
Journal of Biomedical Research 

Bo Cui, MD, PhD 

 
Executive Deputy Editor-in-Chief 

 
January 09, 2013 

 

http://www.jbr-pub.org  

Welcome to submit to: 

Indexed for PubMed, SCOPUS, Index of Copernicus and CA 

http://www.jbr-pub.org/
http://www.jbr-pub.org/
http://www.jbr-pub.org/


Nature. 2004 Jul 15;430(6997):311-6. 

49309267zhglwangyzhglwangyrise to t00



Nature. 2004 Jul 15;430(6997):311-6. 





China poised to overhaul US as biggest 
publisher of scientific papers 
Royal Society report shows China pushing UK into third place in scientific 
publishing and predicts it will soon surpass the US 

Monday 28 March 2011 22.00 BST  

http://www.guardian.co.uk/


China 

China 

UK 

Japan 











Effective Writing for Biomedical Publications 

Bo Cui, MD/PhD 

 

01/09/2013 

 

 

 

http://photo.blog.sina.com.cn/showpic.html


From the title to the references 

From submission to revision 



“The man of science appears to be the only 
person who has something to say just now, 
and the only man who does not know how to 
say it.”  
 
 
    – Sir James Barrie 



Ways of help for writing a scientific paper 

• Writing workshops for physicians and scientists (e.g. 

UCSF, UBC) 

• Writing seminars 

• Peer scientists 

• A friend with adequate education who is not a 
scientist 

• Books/articles about writing scientific papers 

• Paid editing service 

• In-house editing service (e.g. Mayo Clinic, Univ. of Tokyo) 

 



Reasons for publications 

Questions to ask yourself 

before submitting your 

manuscript: 

• Have you really done 

anything new or 

interesting? 

• Is there anything 

challenging in your work? 

• Is the work related to a 

currently hot topic? 

• Have you provided 

solutions to any difficult 

problems? 



Determine Your Article Types 

• Editorial 

• Original article 

• Review article 

• Short paper 

• Case report 

• Letter to the editor 

• Personal views 

• Special communications 

 

 

 

 



Determine Your Article Types 

• Editorial 

• Original article 

• Review article 

• Short paper 

• Case report 

• Letter to the editor 

• Personal views 

• Special communications 

 

 

 

• It is a scientific report of 
the results of original 
basic or clinical research.  

 



• Original :  

 1) of, relating to, or constituting an origin or 
beginning;  

 2) not secondary, derivative, or imitative;  

 3) being the first instance or source from which a 
copy, reproduction, or translation is or can be 
made; 
 4) independent and creative in thought or action . 

     Merriam Webster Dictionary 

 



Determine Your Article Types 

• Editorial 

• Original article 

• Review article 

• Short paper 

• Case report 

• Letter to the editor 

• Personal views 

• Special communications 

 

 

 

 

• It communicates essential 
sources of information 
about a rare or 
unreported feature, 
condition, complication, 
or intervention. 

• It expands our knowledge 
or spawns new research.  

• It may lead to better 
patient care. 

 





Determine Your Article Types 

• Editorial 

• Original article 

• Review article 

• Short paper 

• Case report 

• Letter to the editor 

• Personal views 

• Special communications 

 

 

 

• It is usually a 
commentary  
concerning an article  
recently published in a 
journal. 

• It can also be a very 
concise report on novel 
findings or cases. 







Components of an Original Research Paper 

• Title 
• Authors 
• Abstract 
• Keywords 
• Introduction 
• Materials and Methods 
• Results 
• Discussion 
• Acknowledgement 
• References 

 
 
 
 

• A good title should clearly 
and succinctly describe 
the content of the paper. 

• It is also the 
advertisement for the 
paper. 

• It should be accurate as 
indexing databases use 
key words to identify 
relevant articles. 

• Avoid using technical 
jargons and abbreviations. 



Writing an effective title 

• An title should reflect 

the central message of 

the paper. 

• An title allows a reader 

to decide to further read 

the paper. 

• Detection of herpesvirus-

like DNA sequences in 

Kaposi's sarcoma in patients 

with and without HIV 

infection.  

• Kaposi's sarcoma-associated 

herpesvirus-like DNA 

sequences in AIDS-related 

body-cavity-based 

lymphomas.  



Writing an effective title 

 • Changes of pulmonary 
glucocorticoid receptor 
and phospholipase A2 in 
sheep with acute lung 
injury after high dose 
endotoxin infusion.  

• Stem cells downregulate 
the elevated levels of 
tissue plasminogen 
activator in rats after 
spinal cord injury. 



Components of an Original Research Paper 

• Title 

• Authorship 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

• Make sure all those who 
have made significant 
contributions to the work 
are recognized. 

• An author has approved 
the final version of the 
paper and will publicly 
defend the data and 
conclusions.  

• The corresponding author 
is listed as the last author. 

 

 



Components of an Original Research Paper 

• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

• It is an essential but 
independent part of a 
paper. 

• It has a word limit.  

• It should be clear, concise 
and to the point. 

• Limit use of abbreviations. 

• Usually it is written last. 

• Consult the journal for 
instruction for writing the 
abstract. 



Writing an effective abstract 

State the principal objectives 

and scope of the investigation. 

Describe the methods used. 

Summarize the results. 

State the principal 

conclusions. 

Be brief (250 words 

maximum). 

Avoid abbreviations and 

jargon. 

 

 



Components of an Original Research Paper 

• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

• It is the label of your 

work. 

• Be accurate and relevant. 

• They are used by 

abstracting and indexing 

services to identify the 

paper. 



Components of an Original Research Paper 

• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

• Make them easy for 
indexing and searching 
(informative, attractive, 
and effective) 

 







Writing an effective introduction 

• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

 

• Provide rationale for current 
study. 

  – What gap in knowledge 
did you try to fill? 

  – What controversy did you 
try to resolve?  

•  State the aim of study  

• May briefly state study 
group, design and methods 
used, why they are better 
than in previous studies 

• May state principal 
result/conclusion  (?) 



Writing an effective introduction 

• The authors should provide  
background information broad 
enough to allow readers to 
understand the current state of 
the art but also specific enough 
to allow readers to see why the 
authors want to address a 
specific research question. 

 

• Stay focused. The most 
common problem in 
introduction is lack of focus.  

• This is a time to show your 
sound scientific judgment.  

• Start from a large area of 
knowledge to the specific 
research question 

•  Avoid a detailed history of the 
subject.  

• Use references intelligently, 
not just any reference one can 
get hold of. Cite important 
original major publications 
that your research is based 
upon. 

• Do not include detailed results 
from previous studies. 

 

 



Writing an effective introduction 

• The authors should provide  
background information broad 
enough to allow readers to 
understand the current state of 
the art but also specific enough 
to allow readers to see why the 
authors want to address a 
specific research question. 

• Stay focused. The most 
common problem in 
introduction is lack of focus.  
 

 

• This is a time to show your 
sound scientific judgment.  

• A well-written introduction 
assists both the reader and the 
reviewer by moving the reader 
from what is known about a 
topic to what is unknown.. 

• Start from a large area of 
knowledge to the specific 
research question. 

•  Avoid a detailed history of the 
subject.  

• Do not include detailed results 
from previous studies. 

 

 



Writing an effective introduction 

• Provide  the rationale 

for your study. 

• State the aim of your 

study. 

• Define abbreviations 

when they first appear 

and use them sparingly. 

 

• Identify the gap in the 

current framework of 

knowledge.  

 -what gap would like to fill? 

 -what problem would like to solve? 

 

 

 



Writing an effective introduction 

• Provide  the rationale 

for your study. 

• State the aim of your 

study. 

• Define abbreviations 

when they first appear. 

 

 To determine whether . . . 

 To determine which . . . 

 The purpose of this study 

was . . . 

 Therefore, we tested the 

hypothesis that . . . 

 This report describes 

experiments designed to 

determine whether . . . 

 

 

 



Writing an effective introduction 

• Provide  the rationale 

for your study. 

• State the aim of your 

study. 

• Define abbreviations 

when they first appear 

and use them sparingly. 

 

 

 

 



Writing an effective introduction 

• Use references 
intelligently, not just 
any reference one can 
get hold of. Cite 
important original major 
publications that your 
research is based upon. 
But always refer to your 
previous work if you 
have. 

• Use the most recent, most 
direct, most succinct, and 
the most relevant 
references. Indiscriminate 
use of too many 
references suggests that 
the author is not 
knowledgeable in the field 
and lack judgment in 
failing to choose the most 
important and relevant 
studies on the topic.  

 



在我九十岁那天，我决定送给自
己个礼物: 和年轻的处女过一
夜...... 
 

Gabriel García Márquez: “Memorias de mis putas tristes” 

 

Writing an effective introduction 



“We wish to suggest a structure for 
the salt of deoxyribose nucleic acid 
(D.N.A.). This structure has novel 
features which are of considerable 
biological importance.”  

Watson JD, Crick FHC. A structure for deoxyribose nucleic 
acid. Nature 1953;171:737-8 

Writing an effective introduction 



Writing an effective introduction 
 

Central nervous system (CNS) synapses are complex cell-
cell adhesions between neurons. Their establishment 
requires an interaction between axons and dendrites, 
accompanied by the appositional organization of pre- 
and postsynaptic specializations. Several neuronal cell 
surface molecules and secreted signals have been shown 
to be involved in processes that lead to synaptic 
organization and maturation (Fox and Umemori, 2006), 
but molecules that regulate the formation of initial 
synaptic adhesions remain poorly understood. 
Accumulating evidence from our lab and others has 
shown that astrocytes play active roles in the formation 
of synapses (Eroglu et al., 2008). We have previously 
identified thrombospondins (TSP) as a necessary and 
sufficient synaptogenic signal secreted by astrocytes that 
increases synapse number (Christopherson et al., 2005). 
TSP is present in astrocyte-conditioned media (ACM) 
and is responsible for the ability of astrocytes to increase 
synapse number in vitro (Christopherson et al., 2005). 
TSPs are also important for synapse formation in vivo. 
TSP1/2-deficient mice have a significant decrease in the 
number of excitatory synapses. TSP1 and 2 are 
expressed during early postnatal ages, when the majority 
of synapses are forming, and these proteins are absent 
from the adult brain when the amount of excitatory 
synaptogenesis is significantly reduced (Christopherson 
et al., 2005). Upon injury to the CNS, TSP1/2 levels are 
upregulated, and lack of TSP1/2 impairs synaptic and 
functional recovery from stroke (Liauw et al., 2008). 
 

The authors move from what is known 

 

 

 

 

 

 

to what is unknown. 

 

 

Define abbreviations. 

 

 



Writing an effective introduction 

• TSP is able to promote synaptic adhesion and initiate 
the events that lead to the establishment of pre- and 
postsynaptic specializations. Interestingly, these 
TSP-induced synapses are ultrastructurally identical 
to fully developed synapses and are presynaptically 
active but postsynaptically silent because of the lack 
of surface AMPA receptors. Astrocytes secrete a 
second unrelated signal that is able to convert these 
silent synapses into fully active ones 
(Christopherson et al., 2005) (N.J.A. and B.A.B. 
unpublished data). 

• TSPs are large oligomeric, multidomain, 
extracellular matrix proteins that have been 
previously shown to play important roles in cell 
attachment, cell migration, cytoskeletal dynamics, 
and angiogenesis (Bornstein et al., 2004). TSP 
mediates these functions via its interaction with 
various cell surface receptors through specific 
domains (Adams and Lawler, 2004). We 
hypothesized that TSPs induce synapse formation 
by interacting with a neuronal cell-surface 
receptor. Here, we show that TSPs mediate 
synaptogenesis through their epidermal growth 
factor (EGF)-like domains, common to all TSP 
isoforms. Using this domain information, we 
identified the gabapentin receptor α2δ-1 as the TSP 
receptor involved in synapse formation. 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

• Hypothesis generating 

 

 

• State principal finding 



The purpose of the introduction is to introduce 

the topic and engage the readers. 

Writing an effective introduction 



Components of an Original Research Paper 

• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

• This section explains how 
you have obtained your 
study results. 

 -What has been done?  

 -What did you look for?  

 - How was it done?  

• For established methods, 
just provide a reference. 

• For modified methods, 
provide sufficient details. 

•  The methods (results) 
should be reproducible. 

 



Designing Clinical Research 

Step 1: Target 
population: 

specify clinical 
and demographic 

characteristics 

Criteria: well 
suited to the 

research 
question 

Step 2: Accessible 
population: 

specify temporal 
and geographical  

characteristics 

Criteria: 
Representative 

of target 
populations 

and available 

Step 3: Intended 
sample: design an 

approach to 
selecting the 

sample. 

Criteria: 
Representative 

of accessible 
population and 
easy to study 



Designing Clinical Research 

• The choice of design depends on the goal of the trial. 

 

 

• Proper design is critical; analysis cannot rescue 
improper design. 

 



Designing Clinical Research 

  



Designing Clinical Research 



Designing Clinical Research 



Utilizing existing databases 

• Secondary data analysis 
- Previous research studies: collect more data than PI can 

analyze and some interesting findings go unnoticed. 

- -Large regional and national data sets 

- Tumor registries 

- Administrative and clinical databases: useful for studies to 
evaluate patterns of utilization and clinical outcomes of 
medical treatment 

 



Utilizing existing databases 

• Secondary data analysis 
- Senior colleagues 

- Databases at home institutions 

- Databases at other institutions 

- Obtain permission and be specific about what information is 
sought 

 



The Heart and Estrogen/progestin Replacement 

Study (HERS) 



The study question:  
Does estrogen plus progestin therapy alters the risk 

for CHD events in postmenopausal women with 

established coronary disease? 

The Heart and Estrogen/progestin Replacement 

Study (HERS) 



0.625 mg conjugated equine 
estrogens + 2.5 mg 
medroxyprogesterone 

Medical Management (n=1380) 

Placebo (n=1383) 
 

The Study Design 

Follow up 4.1 years 

Nonfatal myocardial 
infarction or CHD death 

Enroll with: 
CHD 
<80 years 
Postmenopausal 



The Heart and Estrogen/progestin 

Replacement Study (HERS) 

The major findings: 

 

In postmenopausal women with 

established coronary disease and an 

average age of 66.7 years, daily use of 

conjugated equine estrogens and 

medroxyprogesterone acetate did not 

reduce the overall risk for MI and CHD 

death or any other cardiovascular 

outcome during an average of 4.1 

years of follow-up. This therapy did 

increase the risk of venous 

thromboembolic events and 

gallbladder disease. 



Background: 
•Lipoprotein(a) [Lp(a)] has been found to 

be an independent risk factor for CHD 

events of men without known coronary 

artery disease.  

 

•Few prospective studies have evaluated 

the importance of Lp(a) as a risk factor 

among women with CHD. 

 

•Estrogen and the combination of estrogen 

and progestin lower Lp(a) levels in 

postmenopausal women. 
 

•Because these studies have been 

conducted in women without CHD and 

without assessment of CHD outcomes, the 

clinical importance of lowering Lp(a) levels 

among women is unknown. 



The study question: 
 

What are the relationships among 

treatment with estrogen and progestin, 

serum Lp(a) levels, and subsequent CHD 

events in postmenopausal women? 



0.625 mg conjugated equine 
estrogens + 2.5 mg 
medroxyprogesterone 

Medical Management (n=1380) 

Placebo (n=1383) 
 

The Study Design 

Follow up 4.1 years 

Nonfatal myocardial 

infarction or CHD 

death + Lp(a) levels 

Enroll with: 
CHD 
<80 years 
Postmenopausal 



Women in the highest Lp(a) quartile had 

a 54% (95% confidence interval [CI], 0%-

140%) increased risk of primary CHD 

events compared with women in the 

lowest Lp(a) quartile. 



Lp(a) is an independent risk factor for recurrent CHD in 

postmenopausal women and that treatment with estrogen and 

progestin lowers Lp(a) levels.  

Estrogen and progestin therapy appears to have a more 

favorable effect (relative to placebo) in women with high initial 

Lp(a) levels than in women with low levels. 
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Components of an Original Research Paper 

• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

 

• What are your major 
findings? 

• Answer all points raised in 
Materials and Methods. 

• No new parameters. 

• No mismatch in numbers 
between text and 
tables/figures. 

• Follow a logical sequence 
based on the tables and 
figures presenting the 
findings to answer the 
question or hypothesis. 

 



• Introduce each experimental 
section with a clear description 
of the experimental design and 
aims. 

• Figures should have a brief 
description (a legend), 
providing the reader sufficient 
information to know how the 
data were produced. 

• If the table or figure contains 
only one or two items, the 
information can be 
summarized instead. 

 

 

 

 

 

Presenting your results effectively 



All TSP Isoforms Induce Synapse Formation 

There are five TSP isoforms in mammals, 

which fall into two groups according to their 

domain structure and oligomerization states 

(Figure 1A). Trimeric subgroup A TSPs, TSP1 

and 2, are synaptogenic (Christopherson et al., 

2005). To determine whether pentameric 

subgroup B TSPs are also synaptogenic, we 

cultured RGCs in the presence of astrocytes 

or with TSP 1, 3, 4, or 5. All subgroup B 

TSPs increased synapse number significantly 

to similar levels as TSP1 or astrocytes 

(Figures 1B–1D). These results suggest that 

the synaptogenic domain of TSP is located in 

the conserved C-terminal portion of TSP, which 

is common to all isoforms spanning the EGF-

like repeats, the calcium-binding repeats, and 

C-terminal L-type lectin-like globular domain. 

Presenting your results effectively 

Title-brief, informative &effective 

Experimental design and aim 

Major findings 

Interpretation of your findings 



Presenting your results effectively 

• α2δ-1-Mediated Synapse Formation Does 
Not Depend on Calcium Channel Surface 
Level or Function 

• α2δ-1 is known to enhance calcium channel 
function and trafficking (Arikkath and 
Campbell, 2003). We therefore investigated 
whether the activity of α2δ-1 in synapse 
formation is linked to its role in increasing 
calcium currents or calcium channel levels. 
Gene expression analysis of RGCs show that 
these cells express predominantly 
postsynaptic L-type and presynaptic N- and 
P/Q-type voltage gated calcium channels 
(VGCCs). To directly test whether VGCC 
function was required for astrocyte-induced 
synapse formation, we added L-type calcium 
channel blockers to RGCs to block L-type 
channel function. These drugs had no effect 
on SD2-induced synapse formation 
(Figure S5 A).  

 

• Title 

 

 

 

 

• Design/aim 

 

 

• Results 

 

 

 

 

• Design/aim 

 

• Results 



Presenting your results effectively 
 

• Similarly presynaptic N- and P/Q-type 
channel blockers did not block TSP-
induced synapse formation (data not 
shown). We next investigated whether 
increase of postsynaptic L-type calcium 
channel expression in RGCs would 
enhance synapse formation. 
Overexpression of L-type α1C and β 
subunits in RGCs had no effect on 
astrocyte-induced synapse formation 
(Figure S5 B). Finally, we tested whether 
TSP treatment would lead to an increase in 
cytoplasmic calcium levels in RGCs. 
Neither acute nor long-term TSP treatment 
led to a noticeable rise in spontaneous 
calcium oscillations in RGCs (Figure S6 ). 
Taken together, these results show that 
the role of α2δ-1 in synapse formation 
cannot be directly linked to calcium 
channel expression levels or function. 

 



• Introduce each experimental 
section with a clear description 
of the experimental design and 
aims. 

• Figures should have a brief 
description (a legend), 
providing the reader sufficient 
information to know how the 
data were produced. 

• If the table or figure contains 
only one or two items, the 
information can be 
summarized instead. 

 

 

 

 

• Save your images in the 
highest resolution!!! 

 
• Show the figures to your 

colleagues and ask for their 
suggestions before you submit. 

Presenting your results effectively 
 



Figure 1 All Thrombospondin Isoforms Are 

Synaptogenic 

(A) TSPs are divided into two subgroups. 

The N-terminal domain (black), the 

procollagen repeat (red), and properdin-like 

repeats (orange), EGF-like repeats (blue), 

calcium binding repeats (gray), and C-

terminal L-lectin like globular domain (green) 

are shown. 

(B) Immunostaining of RGCs for 

synaptotagmin (red) and PSD-95 (green). 

White arrows point to colocalized synaptic 

puncta. The scale bar represents 30 μm. 

(C and D) Quantification of the effects of 

astrocytes, purified TSP1, 4, and 5 (8 nM 

each) (C) and conditioned media from COS7 

cells overexpressing either TSP3 or empty 

vector (D) on synapse number. In all graphs, 

n = 20 cells. Error bars show the mean ± 

SEM, ∗p < 0.05. 

Presenting your results effectively 
 



• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

 

• Recapitulate major 
findings . 

•  Discuss major findings in 
light of available data . 

• Discuss important minor 
findings . 

• Provide alternative 
explanations . 

• What are the strengths 
and limitations of the 
study ? 

• Implications of findings . 

Writing an effective discussion 
 



• Title 

• Authors 

• Abstract 

• Keywords 

• Introduction 

• Materials and Methods 

• Results 

• Discussion 

• Acknowledgement 

• References 

 

 

 

 

• Describe what your results mean 

in context of what was already 

known about the subject  

• Indicate how the results relate to 

expectations and to previous 

findings by others 

• Explain how the research has 

moved the body of scientific 

knowledge forward  

• Do not extend your conclusions 

beyond what is directly supported 

by your results - avoid undue 

speculation  

• Unanswered questions and future 

research . 

• Summary / conclusion . 

Writing an effective discussion 
 



Writing an effective cover letter 
• June 24, 2009 

•  Dear Editors, 

• We would like to submit the enclosed 
manuscript entitled “High-altitude pulmonary 
edema (HAPE) in unacclimatized persons is 
associated with abnormal changes in the 
coagulation and fibrinolytic system” by Ren 
et al. for consideration as a Brief Report in 
JAMA. We report our investigation of 
changes in the fibrinolytic and coagulation 
system in a large cohort of patients with 
HAPE. Previous reports of HAPE only 
involve fewer than 10 subjects. We found that 
HAPE is associated with abnormalities in the 
fibrinolytic system and these abnormalities 
are associated with the severity of HAPE. 
Our findings provide further insight into an 
illness that becomes more common with 
increased leisure activities in high altitude. 

 

 

• Introduce the editor to your manuscript 

 

 

 

• Point out what type of publication you would 
like to have it published 

• Provide the name of the journal. 

 

• Tell what your investigation is about and be 
brief  

 

 

 

        and its significance. 



• Gabapentin Is a Powerful Blocker of 
Synapse Formation 

• Our findings suggest that GBP blocks 
TSP-induced synapse formation by 
interfering with TSP-α2δ-1 interaction. 
GBP binding to α2δ-1 involves a region 
just upstream of the VWF-A domain in 
α2 (Wang et al., 1999). Therefore, it is 
unlikely that TSP and GBP compete for 
the same binding site. It is known for 
integrins that conformational changes 
in VWF-A domains can be constrained 
by interactions made by regions 
flanking this domain (Bork and Rohde, 
1991,Whittaker and Hynes, 2002). We 
propose that GBP binding to α2δ-1 
restricts the conformation of the VWF-
A domain and keeps α2δ-1 in its 
“inactive conformation.” This perturbs 
the TSP-α2δ-1 interaction and inhibits 
activation of the synaptogenic signaling 
complex (Figure S13 ). 

 

 

 

 

• Describe what your results mean in 
context of what was already known 
about the subject  

 

• Related to work by others. 

 

 

 

 

 

 

 

• Provide explanations 

Writing an effective discussion 
 



• GABA, leucine, and isoleucine can 
also bind to α2δ-1, albeit at lower 
affinity than GBP (Dooley et al., 
2007), and thus they can be 
physiological ligands for α2δ-1 and 
regulate excitatory synapse formation. 
In agreement with this, we found that 
high concentrations of GABA 
inhibited synapse formation in culture. 
Such high concentrations of GABA 
are present in the CNS right next to a 
GABAergic axon. Dendritic filopodia 
in the developing brain actively seek 
for synaptic partners and establish 
exclusively glutamatergic contacts. 
Interestingly, dendritic filopodia that 
contact a GABAergic axon never 
stabilize the contact and retract 
(Lohmann and Bonhoeffer, 
2008,Wierenga et al., 2008). In future 
studies, it will be interesting to 
explore whether α2δ-1 functions as a 
physiologically relevant GABA 
receptor that enables initial selectivity 
for the formation of excitatory 
synapses by dendritic filopodia. 

 

• Indicate how the results relate to 
expectations and to the literature 
previously cited 

 

 

 

 

 

 

 

• Unanswered questions and future 
research . 

Writing an effective discussion 
 



Writing an effective discussion 

• α2δ-1-TSP Interaction Regulates Synapse 

Formation during Development and after 

Injury 

• The ability of GBP to strongly decrease 

synapse formation in wild-type mouse brains 

points to a critical role for TSP-α2δ-1 

interaction and astrocytes in driving 

synaptogenesis in vivo. In addition, the 

correct execution of barrel cortex plasticity 

depends on TSP-induced synapse formation. 

Since the unlesioned barrel cortices are 

formed normally both in GBP injected and 

TSP1/2 KO mice, TSPs might specifically 

play a role in synaptic remodeling plasticity 

upon injury in this system. These findings 

add to the growing data that astrocytes not 

only actively contribute to normal 

synaptogenesis but also mediate synaptic 

remodeling events after injury. 

 

 

 

 

• Recapitulate major findings 

 

 

 

 

 

 

 

 

 

 

• Explain how the research has moved the body 

of scientific knowledge forward  

 



Writing an effective discussion 

• Since GBP strongly blocks TSP-induced synapse formation within its 

therapeutic concentration, it is possible that inhibition of excitatory 

synapse formation is an important mode of its therapeutic action in 

epilepsy and pain. Reactive astrocytosis is prominent both in epileptic 

lesions and in the spinal cord after peripheral nerve injury that leads to 

neuropathic pain (Liu et al., 2000,Ridet et al., 1997). Reactive astrocytes 

express high levels of TSP1 and 2 (Lin et al., 2003). Similarly, upon injury 

in the spinal nerve, both α2δ-1 and TSP4 genes are upregulated in the 

spinal cord (Valder et al., 2003,Wang et al., 2002). Increased α2δ-1 levels 

were shown to lead to enhanced excitatory synaptic transmission and 

elevated neuropathic pain states (Li et al., 2004,Li et al., 2006). Similarly, 

there is increased excitation in the epileptic brain (Prince, 1999). All these 

observations point to the possibility that aberrant excitatory 

synaptogenesis may contribute to the pathophysiology of neuropathic pain 

and epilepsy. Thus GBP may act by limiting these excess synapses from 

forming, a possibility which can now be directly tested in animal models 

of these diseases. In conclusion, by identifying α2δ-1 as a 

receptor for TSP mediated glial-induced synapse 

formation, we have gained molecular understanding 

not only of astrocytes' role in synapse formation in 

health and disease, but also of the process of synapse 

formation itself. 
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edema (HAPE) in unacclimatized persons is 
associated with abnormal changes in the 
coagulation and fibrinolytic system” by Ren 
et al. for consideration as a Brief Report in 
JAMA. We report our investigation of 
changes in the fibrinolytic and coagulation 
system in a large cohort of patients with 
HAPE. Previous reports of HAPE only 
involve fewer than 10 subjects. We found that 
HAPE is associated with abnormalities in the 
fibrinolytic system and these abnormalities 
are associated with the severity of HAPE. 
Our findings provide further insight into an 
illness that becomes more common with 
increased leisure activities in high altitude. 
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approved the manuscript submitted. No 
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manuscript has been made elsewhere. 
There will be no conflict of commercial 
interest for any of the authors with the 
publication of the manuscript. Subject to 
acceptance for publication in your journal, 
all of the authors have agreed for the 
transfer of copyright to the publisher of 
the said journal.  
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address shown above. 
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• Thank you for your kind consideration of 
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• Please find enclosed a manuscript 
entitled “HDMX Regulates p53 
Activity and Confers 
Chemoresistance to 3-Bis(2-
Chloroethyl)-1-Nitrosourea,” which 
we would like to submit for 
publication in Neuro-Oncology.   

• All authors have reviewed and 
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of no conflicts of interest for any 
authors regarding this manuscript. 
Neither the submitted paper any 
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• We present the novel finding that HDMX confers GBM 

cells chemoresistance to 3-bis(2-Chloroethyl)-1-

nitrosourea (BCNU), a chemotherapeutic agent in use 

for brain tumors and other solid tumors, by regulating 

p53 activity. Chr1q32 amplification has been identified 

in this study and others as a prominent genetic lesion for 

the carcinogenesis of glioblastoma. We further show by 

genetic screening that HDMX is the most commonly 

amplified and overexpressed gene in the minimal 

amplicon of chr1q32 and HDMX amplifications are 

mutually exclusive of TP53 mutations and MDM2 

amplifications. We also demonstrate that HDMX 

stabilizes p53 to promote DNA repair and attenuates 

tumor response to BCNU. In summary, HDMX exhibits 

bona fide oncogenic properties and offers a promising 

molecular target for GBM therapeutic intervention. 

• We are submitting the manuscript as a Basic and 

Translational Investigations report. The subject category 

is in Tumor Biology.  
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effort and their contributions 

to the work.  

• Address the comments of 

the reviewers and/or 

conduct the recommended 

experiments strengthened 

the work. 

• The goal is to move the 

work forward and figure out 

how to satisfy the reviewer. 



How to respond to critiques 

• Provide a point by point response to 
each reviewer’s concerns.  

• If your response is supported by the 
literature, quoting papers and 
supplying references will strengthen 
your point. 

• In places where you and the 
reviewer agree, you should note in 
the manuscript where you have 
made revisions reflecting the 
reviewer’s concerns. This will help 
the editor and the reviewer (if the 
manuscript is sent out for re-review) 
locate your changes and determine 
if you have really addressed the 
issues. 

 

 

 



How to respond to critiques 

•  
Dear Dr. Du 

: Your manuscript entitled, "Treatment of 
Femoral Head Loss Secondary Septic 
Arthritis in Infancy With Modification of 
Albee's Arthroplasty," number JBJS-D-09-
00201, has been reviewed by two 
experienced pediatric orthopaedic 
surgeons, as well as by myself.  The 
comments of these clinical reviewers are 
included below.  In addition, your 
manuscript was reviewed by one of the 
methodology and statistics editors for 
JBJS and the comments of that editor are 
also below. 

 
Based on the reviews, the decision has 
been made to not accept your manuscript 
for publication in JBJS.  I know this is not 
the decision you desired, but I hope that 
the comments of the three reviewers will 
be of help to you as you revise your 
manuscript for submission to another 
orthopaedic journal.  Thank you for 
submitting your research report to JBJS 
for our consideration. 

 

 

In accordance with our Copyright Transfer and 

Author Agreement, The Journal hereby re-

conveys to the authors, without any 

representation, warranty or recourse, all of 

the rights (including copyrights) in the 

Work that were assigned to The Journal by 

the authors under that Agreement and are 

now held by The Journal.  

 Sincerely, 

 

 

  Vernon T. Tolo, MD 

  Deputy Editor 

 



How to respond to critiques 

• August 23, 2009 

• Dear Dr. Vernon T. Tolo, 

• Thank you for your having our 
manuscript (JBJS-D-09-00201) 
entitled “Treatment of Femoral Head 
Loss Secondary Septic Arthritis in 
Infancy with Modification of Albee's 
Arthroplasty” reviewed. We regret to 
learn the decision by JBJS not to 
accept our manuscript. However, we 
are very encouraged by the positive 
comments by the reviewers who have 
pointed out problems and deficiencies 
with the manuscript, but most of all 
they recognize the value of our work, 
the publication of which will be of 
great help to our fellow pediatric 
orthopedic surgeons in managing the 
severe sequelae of septic arthritis of 
the hip in young children. 

 

 

 

• Start politely and thanks the editor for 
sending the manuscript for review. 

 

 

 

 

• Be positive and emphasize the 
value/significance of your work. 



How to respond to critiques 
• We have revised the manuscript in accordance with 

the suggestions by the reviewers. In it, we have 

addressed almost all of the concerns by the reviewers 

and have incorporated answers to their questions in 

the revised manuscript. In addition, we have enlisted 

the help of Dr. Bo Cui at the Department of Surgery, 

Duke University Medical Center, Durham, NC, USA 

in the final revision of the manuscript. We have also 

sought the advice for statistical analysis from Dr. 

Xiutang Cao, a statistician at the Fourth Military 

Medical University China. We would like to ask your 

kind reconsideration of the manuscript either as a new 

manuscript or as a revised manuscript and we would 

also like to have the same reviewers review the 

manuscript if possible. Though septic arthritis of the 

hip in young children is uncommon, it is often 

devastating to those who have the disease. Our 

experience and the results of our retrospective study 

of modified Albee’s arthroplasty in young patients 

with the severe sequelae of septic arthritis of the hip 

will be useful for pediatric orthopedic surgeons all 

over the world who face this problem rarely. 
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How to respond to critiques 

• Again all the authors have read 
the final manuscript and agreed to 
its publication if accepted by the 
journal. No duplicate publication 
or submission of the manuscript 
has been made elsewhere. 

• We have detailed our responses to 
the reviewers and also 
documented the changes in the 
responses that are appended at the 
end of this letter. 

• If you or the reviewers have any 
questions, please do not hesitate 
to contact me. 

• Thank you for your consideration 
of our manuscript. 
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Commentary & Perspective on 
"Evaluation of the Modified Albee Arthroplasty for  
Femoral Head Loss Secondary to Septic Arthritis in  
Young Children“ by Xue-dong Li, MD, PhD, et al. 
By Paul D. Sponseller, MD*, 
Johns Hopkins Medical Institutions, Baltimore Maryland 

In this month's issue of JBJS, Li et al. report the largest series of post-
sepsis Choi type-IVB hip deformities that have been treated with this 
method. This series should be considered in the context of other reports 
on the same procedure. Why report on this "old" procedure now? The 
answer is because the solution seems still valid and this series is the 
largest one (twenty-one hips) and has the longest follow-up (minimum, 
three years; mean, ten years) with the most information on outcomes. 
The sample size and the follow-up are significant. Finally, this report can 
provide useful guidance to pediatric orthopaedic surgeons all over the 
world who treat this condition. 



Commentary & Perspective By Paul 
D. Sponseller, MD*, Johns 
Hopkins Medical Institutions, 
Baltimore Maryland on: 

"Evaluation of the Modified Albee 
Arthroplasty for Femoral Head 
Loss Secondary to Septic Arthritis 
in Young Children“ by Xue-dong 
Li, MD, PhD, et al. 

The article is also useful in part 
because it contains a 
detailed description of the 
procedure. This instruction, 
in combination with the 
decade-long follow-up of 
this uncommon problem, 
provides valuable 
information to guide us. The 
series of three line drawings 
illustrating the procedure is 
practical and helps make 
this a landmark paper. 
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Frisch weht der Wind                    
Der Heimat zu.                    
Mein Irisch Kind,                    
Wo weilest du?    
'You gave me hyacinths first a year ago;    
They called me the hyacinth girl.'   
-Yet when we came back, late, from the Hyacinth garden,    
Your arms full, and your hair wet, I could not    
Speak, and my eyes failed, I was neither    
Living nor dead, and I knew nothing,    
Looking into the heart of light, the silence.    
Od' und leer das Meer. 

      
 
     T.S. Eliot, the Wasteland 

 


