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15 January 2009  CE—9F) 4gwiERnIHIR1E

@ H : Pharmacokinetic and pharmacodynamic studies on the antivirus effects of
A (— PP B Z)) against virus B (— P B

FitZkii: Life Sciences

PR R IR G Nt —kAME, sz k3R

G fENE GE: HIAD:

Dear Mr. XXX,

Your manuscript has been examined by the editors and qualified refereeMoon. We
think the manuscript has merit but requires revision before we can accept it for
publication in the Journal. Careful consideration must be given to the points raised in
the reviewer comments, which are enclosed below.

If you choose to submit a revision of your manuscript, please incorporate responses
to the reviewer comments into the revised paper. A complete rebuttal with no
manuscript alterations is usually considered inadequate and may result in lengthy
re-review procedures.

A letter detailing your revisions point-by-point must accompany the resubmission.
You will be requested to upload this Response to Reviewers as a separate file in the
Attach Files area.

We ask that you resubmit your manuscript within 45 days. After this time, your file
will be placed on inactive status and a further submission will be considered a new
manuscript.

To submit a revision, go to http://ees.elsevier.com/Ifs/ and log in as an Author.

You will see a menu item called Submission Needing Revision. You will find your
submission record there.

Yours sincerely,

Joseph J. Bahl, PhD

Editor

Life Sciences

Format Suggestion: Please access the Guide to Authors at our website to check the
format of your article. Pay particular attention to our References style.

Reviewers' comments:

Reviewer #1:

XXXXX (D



Reviewer #2:

XXXXX (%)

Editors note and suggestions: (¥ : ZmiEIEE10)

Title: Re-write the title to read more smoothly in contemporary English>>>
Pharmacokinetic and pharmacodynamic studies of the antiviral effects of A against
virus B.

Abstract: Re-write the abstract to read more smoothly.

A, an alkaloid isolated from C (F: —Fl1#2), was tested for antiviral activity
against virus B. Both in vitro and in vivo assays along with serum pharmacological
experiments showed A to have potent antiviral activity. The pharmacokinetic profile
of A in Sprague/Dawley rat plasma after oral administration was measured by HPLC.
Blood samples taken at selected time points were analyzed to study potential
changes in antiviral pharmacodynamics as measured by infectivity of viruses. From
the similarity of the serum concentration profiles and antiviral activity profiles it is
concluded that A it self, rather than a metabolite, exerted the effect against the virus
prior to bioinactivation. The need for effective clinical agents against virus B and
these results suggest the possibility of benefit from further experiments with A.

The authors should check to be sure that the terms blood samples, plasma and
serum are always used appropriately throughout the abstract and text.

Introduction: some sentences can be made less passive. example 1st paragraph

>>>> A appears to be the most important alkaloid isolated from the plant, its
structural formula is shown in Fig 1. ... While it produced a general inhibition of
antibody production lymphocyte proliferation was stimulated (Xia and Wang, 1997).
These pharmacological properties suggest a potential use in the treatment of viral
myocarditis against virus B that could be studied in experiments in cell culture and
animals.

>>>The authors should check the entire manuscript for spelling errors (example given:
in your text alkaloid is incorrectly spelled alkaloid)

>>>The authors should read the guidelines to the authors and not include the first
name of the authors being cited in the text. In the reference section the first name
should be abbreviated as shown in the guideline to authors (thus the earlier text
reference should be (Liu et al., 2003)and the remaining one should be (Chen et al.,
2002)

>>>>>The authors instead of directly answering the first complex question of
reviewer #1 may include the three questions as future research aim in the discussion
section.

>>>>>>Rather than redrawing figure the authors may choose to amend the wording
of the statistical analysis section to state that the result of tables are means +-SEM
and for figures are +- SD.

>>>>> reviewer #1 comment number 8 and reviewer # 2 comment 3 might be
satisfied by inclusion of a representative photo of cells and heart showing CPE.
Remember most readers of the journal have never seen what you are trying to
describe.

Because | think that you can deal with all of the points raised | am hoping to see a



revised manuscript that you have carefully checked for errors. If you have questions

or do not know how to respond to any of the points raised please contact me at

bahl@u.arizona.edu Joseph Bahl, PhD Editor 2 Life Sciences

((CEATVEEIIVEE

Dear Dr. Bahl,

' m (3 EXERAERS) very appreciate  (VF: AN&ES1E NGNS

I, TR B1EEES %) for your comments and suggestions.

| (7 S br B2 A %1 D have conducted in vivo antivirus experiments again  (77::

I N W R N B dm AR 22 1M AE ) . Mice were sacrificed on 15 days and 30 days

after infection. Death rate, heart weight to body weight ratio (HW/BW), virus titers

and pathologic slices (73: 44 i%) were calculated (74 : fHiHA24) . Production

of mRNA of IL-10, IFN-y and TNF-a were (J¥: 1&VE451%) measured by RT-PCR.

| have revised this manuscript and especially paid much attention to your comments

and suggestions. | would like to re-submit it to LIFE SCIENCE. Title of manuscript has

been changed to “The antivirus effects of A against virus B and its pharmacokinetic

behaviour in SD rats serum” to make it more clear and smooth.

Answers to Reviewers’ questions were as follows:  (VF: A tAES gm0 215

IED)

Reviewer #1.:

XXXXX

Reviewer #2:

XXXXX

Editors note and suggestions:

Title: Re-write the title to read more smoothly in contemporary English

Answer: | have rewrite the title to  “The antivirus effects of A against virus B and its

pharmacokinetic behaviour in SD rats serum” to make it more clear and smooth ({3:

ZROTEVRER IR

Abstract: Re-write the abstract to read more smoothly.

Answer: | have revise the abstract carefully to make it more smooth and informative
(G EBVEE R .

The authors should check to be sure that the terms blood samples, plasma and

serum are always used appropriately throughout the abstract and text.

Answer: | have paid attention to this question and itis clearer (J£: ANHAK) .

Introduction:

some sentences can be made less passive.

Answer: | have revise the whole paper to make sentences less passive and obtained

help of my colleague proficient in English (74 : #EVEE R, H) TAWEMND .

The authors should check the entire manuscript for spelling errors

Answer: 1’ m very sorry to give you so much trouble for those spelling errors  (JF:

AiERR, #EBUEMEIT]) |1 have carefully corrected them.

The authors should read the guidelines to the authors and not include the first name

of the authors being cited in the text. In the reference section the first name should

be abbreviated as shown in the guideline to authors (thus the earlier text reference

should be (Liu et al., 2003) and the remaining one should be (Chen et al., 2002)



Answer: | changed the style of references.

Rather than redrawing figure the authors may choose to amend the wording of the
statistical analysis section to state that the result of tables are means +-SEM and for
figures are +- SD.

Answer:  (E: 1E&E1E G 2w 75 125

reviewer #1 comment number 8 and reviewer # 2 comment 3 might be satisfied by
inclusion of a representative photo of cells and heart showing CPE. Remember: most
readers of the journal have never seen what you are trying to describe.

Answer: Thank you for your suggestions. | have supplemented pictures of cardiac
pathologic slices in the paper (Fig2).

| have to apologize for giving you so much trouble because of those misspelling and
confusing statements (J§: —fRAELERIMAN KR, ARG IEMR,
EEZBIT]) . Your comments and suggestions really helped me a lot. | have put great
efforts to this review. | wish it can be satisfactory.

If there” s (JF: IER[ERAZENE) any information | can provide, please don’
t hesitate to contact me.

Thank you again for your time and patience. Look forward to hear (JE: &4 %)
from you.

Yours Sincerely

Xxxx Xxxx (i HAE#H 24)

UG DR -

Dear Dr. Bahl,

Thanks you very much for your comments and suggestions.

As suggested, we have conducted in vivo antivirus experiments. Mice were sacrificed
on 15 days and 30 days after infection with virus B. Mortality, heart weight to body
weight ratio (HW/BW), virus titers and pathologic scores were determined. In
addition, mRNA expression of IL-10, IFN-y and TNF-a were measured by RT-PCR.

We have revised the manuscript, according to the comments and suggestions of
reviewers and editor, and responded, point by point to, the comments as listed below.
Since the paper has been revised significantly throughout the text, we feel it is better
not to highlight the amendments in the revised manuscript  C1E 1/ & 55 4 2 &
AL

The revised manuscript has been edited and proofread by a medical editing company
in Hong Kong.

| would like to re-submit this revised manuscript to Life Sciences, and hope it is
acceptable for publication in the journal.

Looking forward to hearing from you soon.

With kindest regards,

Yours Sincerely

Xxxx Xxxx (I THAFEH 44)

Replies to Reviewers and Editor

First of all, we thank both reviewers and editor for their positive and constructive
comments and suggestions.

Replies to Reviewer #1:



Xxxxx (&)

Replies to Reviewer #2:

Xxxxx  (HE)

Replies to the Editors note and suggestions:

Title: Re-write the title to read more smoothly in contmeporary English

Answer: | have rewrite the title to “The antivirus effects of Sophoridine against
Coxsackievirus B3 and its pharmacokinetics in rats” to make it more clear and read
more smoothly.

Abstract: Re-write the abstract to read more smoothly.

Answer: | have rewritten the abstract to make it more informative and read more
smoothly.

The authors should check to be sure that the terms blood samples, plasma and
serum are always used appropriately throughout the abstract and text.

Answer: | have paid attention to this issue, and they are now used appropriately
throughout the abstract and text in the revised manuscript.

Introduction:

some sentences can be made less passive.

Answer: | have revised the whole paper to make sentences less passive with the help
of the editing company.

The authors should check the entire manuscript for spelling errors

Answer: This has been done by us as well as the editing company.

The authors should read the guidelines to the authors and not include the first name
of the authors being cited in the text. In the reference section the first name should
be abbreviated as shown in the guideline to authors (thus the earlier text reference
should be (Liu et al., 2003) and the remaining one should be (Chen et al., 2002)
Answer: | have changed the style of references according to the journal.

Rather than redrawing figure the authors may choose to ament the wording of the
statistical analysis section to state that the result of tables aremeans +-SEM and for
figures are +- SD.

Answer: SD has been used throughout the text, and shown in the Figs. 3 and 4 in the
revised manuscript.

reviewer #1 comment number 8 and reviewer # 2 comment 3 might be satified by
inclusion of a representative photo of cells and heart showing CPE. Remember: most
readers of the journal have never seen what you are trying to describe.

Answer: Thank you very much for the suggestion. | have added pictures of cardiac
pathologic changes in the revised manuscript (Fig. 2).

31January 2009 3 —iF) g AIRIRAG

W H:  Clinical implications of XXXX (— i BEF845) in X cancer

Fi#tZki&: BMC Cancer.

iR RIRNE G932 kR (RN gwi e 32252 (5 T 3 H oSSR 13 B 25 )
SR ERIR . AEE AR G T b T RBRIA)

HAANE CAMTD:

Reviewer's report



Clinical implications of XXXX (—FJi E$84%) in X cancer

Version: 1 Date: 12 June 200X

Reviewer: XXXX XXXX (A Japanese Reviewer)

Reviewer's report:

General

Major Compulsory Revisions (that the author must respond to before a decision on
publication can be reached)

1. XXXXX.

2. XXXXX.

3. XXXXX.

4) The clinico pathological parameters examined are reported in Table 1. Among the
primary tumor characteristics, the Authors consider the diameter, but ignore T stage.
Consequently the T parameter is not considered in the multivariate analysis. In other
studies, T stage has emerged as an independent factor. The Authors should therefore
state the reason for their unusual choice. Nor is the number of metastatic nodes
reported in this table. Moreover, for tumor differentiation, the Authors distinguish
between two groups (differentiated vs undifferentiated), instead of between the
usual 3 categories (G1, G2 and G3). | have never heard of the histological
classification used by the Authors (massive, next and diffuse). They might therefore
state their reasons for choosing it, providing a reference, if available.

Minor Essential Revisions (such as missing labels on figures, or the wrong use of a
term, which the author can be trusted to correct)

XXXXX.

Discretionary Revisions (which the author can choose to ignore)

(None)

What next?: Reject because too small an advance to publish

Level of interest: An article of limited interest

Quality of written English: Needs some language corrections before being published
[b]Statistical review: Yes, but | do not feel adequately qualified to assess the
statistics.

YE& 5125 T stage is considered in the multivariate analysis, and some modification
has been made in tumor differentiation and histological classification.

FEWE:  We accept Dr. XXX comment (52 IR XS5 F APk & FTEE [H]). In the
revised version of the manuscript, T stage has been added in the multivariate
analysis, and description of tumor differentiation and histological classification has
been modified; the histological classification in the original manuscript has been
replaced by the generally accepted classification (Page 6, line 15; Table 4) ( 7] & & f4
NBTEBG FERPE LA SO T B 0. RIFE AT A 1120 ).

e AEE R 5B 0US KRR R, IE3CP s ot & —FEry . (H
ER IR AN “ARIRE” B “RiRE” MR, By HERE AL T
122 /B R ) U R U RS U T 20 1S



U0 BIE12, AAE — I e 15 B A N B B o AR ) [R] 3B AN 2 245 v R N |,
REgmEMEE (ROHMASXAWNND, Fril, SHiASAEMma (Ei
R NN ST, 13 2VEE gm0 ] A AT T e R H R . JIAE 5
INAT Y8R, X B e N B2 B S BRD, i BB IS FLa U6 e AT
B, ME4ARZEFRMAZAS ONMFEED BB Sdm ) IngiFAT
EMIN) . 8K, XEcEiisbnE . BN E RIS, RGN
W, 45 TYEH P (Re-submission) FIHL 2 .

A, R NI REE AR, (BEE Ok e, JHAMEOAS: . X
Pl LR AE LA S 25451 1 B

e [ 55 e e N R AR 12 ) 2

WIHH : Misdiagnosis of A (— M5 R PEZE) as HH: tumor: a case report

JIT# & Neuro-Ophthalmology

gt N

e BB TR T AN BRI AR (20061F0.06), P2 R FEFESE R Pk
WTE] T2 A IR N Bt AEBE i &t e &z . 5 RNINIRIR
& 38 %01

Hrh, Referee 2 1R E AR OB WA IA TR REZ ST F R ARG, IXFEH]
WRIZIRIE interesting (HIEANIE T KK . BARTIHEIRA T 12 EA N EITFE 1A
AT TSI AR Z, 1 H X RS R AR AR5 WL, WA BERR T 8 F AR H 11,
F— MR T HERIR D) . 1WA [P & Referee 2 [F) & UL ?

719k, Referee 2 EIWLWIAREL, HESINBNLTEN, HIEwme 7 NEREA,
ANFITEAR AR R ? T R A F1E 2?7 Question

ANFIIE R SR e S5 Id, WERAGIE, TEMREEANT, R0, whik. [F
IS A B R AT T T AH ), IR T

EE YN =TI

Referee: 1

Comments to the Author

On PDF file

Page 4 line 17 -- should read: " accidentally a month before."

Page 4 line 43 -- should read: " (fig 2). Macula "

Introduction mentions - the conditon frequently requires no treatment--

On your reference #3 the authors mention patching to try to improve vision -- one
patient had a good outcome, multiple not done, and few failures. Was patching
attempted (recent papers have advocated patching even older children)?

Did the retinal specialist who referred the patient performed a full exam including
dilated fundus examination before performing a CT of the orbits?

Color photo would be a plus.

Was B scan ultrasonography of the eye performed? This would have helped to
support a clinical diagnosis of a dilated retinal examination with less cost.

Referee: 2

Comments to the Author

The authors try to caution eye specialists and neurosurgeons not to do major orbital
surgery on children without doing a dilated fundus examination with an indirect



ophthalmoscope. In their case, once the correct diagnosis was made, by properly
examining the eye, surgery was not necessary. A thorough pre-operative examination
of the eye should be a automatic prerequisite to orbital surgery for poor vision, so |
do not think their paper presents a unique idea.

They have an interesting case, and a case report reviewing the subject might be of
value, but | think they may have to be satisfied that they practiced good medicine
and saved a child from an unnecessary operation, but that it did not merit
publication.

R N R WA SR B, — e A o o5 B v R N I (BT 2 A
N HA A —ZU I, gl 3 oI Cm N AR RE - 2 H R IR %
A 2 JL T — 431

BN, 5 WA N AR B LR A BRI R s PR S IO R, RS T IE PR
WKL, /i AE R B B e — A T SR BN giie .. XA IEE
BARHLS IR IR o 2 H R N VA2 RIS 5, AR — R, i B AR S 2
13 N R R I TPEHIRE A PR o AR I DN L [R5 At/ dth 1 = DL

PRAT LR ARG s AR LB B0 b, REFE e WlER, 4gmiEnln]
AW AR R B

B, A FRE R R E N, e A TS BASRE L, Al RefT Lo
WL, B e VAR B OFEE E R

X HikL S duyinapoleon % & 3L [R] FE .

15 February 2009 (S5 =) A ANEIEE

W H : Misdiagnosis of A (—Fl5G R HEZI) as F=H tumor: a case report
Fir$takidi: Neuro-Ophthalmology

BRai R K&, @8R Rk b, ROy R AN BEER, (EH R A4 1E
AP

e N e PN 2 RV TR A AT s ()

Reviewer 2's report

EF PN IEF ]

The authors try to caution eye specialists and neurosurgeons not to do major orbital
surgery on children without doing a dilated fundus examination with an indirect
ophthalmoscope. In their case, once the correct diagnosis was made, by properly
examining the eye, surgery was not necessary. A thorough pre-operative examination
of the eye should be a automatic prerequisite to orbital surgery for poor vision, so |
do not think their paper presents a unique idea.

VEH IR

Answer: Although correct diagnosis can be made by thorough examinations, doctors
are often misleaded by a “wrong” chief complaint (wrong 7] fE & 7~ EURAEIR A
31T, WrlReR s AN uiss, alge ez Al xX4851%) . In our case, the
retinal specialist who made a misdiagnosis at first (at first i A) , was
misleaded by “blurred vision in the left eye over a month” and did not pay enough
attention to differentiate a congenital disease from “tumor” CFE UL P& <L) |
In (On) the other hand, it is also the result of too many patients we have to
manage per working day (most large hospital (hospitals) in China is (are) on this
occasion) and doctors in outpatient clinic have not much time to perform thorough



ophthalmic examination (/MW KZE%T). So, the clinical misdiagnosis is not complete

occasional event. We could learn a lot from this case.
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Answer: We agree with the referee that correct diagnosis can be made by proper and

thorough examinations (4G & B Aa A ML £ to make him/her happy). However,
doctors are often misled by an “atypical” (Lt wrong 2 H AR H 2 M D chief complaint,
especially when there are too many patients in an outpatients department such as in

a Chinese ophthalmic hospital (IX%) fiHBRIZIREE, FHFHZE—#F) . Inour case,
both the retinal specialist and orbital specialist who made the initial misdiagnosis,

were misled by the symptom of “blurred vision in the left eye over a month”, which
is characteristic of an “acquired disease”, and thus he did not pay enough attention

to differentiate a congenital disease froma “tumor” (38 H ¥ A8 21 56 R MBI
HIJR[A 1) . On the other hand, like most large hospitals in China, doctors in the
Outpatient Department have to manage up to X (number) patients we per working
day and thus some may have little time to follow the “good clinical practice” and
perform thorough ophthalmic examinations (ixiZJ5i[5Xl 2) . Consequently, the
misdiagnosis inevitably occurred. This case report presents the lesion and reiterate

the importance of thorough ophthalmic examinations prior to any surgery (IXfJ%
W AT 2z dm Bl S AR K LD .

EF PN ),

They have an interesting case, and a case report reviewing the subject might be of
value, but | think they may have to be satisfied that they practiced good medicine

and saved a child from an unnecessary operation, but that it did not merit
publication.
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Answer: The initially misdiagnosis was made by our two specialists (one is a retinal

specialist and the other orbital) CiFE]fiJ )= X ANH ) . Moreover, the reasons for the
misdiagnosis have been discussed in our case report, which would be useful for other

doctors, especially for residents to avoid the same mistake (Ui Al /7 EL#%55). And (1E
MPFAZ IR LA EH And FFA]) we believe our radiology images in our case will

contribute to a better understanding of this condition( i Al 77 EL35 59).
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Answer: We did feel relieved and satisfied when the unnecessary surgery was
avoided CIE I [0] 3V 5 Fmg N H €= L) . However, the fact that initial misdiagnosis

was made by two experienced but busy specialists (one is a retinal specialist and the

other orbital), cannot be ignored in our clinical practice (FRHHFATTANGER A Fe Al 138
T T ANEE TR A% . We feel that it would be beneficial to report the case

and share our experience or lesion with other doctors, in order to avoid or minimize

the same mistake (KL, A1 B &k Rz Bl s 2 2R [A4T) . In addition, we

believe that the radiology images from our unique case will contribute to a better
understanding of this congenital disease (BANFEZE, (HH 400 .
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Dear XXX,

Thank you for submitting this manuscript to Gut, which was discussed at the last
Editorial Committee meeting. We are sorry to say that we are unable to accept it for
publication, as it did not achieve a high enough priority score to enable it to be
published in Gut. We favour letters which add new data and did not feel that you
letter did this sufficiently.

Please remember that Gut receives about eight times as many manuscripts as we are
able to publish, therefore regrettably it follows that many perfectly adequate papers
must be rejected. This decision must be based not only on quality, but also timeliness
and priority against other subject areas.

For more details, please go to:

http://submit-gut.bmj.com

enter you Author Area and click on the 'Manuscripts with decisions' queue.

We are sorry to disappoint you on this occasion.

With kind regards.

Professor Robin Spiller

Handling Editor

Professor Robin Spiller

Editor
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Dear editors,

Thanks for your kindly help in our previous manuscripts (GUT/2008/156323 and
GUT/2008/156711).

The decision of the editorial board was a little disappointed to me. We had discussed
the topic again and rewrite the manuscript according to the suggestions of the
editorial board. We also invited our friend Harry Hua-Xiang Xia for insightful editing
the paper.

Although Elmunzer et al. concluded that rectal administration of NSAIDs is effective
in preventing PEP (these results are of significant clinical implications), several issues
remain unsolved. For example, do risk factors influence the prophylactic effect? So,
we performed a complimentary meta-analysis based on the methodology and the
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