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—"Is it true?”, "Is it new?", "Will affect patient

care?” —by Sox

WSROl oIt &

HC, ex-editor, Annal Intern Med.
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Reviewing the Reviewers: Comparison of
review quality and reviewer characteristic
at the American Journal of Roentgenology

Rank by journal editors by 4 scales
Characteristic from 989 reviewersor erratum

Quality scores correlate with younger age (p=0.001),
practice type(p=0.008)

No significant relationship with sex(0.72), year of
reviewing(p=0.26), academic rank(p=0.1), and
subspecialty(0.99)

Kliewer MA et al. AJR 2005; 184: 1731
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plagiarism and state the

Thank reviewer and say you plan to investigate Journal's policy on it
Get full documentary evidence if not already provided

( Check degree of copying )
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' Y Y Y

Clear plagiarism (unattributed ) (M'IHOFCDD‘,-fiﬂQ of short phrasesw Redundancy [ Mo problem ]
use of large portions of text only (e.q.in discussion of (l.e. copying
and/or data, presented as if research paper from non- from author's
they were by the plagiarist) native language speaker) own work)—

Mo misattribution of data see flowcharts

* + on redundancy
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" Contact carresponding author in h " Contact author in neutral
writing, ideally enclosing signed terms/exprassing
authorship statement (or cover disappointment/explaining
letter) stating that submitted work journal's position
is original/the author's own and Ask author to rephrase copied
klc:h::n:umre-ntar:,r evidence of plaglarism phrases or include as direct
quotations with references Discuss with
Proceed with review reviewer
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Contact author's institution requesting your concerm is

passed to author's superior and/or person
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Write to author (all authors if
possible) rejecting submission,
explaining position and expected
future behaviour

|

Consider informing
author's superior and/
or person responsible

responsible for research governance

y

Write to author (all authors if possible)
rejecting submission or requesting
revision, explaining position and
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If no resolution, consider
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Reviewer: 1 Comments to the Author

Remarks to the author: I agree with your belief that your study is a good addition to the literature on FITs but I think you haven't sufficiently acknowledged the work of others before yo
u and you need to do so. Some of your references would benefit from updating and a couple of the sentences in your Discussion look like almost direct copies of similar discussion poi
nts in other published literature. This needs to be acknowledged.

Abstract

1..Background 1st sentence — Using the strictest criteria this sentence may be accurate but, there are a number of studies in the literature dating back to the 1990's (some of which you
have cited) comparing fecal immunochemical tests (FITs) to standard and sensitive guaiac tests in average risk populations that have shown FIT superiority. What is unique about your st
udy is the colonoscopies done on all the participants whether or not they had a positive test. A similar study which you do not reference did look at FIT vs. GT in a large average risk po
pulation with all negatives having flexible sigmoidoscopy. (Allison JE, Sakoda LC, Levin TR, Tucker JP, Tekawa IS, Cuff T, Pauly M, Shlager L, Palitz A, Zhao WK, Schwartz JS, Ransohoff D, S
elby J Screening for Colorectal Neoplasms With New Fecal Occult Blood Tests: Update on Performance Characteristics J Natl Cancer Inst 2007;99: 1 — 9) It would be interesting to compar
e your results with this one as it only has gold standard endoscopic follow up for left sided ACRNs and used a different FIT.

2. In the U.S. the term FIT is used more commonly than iFOBT for fecal immunochemical test and I suggest you use this term throughout your manuscript.

3. The second sentence isn't clear. What do you mean by determining the number of iFOBTs needed? I think you mean the number of FITs needed to perform on a patient to get the be
st sensitivity and specificity. If so, say that.

4.1t is important for you to define the term ACRN and advanced adenoma for your study here. In the body of the manuscript you explain ACRN is both cancer and advanced adenomas
and you define advanced adenoma. I believe it is preferable to present the performance characteristics of your FIT for cancer, advanced adenomas, and both i.e. ACRNSs.

Introduction
1. Second paragraph first sentence — It is incorrect to say the gFOBT has been criticized for poor specificity. The standard gFOBT, Hemoccult II, has very good specificity. It is the Hemocc

ult Sensa or sensitive guaiac test that in some studies has shown very poor specificity.
2. You use a lot of old references such as references 6-8 and 11-14. There are better references with data on the performance characteristics of gfFOBTs such as the following:

a. Ahlquist DA, Sargent DJ, Loprinzi CL, Levin TR, Rex DK, Ahnen DJ; Knigge K Lance MP, Burgart LJ, Hamilton SR; Allison JE, Lawson MJ, Devens ME; Harrington JJ; and Hillman SL Stool
DNA versus Occult Blood Testing Stool DNA and Occult Blood Testing for Screen Detection of Colorectal Neoplasia: A Prospective Multicenter Comparison Ann Intern Med. 2008;149:441
-450

b. Imperiale TF, Ransohoff DF, Itzkowitz SH, et al. Fecal DNA versus fecal occult blood for colorectal-cancer screening in an average-risk population. N Engl J Med 2004; 351:2704-2714

c. Allison JE The Role of Fecal Occult Blood Testing in Screening for Colorectal Cancer Practical Gastroenterology June 2007 Vol. XXXI; 20-32.

3. P. 4 first paragraph second sentence — I agree with your statement about office development but, can you reference a publication where it has actually been shown that there is a pro
blem with maintaining quality control for office development of FITs? I think unless you can this statement is your opinion and not fact. It also looks very much like an advertisement for
the FIT your funder markets.

Methods

1. P. 6 first paragraph — You decided upon not having dietary restrictions. Do you think this could be the reason for your unusually high positive rate for Hemoccult II? Furthermore the
use of vitamin C could account for some false negatives in this group making FIT look better.

2.1don't think that diminutive polyps found on investigation of a positive gFOBT or FIT were the cause of the positive test and, therefore; shouldn't be counted when determining sensit
ivity and specificity of a screening test. Even the majority of those adenomas 5mm to 9mm found during an evaluation of a positive test are unlikely the cause of the positive test. Read
Ransohoff DL Lang CA Small adenomas detected during fecal occult blood test screening for colorectal cancer. The impact of serendipity. JAMA. 1990 Jul 4; 264(1):76-8.

3. P.8. first paragraph — Here you define the term advanced adenoma and ACRN. It is more useful to the reader if you present your results as cancer, advanced adenomas and ACRN rat
her than just advanced adenoma and ACRN. In general readers want to know the sensitivity of the screening test for cancer, advanced adenoma, and both.

Role of the Funding Source

1. Did the funding source read the manuscript and did you use any of its suggestions for manuscript wording or content?




Results

1. Patients and Colonoscopy Results — As mentioned previously, I think reporting the number of diminutive polyps is of no value and even the number of polyps between 5
-5 mim may not be important. The most important findings to talk about are the advanced adenomas and cancers. In most large screening programs the numoer of
cancers found is roughly 1-3 in a thousand. In your study there was roughly 1 in 100. Can you speculate as to why there were so many in your study population? P
erhaps it is because the study population is from tertiary medical centers. Table 1 has too much information and is difficult to read. I suggest it be simplified by taki

ng out some categories and making it into two Tables.

FOBT Results

1. You need to better explain how you determined the Hemoglobin level in your gFOBTs or did you? I also don’t understand what you did with the 3 FITs to represent the
m as one test. Do you mean that the test was considered positive at any hemoglobin level up to a threshold of 100 ng/ml? You need to be more clear here. A posi
tivity rate of 7.9% is very high for a standard guaiac test and looks more like the result for a sensitive guaiac test or a rehydrated guaiac test. The positivity rate for t
he FIT at both a threshold of 75 ng/ml and 100ng/ml are also high compared to other FITS and even some results reported for the same FIT you used. Perhaps the
latter is related to number of tests performed on each patient or, as you state in the discussion section, your study population comes from tertiary medical centers.
Please comment on both of these findings. They have importance when considering FITs for population screening as each positive test requires colonoscopy follow
up. It would be helpful if you calculated a positive predictive value for both your gfFOBT and your FIT both for cancer and advanced adenomas so comparisons coul
d be made with data on other FITs and gFOBTs.

2. Performance Comparison between gFOBT and qiFOBT at the Various Hemoglobin Thresholds — In Table 2, is the number of patients with true negative results for a Hgb
threshold of 125 ng/ml is 291 or is that a misprint? Perhaps it is actually 691. If not please explain.

3. P.12 paragraph 2 last sentence — I think you mean the fecal hemoglobin cut off value that gives the best sensitivity and specificity for cancer is 118ng/ml.

4. The number of qiFOBTs Needed to Identify ACRN — What you are saying under this heading needs better explanation because looking at Table 3 gives me the impressio
n that 2 specimens give the best sensitivity and specificity for cancer but for ACRN, the majority of which are advanced adenomas, 3 tests seem to give the best per
formance characteristics. If I am interpreting this correctly, the number of tests one would select could differ depending on your screening goal: the most cancers or
the most cancers and advanced adenomas. Given limited colonoscopy resources, some screening programs would choose the test with the least number of specime
ns needed to detect the most cancers and assume the missed advanced adenomas would be uncovered in subsequent screens.

Discussion

1. P.13,14 first paragraph sentences 2,3 — Sentence 2 is technically correct regarding the study cited but ignores a subsequent study by the same group using flexible sigmo
idoscopy for FIT negative subjeets. Allison JE, Sakoda LC, Levin TR, et al. Screening for colorectal neoplasms with new fecal occult blood tests: update on performanc
e characteristics. J Natl Cancer Inst.2007;99:1-9. Sentence 3 ignores a large Japanese study where all average risk patients were given a FIT and subsequently colono
scoped. Morikawa T, Kato J, Yamaiji Y,"et al. A comparison of the immunochemical fecal occult blood test and total colonoscopy in the asymptomatic population. Gas
troenterology 2005; 129:422-8.

2. P. 15 first paragraph second to last sentence. I think the Japanese study you cite here is the one I have listed above but you don't reference it in your bibliography.

3. P. 16 first paragraph — The two sentences beginning with “Advanced adenoma consists “ are very similar to ones in a published manuscript on FOBTs. The source should
be referenced.

Tables
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Treatment with Monoclonal Antibodies
against Clostridium difficile Toxins

Israel Lowy, M.D., Ph.D., Deborah €. Molring, M.D., M.P.H., Brett &, Leav, M.D»., Barbra M. Blair, M.D.,
Roger Baxter, M.D., Dale M. Gerding, M.D., Geoffrey Michal, M.B., Ch.B., William D. Thomas, Jr, Ph.D.,
Mark Leney, Ph.D., Susan Sloan, Ph.D., Catherine &. Hay, Ph.D., and Donna M. Ambrosino, M.D.

BACKCROUND
Mew therapies are needed to manage the increasing
of recurrence of Clostridium difficde infection.

METHODE

We pertormed a randomized, double-b!ind, placel
tralizing, fu'ly human monoclonal antibodies again
B (CLETL). The antbodies were administerad oget
a dose of 10 mg per kilogram of body weight, in pat
infection who were receiving eitier metronidazole ¢
come was !aborator-documentad recutrence of in
the administraton of monoctonal antibodies or pl:

RESULTS

Among the 200 patients who were enrolled (101 in |
placebo group), the rate of recurrence of C diffaale
tients treated with monociona! antibodies (7% vs
7t 29 P<0u001). The recurrence rates among patieni
strain were % for the antthody group and 33% f
among patients with more than one previous episc
rence rates were 7% and Z8%, respectvely (P= 00000
tral hospitalizaton for inpatients did not difter sg
and placebo groups (9.5 and 9.4 days, respectwvely).
was reported by 18 patients in the antibody group :
group (P'=0.09.

COHNCLUSISGHS

The addition of monoctonal antibodies against C. d
significanty reduced the recurrence of C. diffiils in:
ber, NCTOOE5029E,)

the anttbody group and 28 patients in the place-
bo group (P=0.09).

The proportons of patients with the most fre-
gquent grade 3 or 4 adverse events were samilar in
the two study groups except for sgnificanty
fewer reports of hypotension o the antibody
group (Table 2} Analysis of adverse events during
the overall study period revealsd severa! nonsere
ous adverse events (including anorexia, anxiety,
diarthea, depression, and insomn:a) that were
significantly less common in the antibody 2 roup
than in the placebo group (Table 3 in the Supple-
mentary Append:x).

To examine the immunogenicity of the mono-
clonal antibodies, human anbhuman angbody te
ters in respon se to CLAL and CLEL were assessed
before and atter study infusion at multple time
points. Two patients n the antibody group had
a positve tter before infusion; one of these pa-
trents had no detectable teer atter mfusion, and
the other patient’s tter was unchanged ateer infu-
sion. In 200 patients (€ in the antibody group and
12 in the placebo group) who were fiollowed for
G months (ast assessment, day 168 plus or menus
14) after infusion, human antiiuman antibody
tibers were not detected.

2010 KAMJE academy-hands-0204

DISCUSSION

In our study, the administration of fully human
monoclonal antbodies favorabl affectad the nak
ural history of C. diffiile nfection when added to
treatment with metronidazole oF vincomycin.
A single infusion of two monocional antibodies
agamst C diffidle toxins A and E (CDA1 and CDET)
resulted n a reduction of the rate of recurrent
infection among patents treated with standard-
of-care antibotdcs. Altough the primary end point
of the shidy was a redicton in the rate of recur-
rence, secondary end points evaluated the effect
of monoctonakantbody treatment on the intial
episode of intecton. The tme o the rescluton of
diarchea, number of davs of hospitalization for
the inital episode, and severity of diarthea during
the initial episode were similar n the two study
groups. CUAL1 and CDBI are fullr human anti-
bodies, each of which targets an exogenous anti-
gen. Immunogenicity was not detected in any pa-
tent during the study period.

Larger studies will need to be conducted to
contirm the findings of this phase 2 study. Our
results are consistent with those of previous stud-
tes that correlated serum levels of antemin an-
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Figures
Tables
Image or other illustrations

Supplementary material
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Lancet: "sacking of CMAJ editors is deeply troubling."

New England Journal of Medicine: "The Collapse of the Can

adian Medical Association Journal.”
Science: "Turmoil Threatens to Sink Canadian Journal.”
=uhf L0 et A= '?DFQ 1 =<2 Xl (2001, 2002, 2005)
stk HYE =8 A O Chet =X
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