at overall questionnaire as well as each item had acceptable
the end of the cumriculum. In 2011, each student interal consistency (Cronbach'’s alpha > 0.54 for each item,
completed the set B on the mid-term examination and range 0.54-0.64). Overall, the questionnaire had a
completed the set A questionnaire at the end of the "mc"?,“mtjad" 2 alpl-:a.?f‘ 067, ey s
curriculum. This instrument consists of 15 multiple- iy et sdnte 3033 T Gt medica adenty 2033

choice questions designed to assess the ability to apply -~ = e e wEw = % m ‘..‘ i

concepts of EBM domains. Scores on this instrument
may range from 0 to 15. A discrimination index (DI) and
a difficulty index were cakulated for each item. Internal
consistency reliability was calculated using Cronbach
alpha. Item discrimination is the difference in
proportions for test takers (students) answering
correctly between those scoring in the upper 27% on Discussion:

total score and those scoring in the lower 27%. The
degree of difficulty for each item was calculated usinga  ~ ;ehgr'?ealedn:shsﬁaﬂ:‘mﬁg:g?ﬁgege?m ﬁuem ms’m
difficulty index, which was defined as the proportion of studies (pretest score 6.3-7.5; posttest score 8.9-9.9),
students answering the item correctly and was which were conducted in smdents nov»ce learners, experts,
calculated as p = number of correct answers/number of ‘I“ tzugf(')s ;"‘f’ short Cou"slezlg"o"; e Berﬁ Questi
i i e = In construct vali n jonnaire
all answers. Items were classified as very qlfﬁcuk (= 4 (p<0 05 for all tems e excepbon .
0.20), moderately difficult ( o > 0.20 and = 0.40), with
> ; : 11, had p = 0.56 and 0.07, respectively
intermediately difficulty (>> 0.40 and = 0.60), moderately 2 was 2 statistically Sgnficant aﬁem‘e hétween nems pass
easy (> 0.60 and = 0.80), or very easy (> 0.80). rate vgﬂ\ the exception for fems 4, f-and 5 . l
e 1. Quesiannaire scare af the Chinese car = Inad  th risk
T e e Rgerra; colcclations (.%m and 1‘{';'3.“ e
- - 2 — at mid-term
= - oo = Some items might be then modified, at least for our clerkship
- medica! student, in responss to this. study in the future.

» The 15-item Berlin Questionnaire is a valid, reliable

assessment of medical students' EBM kmwledge and skills.

The Berlin Questionnaire is an easily administered

instrument that evaluates most of EBP steps. A semester of
18-hour medical school EBM curriculum was associated with

an increased EBM knowledge and skills.
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EBM - Objective Structured Clinical Examination
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International Journal of Rheumatic Diseases 2018; 21: 772-787

SPECIAL EDITORIAL REVIEW

Management of gout and hyperuricemia: Multidisciplinary
consensus 1n Taiwan

Kuang-Hui YU, ' (& Dervuan CHEN.234 13nn-Horng CHEN,”® Shih-Yang CHEN,’
Shyh-Ming CHEN,® Tien-Tsai CHENG,” Song-Chou HSIEH,'® Tsu-Yi HSIEH,'"'?

Pai-Feng HSU,*"* Chang-Fu KUO,' Mei-Chuan KUO,"*'” Hing-Chung LAM,'® I-Te LEE,*'?
Toong-Hua LIANG,'® Hsiao-Yi LIN,*"'”? Shih-Chang LIN,””*' Wen-Pin TSAI,**

Gregory J. TSAY,”° James Cheng-Chung WEI,****?> Chung-Han YANG"?°® and

Wen-Chan TSAI*’

! Division of Rheumatology, Allergy, and Immunology, Chang Gung Memorial Hospital, Chang Gung University, *Faculty of
Medicine, National Yang-Ming University, Taipei, *Department of Internal Medicine, Taichung Veterans General Hospital, *Ph.D.
Program in Translational Medicine, Rong Hsing Research Center for Translational Medicine, National Chung Hsing University,
>Division of Immunology and Rheumatology, Department of Internal Medicine, China Medical University Hospital, ®School of
Medicine, College of Medicine, China Medical University, Taichung, *Center of Gout, Country Hospital, Taipei, ®Division of
Cardiology, Department of Internal Medicine, Kaohsiung Chang Gung Memorial Hospital, Chang Gung University, *Division of
Rheumatology, Allergy and Immunology, Department of Internal Medicine, Kaohsiung Chang Gung Memorial Hospital, Chang
Gung University, Kaohsiung, "°Division of Rheumatology, Immunology and Allergy, Department of Internal Medicine, National
Taiwan University Hospital, Hsinchu, ' ' Division of Allergy, Immunology, and Rheumatology, Department of Internal Medicine,
Taichung Veterans General Hospital, **Ph.D. Program of Business, Institute of Business, Feng-Chia University, Taichung,
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International Journal of Rheumatic Diseases 2017; 20: 1057-1071

SPECIAL EDITORIAL REVIEW

Diagnostic utility of HLA-B*5801 screening in severe

allopurinol hypersensitivity syndrome: an updated
systematic review and meta-analysis

Kuang-Hui YU, "“® Cheng-Yen YU” and Yao-Fan FANG”

'Center for Evidence-based Medicine, Division of Rheumatology, Allergy and Immunology, Department of Internal Medicine, Chang
Gung University, and *Division of Rheumatology, Allergy, and Immunology, Chang Gung Memorial Hospital, Tao-Yuan, Taiwan

Abstract

Background: Despite many studies suggesting an association between human leukocyte antigen (HLA)-B*5801

and allopurinol-induced toxic epidermal necrolysis (TEN) and Stevens-Johnsons syndrome (S]S), the evidence
of association in different populations and the degree of association remain uncertain.

Methods: The primary analysis was based on population-control studies. Data were pooled by means of a ran-
dome-effects model, and sensitivity, specificity, positive likelihood ratios (LR+), negative likelihood ratios (LR—),
diagnostic odds ratios (DOR), and areas under summary receiver operating characteristic (SROC) curves (AUC)
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Informed consent Biologic sample Biobank
and data

——— Share decision making - P5 Medicine

Prediction
Lifestyle Prevention Treatment Follow-up
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Biomarkers (omics)

|

SNP 1: GG/GA/AA
SNP 2: CC/CG/GG
SNP 3: AA/AT/TT

Clinical-Biological Bioinformatic analysis Data analysis
correlations

Fig. 1. Steps on the road to personalized medicine.

J.-M. Anaya et al. / Autoimmunity Reviews xxx (2016)



Example of "follow-up™
case presentation 3f £ ¥ &

Dave Sackett

%”-%’17{4/1 S MK A8 Sp i HAs
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(Patient centered care-PBL-EBM)
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& Childrens hospital |
&= Wards 28 - 31

Accidents and
emergencies =p|

Blood test =)
Fracture clinic uj‘;f
Pharmacy =—;>f,“
X-ray =p &




PP RAFL
To show thatyou [ & £ 754 (& )

0 A 4 PR RALE LA R b B K LER 2 (O kAR
7?M%mﬂ@y7?J“W=w*x%7%&$%ﬁﬁﬁ H R LA 12 L
LR ? B Adhein ? o A HA R R s 2 ST R 3 05 P%»b?

Know (well) the patient's medical problem and his emotional reaction to the illness. How is h|s dally life and work affected? How does he cope? How
much support from the family? What is his compliant? Co-operative? Motivated? His understanding of the illness and the treatment options?

o H BT AE HD R 5 )R iR
= Collected adequate data (both p05|t|ve and negative ) for diagnosis and treatment
m AT ‘”L‘?“ s, de o aR 2 (%}ﬁﬁf?)
= Analyze and synthe5|ze the data thoroughly and now presenting it
m B R AUIFEE 4 BRI
= Good communlcatlon and speaking skills
n CHOURR >~ A REARIE TRRIE RO B 0 dE L e 4 8 A
= Sufficient knowledge of the disease and diseases process and the prognosis
n B3 RATE T~ IFF»LE? F Ip chp o Fh] T (B~ 3 SRR s reference)
Read up-to-date literature about the dlsease and dlfferentlal diagnosis
n EFHBIEEIM AR (R AeP R EH?)
= Logic and reason in your decision maklng (how you reach conclusion?
s A HOEEY L SR (2R amE

= Learn by presenting the case (errors in omission/commission, reasoning, etc.)




New case presentation should
Include the following

L

)

S Y XY

o

= 5 minutes, 34 items

Dave Sackett 14.
15.

16.

10.

11

13.

Surname

.21

Age

i

Gender

el

Occupation

When admitted

o7 BF{E TR

The chief complaint that led 1o admission
ERERMERERABLEENR

Where in the body its located

I R A8

Quality

HE

Quantity, intensity, and degree of impairment
B AR TREE

Chronology : when it began. constant/episodic. progressive
BRIEDE - e R4 - i/ 5k B
Setting * under what circumstances did it oceur

TFo: £ BHRET&HL

. Any aggravating or alleviating factors

{E AT o€ AR g BB

Any associated symptoms

1 fa7 48 1] &09E HR

Whether a similar complaint had happened previously, if so :
AT ATH BB EES  wiRA

How it was investigated

ho (AR B HT I R

What the patient was told about its cause

F A Ao 4] A A Sous ]



17.

18.

19.

20.

21.

22.

H AAE TR E DL
Acutely and/or chronically ill
PRI R
Severity
g K
Requesting what sort of help.
R AR B

37 2 AT A

How the patient has been treated for it
W A% BT AE G e 24. The pertinent physical findings on admission.
Pertinent past history of other conditions that are either of prognostic {E Fe 48 B 0958 22 4 B 2530
slg;zif";c??c; or ::oulii rlf.fjdﬁl; e?;a;:latl? 0:; ;re'itglizt*oté ;he cl;lef jiomplanl‘rs 25. The pertinent diagnostic test results.
BLiEA '1’]"‘5\5 R A 3 JM&J e 8 [i by :)]:Er ° b ik
. TR e #8 B 635 B A B 45 R
And how those other conditions have been treated . _ ]
B 4 48 3, 4o 47 A 22 26. Your concise, one-sentence problem synthesis.
— . . : . . LR R N S S N N
Family history, if pertinent to chief complaint or hospital care R E A 155 ER e P 64 R
P40 1% X S AR E B BRR AT 48 B 6 B 0% R 27. What you think the most likely diagnosis is
Social history if pel‘[inen‘r to chief complaint or hospital care BH T4 G935 T A A
513 48 ¥ 3 o BR o 83 . X . . . i
J'i‘**f‘ ‘“["'it R i RBAAT A8 B 6 AR L 9RE 6 28. And the other items in your differential diagnosis
Thewmas: | B4 4942 535
ideas ( what they think is wrong with them ) ) _ ]
Wik (i A G5 3730 40) 29. Any further diagnostic studies you plan to carry out.
. AR MR T — 5 3 4T g 4L B
concerns (about their illness, and other issues ) &3 F — 5 RAT A5 Bida i
EIE CEA RS FHRN)
expectations ( of what's going to happen to and for them ) . _ _ _
B e £ A Sk atE L) 30. Your estimate of the patient's prognosis
. Their c011d1t1011 on admission : R A BT AR

31. Your treatment plans

TrRey st &

32. How you will monitor the treatment.
ARt 4o f] & B 35 9B 26

33. And what you will do if the patieut doesn't respond to treatment
o RB/AEHNEREORE - 5 ¢ EEM®

34. The educational prescription you would like to write for yourself i order to
better understand the patient's pathophysiology, clinical findings, differential
diagnosis, diagnosis, prognosis, therapy, prevention or other issue in order to
become a better clinician

ACEEHFT IR AMETR T s AR EL A 32 ~ BRRIEIR ~ & 58 - 2
B ~ iR ~ b7k AR RAME AR > ARA R BERE A




Presentation of an “old” case for
“follow-up” rounds (20 items in 2

min) F2EHL B S 2LEHRT F

1. The patient's surname

JH A BYEE
2. The age

i 4
3. Gender

T B

4. Occupation/social role
MWEAETAE
5. When admitted

fo] B 2R IR AR TR Dave Sackett
6. Chief complaint that led directly to admission

B O E BUR R B E T

7. The number of active problems at the present time. For each active problem

( which may be a symptom, sign, event, diagnosis. mjury, psychological state,
or social predicament, etc. )
REERH ARG E - H— @B > TRed A —BEAR ~ R~ F4 -2
B~ f55F ~ SHRERAGTRRES -
8. The most important symptom, if any

BE TR o R A



10.

11.

12.

16.

The most important sign, if any
REZGEE > WwRE

The result of diagnosis or other investigations
SETER R agieE

The explanation for the problem ( diagnosis or state )
] A8 GO FE (BB ET Sk AR

The treatment plan instituted for the problem
STEFRTRR ] G st &

. The response to the treatment

e EFE R A

. The future plans for managing this problem.

- R P RE A B

. Repeat 8 to 14 for each active problem

SHEHE — {8 B AR E 488 14495 BR
Your plans for discharge, post-hospital care and follow-up.
Pray e et &~ BTtk a3 52 o % 406 R 8 Bt

17.

18.

19.

20.

Whether you've filled the educational prescription that you requested when this

patient was admitted( in order to better understand the patient's pathophysiology,

clinical findings, diagnosis, prognosis, therapy, prevention of recurrence, quality

of care or other important issue in order to become a better clinician ) . If so :
ERAERE A FRM T OHFT RS AL (ATRELT ERBAN

R FL A BT~ BRIR A %\wm\mﬁ~m%vm%m%v“$mﬁkﬂ%£

PR > AR A B AT AYERRE E)

How you found the relevant evidence

A ho 4] 25 35,38 0k B A8 a4 B REAR -

What you found. The clinical bottom line derived from that evidence.

PR UEIRIR T ARAT B R AYER RGBSR R AL -

Your critical appraisal of that evidence for its validity and applicability

PREEEIE G0 20 S A M Ay RS SR -

21.

How that critically appraised evidence will alter your care of that ( or the next
similar ) patient. If not, when you are going to fill it?
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4. Selecting Statistical Method ==

Type of Data

Goal
HHY

Measurement (from
Gaussian Population)

S H R Ao

Rank, Score, or
Measurement (from'Non-
Gaussian Population)

Binomial

TR R

(Two Possible Outcomes)

Describe one group

Mean, SD

Median, interquartile
range (Q,-Q.)

Proportion (%)

Compare one group
to a hypothetical
value

One-sample t test

Wilcoxon test

Chi-square or Binomial
test

two
unpaired groups

Two-sample t test
(unpaired t test)

Mann-Whitney test/
Wilcoxon rank-sum test

Fisher's test (chi-square
for large samples)

Compare two
paired groups

Paired t test

Wilcoxon signed-rank test

McNemar's test

Compare three or more
unmatched groups

One-way ANOVA

Kruskal-Wallis test

Chi-square test

Quantify
between two variables

Pearson correlation

Spearman correlation

Contingency coefficients

value from
another measured
variable

Simple linear
regression

Nonparametric regression

Simple logistic regression

value from
several measured or
binomial variables

Multiple linear
regression

Multiple logistic
regression




PREDICTION

PERSONALIZED MEDICINE

&

Genetic and Epigenetics

Phenotype
Subphenotype
Polyautoimmunity
Familial autoimmunity

®-

Autoimmune ecology
internal and external
exposures across
the lifespan

Information system
& Bioinformatics

Share medical
decision making

®-

Endocrine Factors

Best Choice
of Treatment

4----

Immunological disturbances

Th1-Th2-Th17 disbalance
VRegulatory function
Autoantibodies

Follow-Up Care

q4----

Cost-Effective
Outcomes

= AUTOIMMUNE DISEASE

Fig. 2. Personalized medicine in the framework of P5 medicine.

J.-M. Anaya et al. / Autoimmunity Reviews xxx (2016)
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=3 MY{4: Critical Appraisal

a Oxford - Critical Appraisal Sheets (cAT form, RAMbo)
= 1. RCT (therapy study)
= 2. Systematic review
= 3. Diagnostic test

= CASP

= Critical Appraisal Skills Programme (CASP) appraisal tool
« http://www.phru.nhs.uk/pages/PHD/resources.htm

n FE
= RCT: CONSORT statement
= Systematic review : PRISMA statement

Diagnosis test : STARD Initiative, QUADAS-2
Observation study : STORBE statement



http://www.phru.nhs.uk/pages/PHD/resources.htm
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diagno=tiz te=t
)

[=T=]

Pl B

Duitcomes

Expo=ed

Cohori Tl E&J::El:

Clomndgitudina i)
' Plot ex<po=ed

-
T,
-
T,
Interwvention - s
T,
-
T,

Incidences

g L Rizsk Tactor=
Lcausesl
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Case—control

Ccauses=s
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— Contral= Rare
. disease

Study research design The appropriate research design depends upon the
question asked. &4 randomized, contralled trial i best for information aon the
effects of a therapeutic or preventive intervention, while a cross—sectional study
is best for the evaluation of diagnostic test performance. REeproduced «with
permission Trom Fletcher, EH, Fletcher, S'Ww. Frinciples of clinical epidemiaolagy. 1n:
EKellyw, Wil (Ed). Textbook of Internal Medicine. Philadelphia; JBG Lippincott 1955,




Appraising the evidence:

vl Applicability &R o] /& FH i

1 Applicability to our patient ? (E&K =] & 14)

Are the result Valid?
Is it clinical important ? (Impact: NNT..)

1 Is our patient so different from those in the

study that its results cannot apply ?

« Data from Taiwan, China, or Asia (FEliEZ=R)? Cost-effectiveness analysis (3 #s7347)
» Do I miss any data? =% ek s s

1 What're our Pt’s potential benefits from CCRT ?
1 What're our Pt’s potential harms from CCRT ?
1 What're our Pt’s values & preferences for the

outcomes & side effect? (3 E - SDM)
Discussion, apply and Audit
Plain language summary (absolute % difference, NNT, NNH)



