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Journal Ranking U
For 2012, the journal PLoS One has an Impact Factor of 3.730.

This table shows the ranking of this journal in its subject categories based on Impact Factor.

Total Journals Journal Rank Quartile
Catpgpry Name in Category | in Category in Category

MULTIDISCIPLINARY SCIENCES 56 7 Q1

—

Impact factor:3.730

Category Box Plot U
For 2012, the journal PLoS One has an Impact Factor of 3.730.

This Is a box plot of the subject category or categories to which the journal has been assigned. It provides information about the distribution of journals based on Impact Factor values. It shows median, 25th and

75th percentiles, and the extreme values of the distribution.
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= Acute respiratory distress syndrome, severe with respiratory failure
post ETT + MV, Multiple Organ Failure Status(MOFS).

= Severe sepsis with septic shock
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> 10/21H & EAR,ME83/45mmHg,N/S 2000ml challenge, #ICU
10/21(N)on Levophed
10/22(D)SOB, acidosis— on ETT 8.0—10/22 ARF on D/L
10/23ME RIBABE - ZERZ; 10/24E /K8, scortumEFREE
10/24(D)Liver function poor = X BEELT
10/25 BP drop on CVVH
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= Wound CD with aqg-BI solution or framycin
= Consult CVS for vessel evaluation
= Consult Ortho if amputation is indicated

=102/11/5(D)
= 11/05(E)on PGE1 (for [f%273E) —11/14DC
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- MR{EFE (Blood supply) S .
- $REER (Tissue perfusion)

- B8k (Nutrition status)

- FF4 K (Old age)

- R HH (Immuno-suppression)
- MK % EPE#E (Clotting disorders)

- IEB# (Obesity)

- HithEm . BEIERE (Malignancy)
- WK (DM)Renal/hepatic/C-V disease I .

- BUIMEE (Sepsis) i

Coagulation
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Step 1 : Ask
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E= Foreground Question

 Hard-to-Heal Leg Ulcers

e Use of Hydrofiber dressing with Silver

e Framycin

 Wound inflammation
e Wound size reduction
e Wound healing rate

EREZRE . Ja%E O M#EHE O

&
__E_ﬁ
i
O
Sar
Ik
f



Step 2: Acquire

=pchiublpusy $E 3 g N pEEL =z

Topical silver for preventing wound infection (Review)

Storm-Versloot MIN, Vos CG, Ubbink DT, Vermeulen H Level ‘I &

B SIRESI ST ABETR
PhE ORI IEERES
B SIRESI S B A E®
BiZER - BfiosElE
ZASETERHS O RER -
BEEEMRMUBEEHE -

THE COCHRANE
COLLABORATION®

This is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in The Cochrane Library
L2010, Issuc 3}

http://www.thecochranelibrary.com 10



Step 2: Acquire

=pchiublpusy $E 3 g N pEEL =z

Silver treatments and silver-impregnated dressings|for
the healing of leg wounds and ulcers: A systematic

review and meta-analysis (2010) Level 1*

Marissa J. Carter, PhD, MA,* Kimberly Tingley-Kelley, MS,* and
Robert A. Warriner III, MD, FACA, FCCP, FCccws®
Cody, Wyoming, and The Woodlands, Texas

Conclusions : Although our results provide some evidence that silver-
iImpregnated dressings improve the short-term healing of wounds and
ulcers, long- term effects remain unclear.

Favors non-silver non-silver Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl WV, Fi 95% Cl
Jorgensen 2005 447 348 52 29 388 57 21.7% 15.70[1.90, 29.50] —
Jude 2007 581 531 67 605 427 67 155% -2400118.72, 1392 ——
Lazareth 2008 2861 367 51 86 5486 48 122% 1950(1.06, 37.94) -
Meaume 2005 237 436 5 24 118 48 147% 03011708, 1648 S ——
Munter 2006 415 46.7 281 278 775 268 360% 13.70(298, 2442 —
Total (95% CI) 512 488 100.0% 10.29(3.86, 16.71) =N

- - - 3 - + t —t
Heterogeneity. ChP =579, df=4 (P=022),P=31% 30 .10 0 10 20

Test for overall effect Z=3.14 (P = 0.002) Favors non-silver Favors silver

eta-analysis for silver-impregnated dressing
studies usmg ata from Luaret : weeks CI, Confidence interval; df, degrees of

freedom; 7V, inverse variance. .
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The Use of n Hard-to-Hem:; Leqg Ulcers:
Meta-Analysis of Randomised Controlled Trials

David Leaper’, Christian Miinter?, Sylvie Meaume®, Alessandro Scalise®, Nacho Blanes Mompé®, Birte
Petersen Jakobsen®*, Finn Gottrup?

Abstract

Background:Venous leg ulcers are common, troublesome, and their failure to heal is often related to a ’ Irden.
lonized silver has both anti-infllmmatory and antimicrobial properties. The ulcer healing properties of C :asing
foam dressing Biatain Ag has been examined in 4 randomized controlled trials (RCTs).

Aim: To evaluate ulcer healjr

a meta-analytic approach after treatment with either Biatain Ag or a non-active
dressina.

Patients and Methods: 685 st with pure or mixed hard-to-heal venous leg ulcers were included in the meta-analysis.

Results: Biatain Ag showed a significant treatment effect (p<<0.0001), responder rate (p<<0.001), and healing rate (p =0.002).
___________________________________________________________________________________________________________________________________________________________________________________________________|

Conclusion: The meta-analysis of the 4 RCTs provided statistical significant evidence to support the use of Biatain Ag
dressing in treatment of hard-to-heal venous leg ulcers.

Received November 28, 2012; Accepted May 15, 2013;
Published July 2, 2013 13
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Table 1. Data sources considered for inclusion in the meta-analysis.

y, AHRIELIHRE
Studies’ Ulcer types® Venous/arterial/dia

Jargensen et al. (2005) Venous/arterial ulcers

Minter et al. (2006} Venous, mixed, arterial, diabetic and \_ b@tiC/ p reSS u re u |Ce r;
ressure ulcers i .
; P mixed

Humbert et al. {2006) Venous, mixed
Senet et al. (2013) Venous Foam dressing (Biatain) &

'l studies were multinational except Humbert et al. which was a French study. “Only subjects with venous or mixed ulcer aetiologies were selected for the meta-
analysis.3tccal Best Practice included foams/alginates (53%), hydrocolloids (12%), gauze (3%), silver dressings (17%), other microbial dressings (9%) and other active
dressings (6%, B
doi:10.1371/journal.pone 0067 083.t001

Table 2. Numbers and baseline characteristics of patients included in the meta-analysis.

Subjects included in Baseline ulcer area® Baseline ulcer age®
Studies Subjects in trial analysis (%) Reason for exclusion Gender', female (%) Agn’, mean (SD)  (cm?), mean (SD) (years), mean (5D)
Jorgensen et al. 129 129 (100) No exclusions 82 (63.6) 716 (124 10.1 (9.8) 2.7 14.2)
(2005)
Minter et al. (2006} 619 315 (51) Uleer types other than 226 (71.7) 709 (12.5) 38.3 (69.6) 2.7 (5.0

venous or mixed. Active
comparators or gauze

Humbert et al. (2006) 80 60 (75) Ulcer type other than 41 (683} 74.4 (10.5) 13.2(11.1) 1.9 (3.5)
venous or mixed

Senet et al. (2013) 181 181 (100) No exclusions 97 (53.6) 735(122) 15.0(13.7) 28 (47)

Total subjects 1009 685 (68) - 446 (65.1) - -

Baseline differences across the studies:(p=0.001), the fraction of females in the study by Senet et al. is substantially smaller. 2(p = 0.07) no significant difference of patient age, *(p<0.0001), significant larger ulcers were included in
the study by Miinter et al, *(p=0.002), the study by Humbert et al. included somewhat younger ulcers.
doi:10.1371/journal. pone. 00670831002



Step 3: Appraisal
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FAITH Systematic review Checklist
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Step 3: Appraisal

IE# B REA0HTIE T HUE ) (validity)
‘Section A: Valid?
HER1: %414 R E R IR I EE AT ?
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*Fromyon desig
0 | | Patentsand Methods 665 subjcts it pure o ik el venous g e wereincluc i the e,
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Step 3: Appraisal

IETE B B R2RYETEE " AUE 4 (validity)

S5 582: 2 4t S ERE REAY & B AN 2 (FAITH)

F-tf R 2 & ¥ 2 (Find) R ERY1ERIRE1R?

Methods 2@\2@3&#&@] —
Data Sources

Pubmed and the Cochrane Library were searched using the
term latain or latain gent or 'Biatain Plata’ or

‘Contreet’ without date restriction (Figure 1). An ‘in-house’
literature and knowledge’ database was also searched in using
the same terms. For the present meta-analysis it was decided to
mmclude only data from ROCTs. Of the studies found in which
Biatain Ag dressings were used for the treatment of chronic leg
ulcers; only four were RCTs [24:27:35; SE] In two of the RCTs
T24; fﬂ th of Biatain

Ag with | yeHesTORREY

remaining Fi5EAMeSHF 2 B — 43 1% &5 %8 (Text words )
currently

sets were overlapping.
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Step 3: Appraisal

IEME HER:ERVRTRE " RUE L (validity)

B 2: 2 40 1 SRR Bl RERY an E 40 (2] ?(FAITH)

R I (Find) FrARYTHEDE1%?
‘ PRISMA 2009 Flow Diagram \\\//

~

Records identified through public Additional records identified (

PAPRISMA
S " FiEE2R

J

Records screened =11 Records excluded
(n=4) (n=0)
Full-text articles Full-text articles
assessed for eligibility excluded, with reasons
(n=4) (n=0)

!

Studies included in
qualitative synthesis
(n=4)

|

Studies included in
quantitative synthesis
(meta-analysis)
(n=4)

[ Included ] [ Eligibility ] [ Screening ] [ Identification ]

Figure 1. Flow chart of literature search.
doi:10.1371/journal.pone.0067083.g001 -I 8




Step 3: Appraisal

ERBRENTE 20

&2 A1 SR El RERY mm E A0 {217 (FAITH)

A-XRAEE & BEtET:E ( Appraisal ) ?

Methods

Data Sources
Pubmed and the Cochrane Library
term ‘Biatain Ag’ or ‘Biatain Arge
‘Contreet’ without date restriction

literature and knowledge’ database wa
sis it was decided to

the same terms. For the present m

Iinclude only data from RCTS.I f the studies found in which
Biatain Ag dressings were used for the treatment of chronic leg
ulcers; only four were RCTs [24;27;35;36]. In two of the RCTs
[24;27] the dressing was Contreet® (a previous version of Biatain
Ag with identical silver content and release), and in the two
remaining studies the dressing was Biatain Ag, which is the

currently used name for the product. None of the included data
sets were overlapping. 19
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Step 3: Appraisal

FReEBEA0TE " UE 4 (validity)

& B2 2 4 1 X RREI RERY an E 402 ?(FAITH)

I- EE/\:--WA(lnCIUded) BEREFNMERNXE?

Data Sources
Pubmed and the Cochrane Library were searched using the

\

term ‘Biatain Ag’ or ‘Biatam Argent’ or ‘Biatain Plata’ or
‘Contreet’ without date restriction (Figure 1). An ‘in-ho - T
literature and knowledge’ database was also searched in u| * ?Ei“i&?% RCTKE ,‘“/E zEj:
the same terms. For the present mela-dml}sls it was demde yu {o] Bﬁ*&ﬁﬁa =5 3B ..
include only data from RC'Ts. Of t g et 3 21
Biatain Ag dressings were used for the treaumne %Wﬁ
ulcers; only four were RCTs [24:27;35;36]. In two of the . ﬁ;ﬁﬁﬁfﬁ%ég Et[¥§)’lg
[24:27] the dressing was Contreet® (a previous V!Z‘I'Slﬂl’l of Bxat
Ag with ideng — - I
remaining stu{ Meta-analysis (Statistical Poollng) and Statistical Methods
currently used The baseline characteristics and measurement of ulcer area, at
sets were overll four weeks, were available in all included data sets and were
selected as primary evaluation points in the meta-analysis. The
meta-analysis was carried out on the 4 RCTs with the following
outcomes:

(1) relative reduction of ulcer area over 4 weeks

(i)  response rate; defined as the proportion of subjects with a
relative ulcer area reduction of =40% at 4 weeks (indicative

of a favorable healing prognosis [37])

(1) complete healing (healers), defined as the proportion of
subjects with a healed ulcer at 4 weeks. 20
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Table 3. Percent relative reduction of ulcer area at week 4 for

-
L‘li‘%&:ﬁME(Forest plot)
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Step 3: Appraisal

FReEBEA0TE " UE 4 (validity)

R RAE R RY s E 40 (e ?(FAITH)

@
each study and the whole data set.
&
Comparator  Experimental
Studies (D) (SD) All (SD) @
Jargensen et al. 309 (415) 399 (37.) 355 (397) +
(2005)
A08.136.2) 413 (435)
\_‘/ % -15 -10 -5 0 5 10 15 20 25 o 35 40 45 50

Treatment difference in wound area reduction (%) week 4, with 95% CI

Study: ——— Al studies Humbert et al. Jargensen et al
(36.3) Munter et al. Senet et al.
X igure h e esti i defined lati e solid vertical line
%ll..\ :ﬁul:l l:lit 5/% nE 418) rFe:mser:s Emtdmmm :fhzero_The corfidenca hma:(gsew are Illumte: f:y the length of the horizontal lines. "II::@ ;Qﬁ u(r;'mii:led
circles are adjusted to the size of the corresponding study.
k doi:10.1371/journal pone 0067083 g002
Table 4. Total and study wise treatment effects.
Studies Control Experimental Treatment diff. CI p-value
n LSMeans n LSMeans

Jorgensen et al. (2005) 61 34.16 64 44,617 1045 [—3.07; 23.96] 0.1285
Miinter et al. m:l 115 27.15 2{}0 5354 26.:39 [15.70; 37.08] <0L0001
Humbert et al. (2006) 30 11.24 28 26.03 1479 [—-9.55; 39.13] 0.2283
Senet et al. (2013) 84 29.27 77 4092 11.65 [0.38; 22.932) 0.0428
All 290 2546 369 42.78 17.31 [10.90; 23.73] =0,0001
Treatment effects are estimated by least square means (extracted from the ANCOVA model) with confidence intervals and p-values for each study and the whole data 2 ]
set,



Step 3: Appraisal

IETE B B R2RYETEE " AUE 4 (validity)

B 2: 2 40 1 SRR Bl RERY an E 40 (2] ?(FAITH)

H-ZBNEREEHIT-£5 1% ( Heterogeneity ) ?

-20 -15 -10 -5 0 5 10 15 20 25 30 35 40 45 50
Treatment difference in wound area reduction (%) week 4, with 95% CI

Study: = All studies Humbert et al, Jergensen et al,
Manter et al. Senet et al,

Figure 2. Forest plot showing the estimated treatment differences defined by percentage relative reduction. The solid vertical line
represents a treatment difference of zero. The confidence intervals (95%) are illustrated by the length of the horizontal lines. The sizes of the filled
circles are adjusted to the size of the corresponding study.

doi:10.1371/journal.pone.0067083.g002

- RBEIREZ M5 (Heterogeneity )
- FETENMAGEESERE (X21°7)
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Table 3)Percent relative reduction of ulcer arealat week 4 for . , Y S
each study and the whole data set. ' '_ T

ap
- o

Comparator Experimental S . /
Studies (SD) (SD) All (SD) \ E .
Jergensen et al.  30.9 (41.5) 39.9 (37.7) 355 (39.7) “ .' : { [
{2005) \ J !
Minter et al. (20068) 26.6 (50.7) 49.8 (36.2) 41.3 (43.5)
Humbert et al. 12.9 (48.7) 29.8 (38.7) 211 (44.6) >
{2006)
Senet et al. (2013) 27.5 (37.0) 35.4 (35.2) 31.3 (36.3)
All 26.3 (45.0) 43,5 (37.0) 36.0 (41.6)

doi:10.1371/journal.pone.0067083.1003

Table 4} Total and study wise treatment effects.

Studies Control Experimental Treatment diff. Cl p-value
n LSMeans n LSMeans

Jorgensen et al. (2005) 681 3416 a4 4461 10.45 [—3.07; 23.96] 0.1285

Minter et al. (2006} 115 27.15 200 53.54 26.39 [15.70; 37.08] <0.0001

Humbert et al, (2006) 30 11.24 28 26.03 14.79 [—9.55; 39.13] 0.2283

Senet et al. (2013) B4 29.27 77 40.92 11.65 [0.38; 22.92] 0.0428

All 290 2546 369 42.78 17.31 [10.90; 23.73] =0,0001

Treatment effects are estimated by least square means (extracted from the ANCOVA model) with confidence intervals and p-values for each study and the whole data
set,

doi:10.1371/journal.pone 00670831004 23
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-20 -15 -10 -5 0 5 10 15 20 25 30 35 40 45 50
Treatment difference in wound area reduction (%) week 4, with 95% ClI
Study: All studies Humbert et al. ——— Jgrgensen et al.
Miinter et al. Senet et al.

Figure 2. Forest plot showing the estimated treatment differences defined by percentage relative reduction.|The solid vertical line
represents a treatment difference of zero. The contidence intervals (95%) are illustrated by the length of the horizontal lines. The sizes of the filled

circles are adjusted to the size of the corresponding study.
doi:10.1371/journal.pone.0067083.g002
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Table: Steps in finding evidence {“Levels”) for different types of question

Developed by: lain Chalmers (James Lind Library), Paul Glasziou (OCEBM), Trish Greenhaigh (UCL), Carl Heneghan (OCEBM), feremy Howick (OCEBM), A

Moschetti, Bob Phillips, and Hazel Thornton

Step 3: Appraisal

IEEMNES RAERRER

Level 2*

Question

Step 1
(Level 1%)

btep 3
Level 3%)

Step 4
(Level 4%)

Step 5 (Level 5)

How common is it?
(E.g., Pre-test
probabilities)

survey (or censuses)

Mast relevant local and
current random sample

current surveys

ystematic review of local
non-random sample

Systematic review of case-series

Opinion without explicit critical
appraisal, based on limited/
undocumented experience, or
based on mechanisms

Is this test accurate?
(Diagnostic accuracy)

Systematic review
of cross sectional
studies

Systematic review of cross
sectional studies

With consistently applied
reference standard and
blinding

Systematic review

of non-consecutive studies, or
studies without consistently
applied reference standards.

Systematic review of case-
control study, or cross-sectional
study with non-independent
reference standard

Opinion without explicit critical
appraisal, based on limited/
undocumented experience, or
based on mechanisms

What will happen if
\we do nothing?

Systematic review
of inception cohg®”

Inception cohort studies

(Treatment Benefits)

(Prognosis) studies
Does this treatment Systematic review
help? of randomized trials or

n-of-1 trial

Randomized trial

or (exceptionally)
observational studies with
dramatic effect

Cchort or control arm of
randomized trial

Systematic review of case-series

Opinion without explicit critical
appraisal, based on limited/
undocumented experience, or
based on mechanisms

bn-randomized controlled
ahort/follow-up study

Systematic review of case-
control studies, historically
controlled studies

Opinion without explicit critical
appraisal, based on limited/
undocumented experience, or
based on mechanisms

What are the Systematic review yStematic review o Non-randomized controlled  [Case-contral studies, historically/Opinion without explicit critical
ICOMMON harms? of randomized trials or |nested case-control or cohort/follow-up study controlled studies appraisal, based on limited/
(Treatment Harms)  1n-of-1 trial dramatic effect undocumented experience, or
What are the RARE Systematic review Randomized trial based on mechanisms
harms? of case-control studies, |or (excepticnally)
(Treatment Harms)  or studies revealing observational study with

dramatic effects dramatic effect
Is early detection  Systematicreview of ~ |Randomized trial Non-randomized controlled Case-control studies, historicallyOpinion without explicit critical
worthwhile? randomized trials cohort/follow-up study controlled studies appraisal, based on limited/
(Screening) undocumented experience, or

based on mechanisms

* Level may be graded down on the hasis of study quality, imprecision, indirectness (study PICO does not match questions PICO), because of inconsistency between studies, or

because the absolute effect size is very small; Level may be graded up if there is a large or very large effect size.
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Framycin Gauze
Dressing

Hydrofiber
Wound Dressing
[Aquacel ]

Hydrofiber
Dressing with
Silver
[Aquacel Ag]

Step 4 : Apply

1.E2H5(137t/R)
2. B PRER BE 45 B8 Al 1 52
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2E
4. REEEBAD
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Step 4 : Apply

AREEFRRREEEmENTE

at A
nq affA

= Cochrane Review (2007, 2010)28~ - S SR FEURLS B
MED  WENBESREMIBAEEIL - BoliZREEWNITHEREE -
HRIBt A2 BAquacel ® Hydrofiber Dressing with silver &
Aquacel® Hydrofiber Dressing<5 & - &= EEFEANIE?

i

= Discussion Point
VEARNBEIRMALR RCT - HEEmEZEZEIRABEBSE
VIIREFBERNRMEMAREREA @ EZREGMHEARTE
VERRIBELRE D Z
- IRAQ)BBEBIMEXRENMEMR - BEHRENRESEAZHNEY
- Hydrofiber DressingA=2 5@ #ME - E300BRILE 2RI
VAEREBE  RIAGEHAEZERERANKSERE
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Step 4 : Apply

ETTRRAR ~ HRIRE

EEH EE Eg—\ FH BURATI 7T BRE0ESE
I A = #R BY R 7K 1 4 A UL 2

A
RR]L: BEERBARBAE
(AQUACEL Hydrofiber Dressing)

B =
(EE 5

BAEE :

IRR2. =R EFRAERH S IRBVFRK M AERUR?
(AQUACEL Hydrofiber Dressing with silver)

B =
=5t - 14
BAEE 0







