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Introduction round

* You background

* Your experience
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Core academic skills
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 Academic integrity
e Critical thinking
e Critical reading

e Searching for information
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Why sharing scientific knowledge?

Share lessons (evidence, strategies, practices) learned in different contexts

* Contribute to knowledge equity

 Knowledge is a global public good and should travel in all directions

 Promote your career, establish yourself as expert

* Promote your organization
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Dissemination of scientific knowledge

e Written — Articles uosuscs.,)
e Oral — Presentations (meriews, .

¢ Visual - POSterS (infographics, ...)
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Scientific content

e Relevant
 Evidence-based
 Scientifically sound

* Clear and synthetic
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Possible items for this week

* |Intro on scientific writing

e Discuss published articles

* Discuss your examples/practice

e Discuss oral & poster presentations

* Examples/practice
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Your expectations...
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KEY POINTS

* What to publish
* How to prepare a manuscript
* Where to publish

* Publication process
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You experience
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KEY POINTS

* What to publish
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Peer-reviewed scientific articles
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Why peer-reviewed scientific articles?

* Ensure quality, validity, integrity
* Wide/global circulation

* Easy to retrieve and access

% Maastricht University



Should the idea be published?

Does the research address a knowledge gap? Is it relevant?

Are the data of good quality? Are they evidence-based?
Is the interpretation correct?

Are the results interesting to other people? is the study
helpful?

Are authors motivated to share the findings?

YES
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Should the idea be published?

Evaluate a proposed research question/aim

Is it clear, concise, and complete? Can it be answered with the data you have?

Does it identify the Population/Patients of interest?
Intervention or Indicators/exposure being studied?

Comparison group/Control?
Outcome of interest?
Time frame of the study?

PICOT criteria

% Maastricht University



Should the idea be published?

It is based on the empirical cycle?

Observation

Collection of empirical
facts

Evaluation Induction

Formulating
hypotheses

of the outcome

Testing Deduction

Prediction with new Deduct consequences of

empirical material

hypotheses as testable
prediction

% Maastricht University
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In what form should be idea be published?

Research articles:  full articles (qualitative/quantitative research)
communications (brief/short)
implementation research

Reviews: narrative
systematic
meta-analysis

Others: perspectives
debates
commentaries

case study
field report
letter to the editor

Different aim, content, length, structure



KEY POINTS

* How to prepare a manuscript
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Content of a scientific article

Abstract

Identify subject area

P
1?‘, Add the research context
Q
and purpose of study

Your research
question

Your
conclusions

How your results

compare with/add to
other research

New understanding of the research
area in light of your findings

Journal Manuscript Development for Global Health - Global Health eLearning Center
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Introduction -1

Start with formulating your RELEVANT (eg PICOT) research question/aim
Which themes can be found in the research question/aim?
— Search for background information about these themes

- Write your introduction by using this information

Start with general information and become more specific ﬂ

End your introduction with your research question/aim (should be logical to the reader!)
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Introduction -2

Try to include all important items by answering the following questions:

What is the (health/scientific) problem?

What is know about the problem (theories)

What is the knowledge gap?

What is your hypothesis?

What is your research question/aim and what are your objectives?
What is the relevance?

What are the expected outcomes?
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J.A. Sparano et al., Adjuvant Chemotherapy Guided by a21-Gene Expression Assay in Breast Cancer. N EnglJ Med 2018;379:111-21

&

Maastricht

cancer in women in the United States and
worldwide.! Hormone-receptor—positive, ax-
Tillary node—negative disease acCounts for approxi-

BREAST CANCER IS THE MOST COMMON

United States.” Adjuvant chemotherapy reduces

» Health problem

the risk of recurrence,** with effects that are pro-
portionally greater in younger women but that are
little affected by nodal status, grade, or the use
of adjuvant endocrine therapy.®” These findings
led a National Institutes of Health consensus

panel to recommend adjuvant chemotherapy for
R s 3 ;

declining breast cancer mortality.” However, the
majority of patients may receive chemotherapy un-

necessarily.
e 21-gene recurrence-score assay (Oncotype
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DX, Genomic Health) is one of several commer-
cially available gene-expression assays that provide

itive breast cancer.™" The recurrence score based
on the 21-gene assay ranges from 0 to 100 and is
predictive of chemotherapy benefit when it is high,
whether a high score is defined as 31 or higher****
or 26 or higher'**; when the recurrence score is
low (0 to 10), it is prognostic for a very low rate of
distant recurrence (2%) at 10 years that is not
likely to be affected by adjuvant chemotherapy.'>*
Although expert panels recommend the use of the
21-gene assay,'** uncertainty remains as to wheth-
er chemotherapy is beneficial for the majority of |
i WO nave a mid TECurTence score.
The Trial Assigning Individualized Options
for Treatment (TAILORx) was designed to address
these gaps in our knowledge by determining
whether chemotherapy is beneficial for women
with a mid-range recurrence score of 11 to 25. It
was a prospective clinical trial, a type of trial that

» Knowledge gap

provides the highest level of evidence supporting
the clinical usefulness of a biomarker.” Another
objective of the trial was to prospectively confirm
that a low recurrence score of 0 to 10 is associated
with a low rate of distant recurrence when patients
are treated with endocrine therapy alone.™

» Objectives



Practice

—>Make your own example
-AIM/Objectives

-possible list of itemsto include in the intro
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Introduction -3
Avoidable mistakes

Research question/aimis not specific enough
No use of references... use references to support your claims!
Insufficient depth / not state-of-the-art

Start is too general
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Methods -1

Synthetic and clear

Enough detail to evaluate their appropriateness and repeat the process

Skip methods used to collect data not included

Present the information in logical (possibly chronological) order

Use clear subheads, you can delete/change them, based on journal guidelines

Use the past tense
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Methods -2

Avoidable mistakes

Copying the whole protocol

Mentioning thinks that are obvious or not relevant
* Results were recorded by writing them in lab journal
* pH-meter was calibrated before use
* Solutions were made in a beaker
 Beakers were labelled as A, B, C...
* Mention what is in the tube/ glassware, not what is written on it

Explaining calculations of known statistical outputs (average, standard deviation)
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Practice

—> List possible methods for your study example
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Results -1 quantitative

Present all data (and only that) needed to answer the research questions
Organize the data (e.g. following the study objectives)

Highlight key findings including statistical significance

Use tables and figures to summarize large amounts of data

Use the text to highlight the patterns

Do not repeat the entire contents of tables and figures in the text

% Maastricht University



Results -1 qualitative

Present all data (and only that) needed to answer the research questions
Organize the data (e.g. following the study objectives, categories, theory)

Each quote should serve a purpose

Use a clear and consistent system to label quotes
Use italics or indents to visually separate quotes

Try to describe patterns/themes without quotes to limit the word count

% Maastricht University



[ J [ J
Discussion -1
Vd
‘ Start with your research question summary
* What was the main research question?

* What was the answer, based on your results? 1-4 sentences
* What additional research questions and findings were there?

’ Compare your results with other studies discussion

* Do the findings agree with past studies? If not, how can one
explain the differences (methods, setting, participants)?

* Were any results surprising? If so, why?

* If the results are generally what would be expected, how do not

does your study contribute to the literature? . .
* What were the strengths of the study? revi EW/ describe
» What were the limitations of the study? other studies

Outline the study's implications and new
understanding of the research area

- What are the benefits or implications of the findings for
patients, practitioners, health care organizations, researchers,
or policymakers?

1-4 sentences

* How do the findings impact current policy and/or practice?

* What is our new understanding of the problem statement

% Maastricht University outlined in the Introduction?
 What will be the next step in the research?



Discussion -2
Avoidable mistakes

The discussion presents new results
It does know acknowledge limitations

It does not have a clear take-home message at the end

% Maastricht University



Abstract

Take sentences from each section of your manuscript. Then revise for
smooth flow

Follow journal guidelines (word limit, sub-sections...)
Avoid abbreviations or acronyms
Avoid citations, tables, figures, or illustrations

Do notinclude information not presentin the paper

% Maastricht University



Title

Create a title that summarizes your article and draws attention

Include keywords

Be as specific as possible (e.g. intervention, outcome, study population,
setting, and study design,...)

Check the journal’s guidelines (word limit, including study type,...)

E’m Maastricht University



References

Include references each time you mention evidence from other studies
Try to refer always to the original article (not reviews)
Only mention references that are also mentioned in the text

Only use scientific literature

% Maastricht University



In what order do you write your articles?

% Maastricht University



Writing style -1

Avoid typos, check grammar, punctuation and spelling

Be clear and concise

Be precise, avoid ambiguity

Do not make unsupported claims

Use formal and subject-specific language (do not use slang or contractions ‘isn’t’, ‘won’t’...)
Do not use the following construction: ‘This is because...” or ‘it can be said...

Try to avoid series of short sentences , merge sentences if possible, being synthetic

NaOH was added to the solution. The solution was mixed. The pH was measured immediately.

The solution was mixed after adding NaOH and the pH was measured immediately.
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Writing style -1

No number in digits to start sentences

Define acronyms the first time (do not have them in abstract)
Usually do not use the first person

Use past tense for most of the text -> when past, present or future?
Do not use direct questions

Avoid bullet points

Avoid phrasal verbs (e.g. ‘look at’, ‘get on with’...)

— Avoid plagiarism (paraphrase, quote, cite)

READ YOUR ARTICLE AGAIN AND AGAIN



KEY POINTS

* Where to publish
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Enhance the credibility of your article

Publish in peer-reviewed journals

Check where key experts in your field are publishing
Check what your focus audience reads (local journals?)
Consider the journal’s IF (new journals do not have an IF)
Consider journals indexed in PubMed and other databases

Publish open access (fee required) = Beware of predatory journals

% Maastricht University



Open access publication

Directory of Open Access Journals (DOAJ) https://doaj.org/
community-curated online directory that indexes and provides access to high quality, open access,
peer-reviewed journals

Bioline International http://www.bioline.org.br/
not-for-profit scholarly publishing cooperative committed to providing open access to quality
research journals published to low-resources countries

AAS Open Research https://aasopenresearch.org/
platform for publication and open peer review for researchers supported by AAS (African Academy
of Sciences) and its funding platform AESA (Alliance for Accelerating Excellence in Science in Africa)

Research4life https://www.research4life.org/
collective name for the five programmes — Hinari, AGORA, OARE, ARDI and GOALI- that provide
low-resources countries with free or low cost access to peer-reviewed content online

- Institutions can apply to join
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Open access publication

African journals online (AJOL) https://www.ajol.info/
world's largest online collection of African-published, peer-reviewed scholarly journals.

Scientific African https://www.journals.elsevier.com/scientific-african

Peer-reviewed, open access, inter- and multidisciplinary scientific journal that is dedicated to
expanding access to African research, increasing intra-African scientific collaboration, and building
academic research capacity in Africa
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Where to find a journal’s Impact Factor?

http://www.bioxbio.com/if/

https://www.scopus.com/sources

(free journal metrics, CiteScore, not IF)

www.webofknowledge.com/

(IF — from Journal Citation Reports (JCR) of items
in the Web of Science (WoS) database
by Thomson Reuters. NOT FREE)

% Maastricht University



KEY POINTS

* Publication process

% Maastricht University



Work in a team

Communicate with all authors
Aknowledge all authors in the authors’ list
= mind the order
— some journals want description of each one’s contribution

% Maastricht University



Publication process

\/

<] Maastricht University Acceptance

Complete your study

Write your manuscript

Select a journal Formatthe manuscriptfor the journal

Submit the manuscript

Editorial decision

Rejected Manuscriptto reviewers
S
Rejected

Revise manuscript

Submit the revised manuscript

O —

Revise manuscript

Acceptance




Revision process

Take a systematic approach to peer review comments
- In your manuscript, address each comment using track/changes
- Inyou response letter, start by thanking the reviewers for their comments

Write down your answer to each individual comment

% Maastricht University
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Practice

Look at a piece of published work and discuss

Is the aim clear?

Is the study relevant?

Is the methodology sound?

Do the results make sense? Are they in line with the aim?
Are the results clearly discussed?

What are the study limitations?

Are the conclusion in line with the aim?

Which aspects of the author’s writing style help or hinder the reader?

% Maastricht University
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Scientific presentation

Structure

Important items
1) Scientific content

2) Form and style of slides

3) Presentation style
-tips
-engaging your audience

Pitfalls

% Maastricht University



Scientific presentation
Structure

* Title (include event location, date, your name, affiliation, logo)
* Background

* Methods

* Results

* Conclusion

 Acknowledgments

* Q&A

% Maastricht University



Scientific presentation
Important items

1) Scientific content
2) Form and style of slides
3) Presentation style

- All important the same way?

% Maastricht University



Scientific presentation

‘Thought Leader’ gives talk that will inspire your thoughts

% Maastricht University



1) Scientific content

 Adapt the content to your audience
* Tell up front why the audience should care

e Tell astory (with a beginning, middle and end)

— Start with the context
— Frame the problem

— Provide highlights of what you did in a logical order
— Conclude with key points

— Give a peek into your next steps
— Acknowledge collaborators and include your contact details

* Optimize the content (visuals for methods/timelines, simplify results!)

E’m Maastricht University



2) Form and style of slides -1

 Keep it simple

e Less is more (1 slide every 2/3 min)

e Start with an outline of what you’ll cover and stay focused
* Create sections

* Onlyinclude images with a purpose

E’m Maastricht University



2) Form and style of slides -2

* Avoid clutter
-bullet points with keywords
-readable font

e Use visuals (simple & understandable)

 Check the spelling

 Use repeated slide templates + consistent color schemes and font

E’m Maastricht University



3) Presentation style
Tips -1

Upload the presentation and run through it

Practice in advance (in front of peers)

Emphasize your (1 or 2) main points

Take your time to gather your thoughts or move to a new topic

Do not read your slides

% Maastricht University



3) Presentation style
Tips -2

Talk to the audience, not the screen. Look (at people) at the back of the room
Use your laser pointer effectively

Stick to your time frame

Don’t drift off at the end

--> “That concludes my presentation. Thank you for your attention.”
--> ask for questions (if appropriate)

1 person on stage!

% Maastricht University



3) Presentation style
Engaging your audience

* Dress for success (casual local meeting or an international conference?)
 Walk energetically to the podium

e Start by saying good morning/afternoon

% Maastricht University



3) Presentation style
Engaging your audience

* Never express uncertainty, project confidence
* Smile (to appear more relaxed and reduce stress)
* Sound excited to make your audience excited

* Make it personal. Tell a brief anecdote or describe the “aha” moment

% Maastricht University



Scientific presentation
Pitfalls -1

Rushing through all your slides
Not leaving time for discussion
Not practicing in advance

Copy/paste journal article content (graphics, discussion)
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Scientific presentation
Pitfalls -2

Showing raw data (always convey a message)
Trying to surprise the audience. The conclusion shouldn’t be unexpected
Failing to put yourself in the audience’s shoes

Thinking a collection of slides is enough (you need a narrative!)

% Maastricht University
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Poster presentation

What is it?

Structure

Key items to include

Where to start in making a poster
Poster format

Tips for a good poster

Poster presentation

Examples

% Maastricht University



What is a scientific poster?

Advertisement of your work

lllustrated abstract

% Maastricht University



Scientific poster structure

e Title + authors + logo

* Background

* Aim
e Methods
e Results

e Conclusion / take-home messages
* Future direction

 Acknowledgement (funding) + contact

% Maastricht University



Key points to include

Why should anyone care

What are you adding to current knowledge
What you found

How you found it

What you recommend

% Maastricht University



Where to start?

 Make the order logical (eg. use numbers)
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Main results --> simplify graphs

Fill in small blocks of supporting text around that

Maastricht University
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Where to start?

250 4

]
3 200 A

150

100 4

50 4

Population Sizes Through Time

vvvvvvvvvv

Population Size
N

Population Sizes Through Time

\  Prey p /" Predators

Main results --> simplify graphs

Fill in small blocks of supporting text around that

Make the order logical (eg. use numbers)

Attractive title

Maastricht University




Poster format -1

e Splitthe layoutinto columns

e Plain font (serif for text, title and headings non serif)
e Same size and style (readable from 1-2m away)

e Leftaligned

e Use color (best not primary colors)

% Maastricht University
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Poster format -2

 Decentresolution for pictures
* Print an A4 draft (size & color ok? Too busy?)

* Notbusybackgrounds
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wrranETnd Snook Growth in Habitats with Differing Abiotic Variability
Alesia Read, North Carolina State University, anread @unity.ncsu.edu

PROPOSED OBJECTIVE
To create a useful tool for assessing potential stocking A
habitats based on degree of variability in water quality. North Creek Lower (High Variability)
Negative Growth: b ;
* Snook are a popular game fish found in the estuarine creeks of Florida 1 ’ Dissofved Oxygen (mg.) ‘ |
*Snook population has been on the decline due to overfishing and = 0-22 ks 4
'mbmtp::gndmon. e S i3 Salinity (o) i i
£ 2-21 i !
* Numerous stock enhancement endeavors are currently underway | Yo pysl ; I;:“: co ’L —— 2
‘without sufficient preliminary research ‘ . i
North Creek Middle (Medium Variability
* Abintic variability is a prominent feature of these estuaries ; " ) P A § ey :
i : Paositive Growth: 1' I
Temperature, dissolved oxygen and salinity might play influential roles Dissolved Oxy |
gen (mg/l) ) il
in the survivorship of the juvenile snook 3 -8 : i
| & Salinity (pp } o
STUDY SITES 11 e, ] |
North Creek Sites | . . Temp (°C) - E
Time (Sayw) 3._3’ 4
——— e North Creek Upper (Low Variability)
‘ l s Slow Growth: i’
l . ::nlved Oxygen (mg/L) ~ '
& . Salinity (ont) i |
B | 1630 :
. ‘_\1 Tarw (days) :‘;:;’ m N
ooMmyL) EEali ) [ el O @
' { - CONCLUSION
=N * Snook exhibit increased growth in habitats with a medium degree of abiotic
h, variability
l_ * Stock enhancement projects will be more efficient by releasing juvenile snook
1. Juvenile saoek are rused to 2. Al 57308 are tagged witbh X Fiah arc placed in cages withan vasiablc primarily in nursery habitats with a medium degree of abiotic variability
fingerlings {100.200 mm) in the identifying markers foc individual - habitats at the reseasch sites for 40 days
aquscultore oty growth measurcenents 4. Fish are weighed und measured for growsh
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Poster format -2

 Decentresolution for pictures

* Print an A4 draft (size & color ok? Too busy?)

* Notbusybackgrounds

 Use white space tolead from one element to the other

and make it easier to read

% Maastricht University



Poster title goes here, containing strictly
only the essential number of words...

Author's Name/s Goes Here, Author's Name/s Goes Here

Crrizases Addrass/ies Goes Here, Addressiss Goes Here
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Short Title

Introduction Results Conclusions
Body of the introduction section Bar chart title e Bullet 1
® Bullet 2
® Bullet 3
® Bullet4
Pie chart title ® Bullet 5
N ® Bullet 6
b \‘, Scatterplot title
L ]
| 4 T
L ]
B ks
L ]
Objectives Py
e Bullet ]
e Bullet 2
e Bullet 3

Discussion

1.First point
2. Second point

% Maastricht University USE Of White Space



Tips for a good poster

Short story =2 less is best! (max 800/1000 words — 20% text)

Describe a few major points (not at the bottom of the page)

Know your audience

Find out the format required

Get feedback

% Maastricht University



For the poster presentation

Prepare:
* 3-5 minutes verbal presentation

* Mini-sized poster handouts
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Examples

Good or bad....or in between?
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Southern Flounder Exhibit Temperature-Dependent Sex Determination 2

Department of Zoology, Box 7617, Novth Carolina State University, Raleigh, NC 27695

Introduction

Southern flounder ( Bgpplocithns lothostizme)
support valuable isheries and show great promise
for aquaculture. Female flounder are known to
grow faster and reach larger adult sizes than males
Therefore, information on sex determination that
might increase the ratio of female Rounder s
important for aquaculture

Objective

This study was conducted to determune whether
southern founder exhibit temperature dependent
sex determinatson (TSD), and if growth is affected
by reanng temperature

Methods

® Southern flounder hraadstock were strip
spawned to collect eggs and sperm for in
vatro fertilization

® Hatched larvae were weaned from a natural
diet (zoulasoidetonie) 1o high protein
polleted teed and fod until satiation at least

twice daily

® Upon reaching a mean total length of 40 mm,
the juvenile lounder were stocked at equal
densities into one of three temperatures 1§,
23, or 28°C for 245 days

® Gonads were preserved and later sectioned af

2.6 microns

® Sex-distinguishing markers were used to
distinguish males (spermatogenesis) from
females (Qugopassy)

Histological
Analysis
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Results

Sex was discernible in most fish greater than 120 mm
long
High (28°C) temperature produced 4% females

Low (18°C) temperature produced 22% females.

Mid-runge (23°C) temperature produced 44% femalex

Fish ruised at high or low temperatures showed reduced
growth compared to those at the mid range temperature

Up to 245 days, no differences in growth existed
between sexes

Conclusions
These andings ndicate that sex determination in southern
flounder s temperature - sensitive and temperature has a
profound effect on growth

A mid-range reanng temperature (23°C) appears to
maximize the number of females and promote better
growth i young southern flounder

Although adult females are known to grow larger than
males, no difference in growth between sexes occurred in
age-0 (< | year) southern flounder
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Multidimensional NMR Spectroscopy of Proteins in Living Cells ¥ &

Leonard D. Spicer, Patrick Reardon? Anne Marie Augustus’

lDepartment of Biochemistry and Department of Radiology

2Department of Biochemistry
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ing aspects of HDAC inhibitors: transcription and metabolism

Suzanne E. Wardell, Olga R. likayeva, Christopher B. Newgard, Huey-Jing Huang and Donald P. McDonnell

Pharmacology and Cancer Biology, Duke University Medical Center, Durham, NC 27710
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A Compartment Model for the

| Obisstives
* To estimate the average pool sizes of folate
et e T rt and St f Folat
and the mitochondria ransport an orage or roiate
represen sk .
Sy s pone o ik o ar Ak et Mentor: Dr. H. Frederik Nuhogt Biology Department, Duke University
dict and metabolism. Tiffany J. Chen
*To test these models against experimental
data, as well as make predictions,
‘ A B =
"; ! St S ;s;:.x;.':q ’ :
I I o ietewe | foy | =S
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Background: el el f = i, '
Folate, or vitamin B9, is important for the synthesis of thymidine. a }... =gz | } o T RAT] L BT
pyrimidine, and purines. wmnﬂuwm " !:j;‘.'.é;?zi:....l: *(:_‘giﬁ.g_}:.g_;_ﬂ g '
megaloblastic anemia, cancer, cardiovascular discase, neurological N e "‘_. J ,! PPIMARAORI B | P |
G\n. - - t"ﬂ - - - ll'”.
ceflular activities and also increases the level of homocysteine, a o 1 n}?r:“i:] o -
highly reactive amino ackd that is associated with coll damage. It has. i "\ toa| A e
been shown that Increased folate intake by pregnant women can help "L\ ';.m U g S— .;.. =
| | F e} 1 \
— { o ::::::;'rr...—l X
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Methods:
Vanous pool values for plasma and intracelielar folate were collectal from
experimental data (Tigure 2). We made predictions for pool values Bhat are not
readily availalde. These predictions were based on kaown distribution of the
various folate pools within the body, For example, 0% of body folate s stoond in

the Bver — the liver contains 2 compartments. These are the cytosol and the

mirochondela, each ining three gy 1 pools, wl free gmm;
polyglutamate, and bound polyglutamate. These individual pools huve different
peoy in the cytosol and the mitochoadria We have constructed & mathematical compartment model

After pool valises were estabiished, we assimed that transport of mokcules for folate that takes into account the different methods of

Detniwn poos wend hased on fird-order mass-action kinetics. We used
Michackn Monten evuations for the bound polvghatamate pools, because thore is
& leited amount of peotet that will bind b folase — mainty glycine N-
methyMransforase (CNMT), oo of the enzymis in the methionine cycke (Fig, 1)
T additson, we wsaedd Michaelis-Menten Mimetics for the transport of folales in and
out of the cell via Redeced Folate Carrier 1 (RFCTL Polate Receptor 1 (FR1), and
an AT depemdent exporter (Fig 20

Rate comatants, o k-valses, were calculatod by mssming certain fluves between
pools. These fluves were determined by knowm rates of gaim and Joss of folate in
different compartments where these rates were bnown, and by adjesting the
relative rates of input and cutput to oldain the right poal sizes betwoon
compartments in cases where the atmoluse rites were not known,

Experiments wese performed by varying tolate gt These were performad o

determine half-lives of the pools, o well as 1 determine how the pools reacsed 1o
example experimental conditions from the Merature.

transport, as well as retention in the plasma, cell and
mitochondria. We have compared the output of this model
with results from current experiments, and have found that
the moddel accurately simulates data from the Hterature.
This model will for the foundation for future stucdies on the
metabolism, transport and sequestration of folates under
various genetic and environmental conditions.
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27-hydroxycholesterol is a Novel Endogenous Regulator
of Estrogen Receptor Activity

Carolyn D. DuSell and Donald P. McDonnell.

Department of Pharmacology and Cancer Biology, Duke University Medical Center, Durham, NC 27710
o )

Introduction

There are two sotorms of the estrogen receptor (ER). ERa ang ERB, which upon
nnmmumdmmm In geoersl, i is Hhought that
offocts of are prmarily through ERa, whereas
umo—mmmmwweu Thero are thiee enNdOGENTUS SEYODMN
Tecepior agonksis thal actvate toth ERa and ERP, the most potent beng 171

osragiol (E2)
Tmmqonlydumwmmmmommvontzuamwm
of amed at g E2 leveis. wch as

oromatsse m Unfortunately, m breast cancrs become resstart to
aromatase InhDACTS, Dut continue 90 rely on ERo for grow®h  Tumordnfitrating
maciophages (TAMS) Whch 0 S4sOCa0d wih Creased Wmor and
decreased patent swwwival, possess high cytochrome Pa50 27A1 (CYP2TAY)
nzymatc actwity and o therefore capable of producing 27 -frydroxycholesterct
(2THC). which we have shown 10 D8 8 novel endogencus panisl sgonist for ER It s
mmmmmmunmwmmm

fgand of
2mwm1m;uwm¢mwnmmd
2 anmr«ummdnmn

infibtors. Th W the of the regut of ER
u,zmc-mm-mwon kng will have a p mpact on
CRIOGRN-(OPLANOT DOy Mnmw
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H;gothesis & OH‘ectives
Hypothesis.
Wo hypothesae that 27HC 5 a partial agonist for ERa and ERE that may
centribute to therapeutic resistance in breast cancer.

Otyectives:

< Determine whether 27HC is an ER agonist, antagonist, or Selective
Estrogen Receptor Modulator (SERM).

< Define the role of 27HC n regulating ERa activity in ERc-positive breast
cancer cell ines

Results

Figure 1, 2THC activates exogenous ERa and ERp
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Results

Figure 2, 27HC regulates endogenous ERa target genes
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Figure 3. 27THC leads to
response element in the pS2 promoter

of ERa at the estrogen
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Figure 4, 2THC stimulates proliferation In ERa-positive breast cancer
cells
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Results

Figure 5. 27THC induces a unique conformation of ERa and ER
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Figure 6. 2THC allows for differential peptide recrultment to ERa and
ERp
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Conclusions

< 2THC is a novel partial agonist that regulates both ERa and ERS.

< 2THC stimuates proliferation n an ERa-posdve beeast cancer cell Iine

< 2THC nduces a unique conformation of both ERa and ERJ that allows
for differential recruiment of ER-inferacting

|%

Future Directions

< Determine how 27HC influences breast tumor growth
< Establsh which celis produce 27THC within the tumor microenvironment
mmm:wwmwlnmmwm
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and Resensitizes Breast Cancer Cells to Anti-Estrogen Therapy

Joshua Smith', George C Bobustuc', Rafael Madero-Visbal', Jimmie Colon', Beth Isley', Jonathan Ticku', Kalkunte S.

Srivenugopal and Santhi Konduri*

using anti are least toxic and very effective for breast cancers, however, tumor resistance to
Temaing a ling block for | therapy, Based on our recent study on the involvenent of the DNA repair
protein MGMT in pancreatic cancer (Clm Calwcr Res 15. 6087 2009), here, we mwﬂ‘galcd whether MGMT overexpression
mediates 3 whether of MGMT inhibitor [0*-benzylguanine
(BG)] ata i¢ dose alone or in bi with the anti ) curtails human tamoxifen
resistant breast cancer cell growth. Further. we also determined whether BG sensilizes breast cancers to tamoxifen using
tamoxifen resistant cells,

MGMT expression was found to be increased in breast cancer cells relative to normal breast epithelial cells. Also, MGMT
levels were significantly higher in tamoxifen resistant MCF-7 compared to the parent cells, Silencing of the ER-a expression
wsing a specific siRNA resulted in augmentation of MGMT mRNA and protein levels by 2 fold. We also observed an lnwnzr

correlation between MGMT and p53 levels in breast cancer cell lines; P53 wits. d by
i d MGMT Other i showed that BG alone or BG in ination with ifen or ful
d d ER-0 whereas ifen alone and ful alone § d and d d the same )

However, all these treatments increased the pai* mRNA and protein expression significantly. BG inhibited tamoxifen
resistant breast cancer growth in a dose-dependent manner and it also resensitized resistant breast cancer cells to anti-
estrogen therapy (TAM/ICI). These inations also enh d the h C release and ll\e PARP cleavage, indimli\".
of apoptusis, In breast cancer xenografts, BG alone or a bination of BG with ifen or fi caused si

tumor growth delay and immunohistochemistry revealed that BG inhibited the expression of MGMT, ER- ¢, ki-67 and
increasad p21 staining, These findings suggest that MGMT inhibition may provide a novel and effective approach for
overcoming tamoxifen resistance.

Introduction

Recent advances in breast cancer research have identified key pathways involved in the repair of DNA damage induced by
rhernn(hcrapeulw agents. 'nw 1bihl\ of cancer cells 1o recognize DNA damage and initiate DNA repair is an important
for and has a negative impact on therapeutic efficacy. A number of DNA-damaging
alkylating agents attack the nucleophilic 0" position on guanine, forming mutagenic and highly eytotoxic interstrand DNA
crosslinks, The DNA repair enzyme O*alkviguanine DNA alkyltransferase (AGT), encoded by the gene MGMT, repairs
alkylation at this site and s responsible for protecting both tumor and normal cells from alkylating agents. MGMT is
expressed constitutively in normal cells and tissues, In breast tumors, MGMT gene expression is elevated and levels are up
to 4-fold higher than in the normal breast. Interestingly, it has been shown that tamoxifen accelerates proteasomal
degradation of MGMT in humm cancer \clh In 1901, Prp.g. Huschfl and Dolan observed that 0 benzylguanine (BG)
inhibited AGT and d the oy ¥ of both agents and methylating agents. In a series of
they fully ch ized the i fon between BG and AGT and its therapeatic impact. They
showed that BG binds AGT, transferving the benzyl moiety to the active-site cysteine [29]. The reaction is very rapid and
more potent than any other previously known AGT inhibitor. BG is not incorporated into DNA in living cells and reacts
directly with both cytoplasmic and nuclear AGT, Because BG s 4 psuedosubstrate for MGMT which results in the covalent
transfer of benzyl group to the active site cysteine, the MGMT protein is degraded after each reaction. This stoichiometric
reaction mechanism cffectively depletes the AGT content in tumors and the associated repair of alkylation damage. BG is
currently ing clinical trials in vari to increase the efficacy of alkylating agents,

Interestingly, several observations suggest an mwn—c correlation between the levels of MGMT and ps53 tumor suppressor
proteins where wild-type p53 of human MGMT expression. Unfortunately, p53 function is often
inactivated or suppmssed in human cancers; therefore, restoration of wi-p53 activity is essential for the success of :ome
treatments.  However, whether or not this is medi by of MGMT ton has yel to be di i To
date, the cross-talk between MGMT and ER- alphn {and the link to p33 expression) hns not been explored in drug (|. .
tamoxifen) resistant hw.\sl tumors, The anti ifen is the most used for patients with
estrogen receptor positive breast mn«r M(h(m;h many pulnnls benefit from tamoxifen in the adiuvant and metastatic
settings, resi to this end ic agent isan i clinieal pmhkan The primary goal of present study

h to design new therapeutic strategies for

was 1o i i the i of anti drug resi and

circumventing this resistance,  The results show lhul hlG!-lT Hon is i < in TAM breast cancers and
inhibition of MGMT by BG i ly imp TAM itivil
Result
Tr of T I MGMT Exp We developed resistant MCF-7

oeil llne by using prokmged treatment of tamoxifen on the parental ER-positive hmn cancer cell lmz. MCF-7,
CF-7 cells at rates similar to the parental MCF-7. Prolonged

O*Benzylguanine Plays a Dual Role in Tamoxifen Resistant MCF-7 Cells: Contrasting with the experiments above, next, we

studied whether or not knocking down MGMT has any effect on ER« transcription. As expected, knocking down MGMT decreased

MGMT gene transcripts. However, it was interesting to find that ERa gene transcription was nlso reduced after MGMT silencing.

(Fig.2E). These data demonstrate that BG has the ability to attenuate the not oaly the MGMT, but also the ERa transcription, indicating

a possible dual role for MGMT blockers in these breast cancer cells.
. .
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Figure 2. 1\) Tammifon rosvtant MCFr cclis weee tramsficted with ERa siRNA
(500039) (KRS KD) ased NS 4NN (s00mM) (NS), st cells were Barveatand 721 past
soscton, Toul peneins were fobsed 103 Ea and MGMT cpcesion was
Getermised by westoon Wi anadysis. NGIT povtein was sgmificnntlly ssencasod in
s bsoek dowt el (W) Tauhaien revitant MCP- clls were earudoeted with £ ERo. sy sod MOMT expesdicas (B) Cytochrooss C. FUMA and 21 was
HRNA (100} (E0-KD) errd ¥5 rRNA (10an3) (N5), il ovlly were harvestod 7280 determioed by wosseen blot ssalvsis (C) tamoridem csistint BCT-2 cells woee
oot transdoction.  Total RNA was olated and MOMT asd ERO tanscoiption wis tovated with or withost BG $or 3585 and Liter treated with stasmsponts (5 pM/LY
determined by qRT-PUR. MGMT transceiptioo wis significantly increased in ERo for 6 ars PARP chrsnvae wais determined by western biot znhysis.
R dows el (C) Total RNA was (wodased frum ece-specific (NA (NS (10003)
24 pay SKNA (20 231) bacel m esinihen v M7 berat custoer ceds
MGMT and 933 \ranseription wax determined by qRT-PCR. (D) Tots] RNA was
isolatedd from wom-specific SIRNA (hs)hmlll ad MGMY SRNA (s000M) kaoek
ot tamenifen resstant MCT-> or oclle. MGMT amd i3 eanscription

detsrrmiomnd by GRT-PCR. Thete D o MGMY i sy
B naeon bt Dor e oS (TR DY

Figure 3, (A} Tamenifen rosistast MCF-7 breast caneer oelfs wore trvoted in

presoncs o abienos of 16 (50 54) s0d 488 st treatawint 3 ON-TAM (4), 163

(M) néu l.eoe o¢ in combination with UG, 24h poet teatment cells were
100 wialyvis was prrfcemed. (A)

06 dul 53 Down-St

P
d the effect of combination therapy
MGMT \'xpwm. while mmhm:lmn therapy (4-OH-TAM or ICI
with }

Targeted Protein Expressions: Encournged by the results reported, we
on end, MGMT, p53, :nd ERa protein e«pn-\wxm As expected, BG decreased
bined with BG) d both MGMT and ERa
BG alone or in or IC1 d i ER-at whereas ifen alone and IC1 alone
d and the same respectively (Fiz.3A). p53 was slu;hll) altered after ICI treatment. The reduction in p53
expression by ICT alone was reversed when BG was bined (Fig.34), Wei d the effect of BG on proteins which are involved
in cell cycle regulation, apoptosis in tamoxifen resistant breast cancer cells. All these treatments significantly increased the p21™
protein expression (Fig.3B). PUMA was also d with these Hence, PUMA may have translocated to the
mitochondria, cytochrome C is released (Fig.3B), and apoptosis was triggered in these cells in presence of combination therapy. PARP
cleavage is seen in BG treated cells in presence of in as an indicati is (Fig.3C). Therefore, this data suggest that
BG promotes cell eycle arrest and can induce apoptosis by modulating ps3 function,

06-Benzylguanine Modulated Transcriptional Targets
in Tamoxifen Resistant Breast Cancer Cells; The effect
of ion therapy on end MGMT mRNA levels

—_—
P —

onto MCF-7 cells i

% Down ERa Enh MGMT Exp ion in T: if i

Breast Cancer Cells: It is not known whether ERa and MGMT teanscriptionally
regulate each other in tamoxifen resistant breast cancer cells. We therefore investigated
whether down regulation of ERa has any effect on endogenous MGMT expression in
these cells, Ax expected, downregulation of ERa using specific siRNA significantly
reduced ERG protein levels in these cells, Western blot analysis was performed and the
results in the leRt panel (Fig. 2A) shows that silencing of ERa increases MGMT
expression in these cells, and interestingly, the results in the right panel (Fig.2B) show
increased MGMT mRNA levels were increased as assessed by qRT-PCR.  These data

suggest that ERa-mediated signaling functions to repress MGMT gene expression in
breast cancer cells.

| MGMT I to parental MCF-7 cells by 2 fold (Fig.1),

TAMresist. MCF-7

3
T
s

Transcriptional Regulation Between MGMT and p53: Previously, it was reported
that p53 negatively regulates MGMT in breast cancer cells. Therefore, we addressed
whether or not silencing the p53 enh ds MGMT Tamoxifen
resistant MCF-7 cells were transfected with either ps3 siRNA  (p53-KD) (Fig.2C) or
M(:MT siRNA (\l(:MT kl)) (hx 2D) along with Non-specific siRNA (NS), MGMT

was d in p53 knock down cells. with different
experiments showing a - fold augmentation (Fig. 2A) and as expected, knocking down
MGMT decreased MGMT transeription where as p53 mRNA levels were unaffected in
MGMT knockdown cells (Fig.2D). These results confirm that p53 can regulate MGMT at
the transeriptional level.

Figure 4. MCF-7 garvotal and tamosifen

povssion i dolocted by wostern blot
amalysis, Tamsoxifen reristant MCT-7 brnast
canter cells sigaificantly incrvased MGMT
expeessics woarpared B MCF7 gurvstal
ecte

ws aso stuid, Quantitative real-time PCR (qRT-PCR) resulted
that anti-estrogens (TAM/ICI) increased the MGMT

i while the inati therapy ds d it
compared to control levels.  ERa transeription was decreased
compared to controls with all these treatments (Fig.4A).
Surprisingly, p2t and PUMA mRNA was significantly
increased in the presence of combination treatments (Fig4B
&C). These results suggests that p53 mediated target gene
transcription was affected by the drug combinations in breast
cancer cells (Fig. 3 & 4).

06-Benzylguanine  Enhances p21  Transcriptional
Activity in Tamoxifen Resistant Breast Cancer Cells:
In order to investigate the effect of BG on p53 function, we
performed luciferase reporter assays,  Tamoxifen resistant
MCF-7 breast cancer cells were transfected with p2: luc
promoter construct in presence or absence of BG (target gene
of ps3). Thw- results clrart) drmns\nlv that BG
FRnil d p21 | activity by 4-5 fold .
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Figure 4. Tamoniloa eesistan MCF-7 breast cances eells wese rvated in Loveseri ihcanond G (0w
o ih saet lator 4 ON tamaifee and 108 (M) wis cither alene ar in combis a2 agh laber
ol were burvested and tead RNA win isolatod. (A) MGMT and ERa (B pn ! rsergie (C) MM
transeription was determined by qRT-ICR. $OH Lumaxifeo and 101 laduces MOST transesiption. 80
induoed PUMA and p2: transcripton, (1) Tamosfes resistant MCF-2 beeast cancer cells were transfoctod
st pat-de cunstrot and 6 bser treasosd with DG anit 24% Later colly werw Darvestend. gt Msnseriptionsl
setivity was significassly increasest by B0 is these ocls,

————

in these cells (Fig.4D).

06 i ine Inhibits T; ife i Breast Cancer Cell Growth and Increase Resistant
Breast Cancer Cell Sensitivity to Anti-Estrogen Therapy (TAM/ICI): Detailed necropsy revealed that all
the mice had tumors in the breast. The dalu bummunu‘d in Table 1 show the daily BG alone or in combination
with twice weekly ifen/1CT sij median tumor volume and weight as compared mth that
seen in tamoxifen/ICI treated and control mice. The ion of BG with or 1C1 produced the
greatest decrease in median tumor volume as compared with control mice (83.99 mm?®, 9.33 mm3 (TAM+BG),
respectively; p< 0.0001): (83.99 mm?, 31.60 mm (ICI+BG). respectively; p<o.0001). Tumor weight was also
significantly reduced in mice treated with combination therapy as compared with control mice (81,23 my, 22.30
mg (TAM+BG), respectively, p<0.0005); (81.23 mg, 51.57 mg (ICI+BG), mpeciiwl) P<0.0005). (Tablea1). Body
weight was not changed among all treatment Broups as mmmrtd with control mice. No visible liver metastases
were present (enumerated with the aid of a di ) fn all Broups.

logy and THC 1 We next d d the in vivo effects of BG (alone or in combination) with
tamoxifen/ICL Tumors harvested from different Broups were | for routine histological and 1HC
analysis. Tumors from mice treated with BG alone or in combination with tamoxifen/ICI exhibited a significant
decrease in MGMT, ERa, ki-67 as compared with tumors treated with tamoxifen/IC1 alone or control group. ps3
expression was not much altered in these treatment groups. [n sharp contrast, the ex| jon of p21 was
significantly increased in tumors from mice treated with BG either alone or in combination with tamoxifen/ICT.
The images were analyzed by Imaged (NTH) and MGMT, ERa, ps33, p21 and ki-67 expressions were quantified by
the ImmunoRatio plugin. (Fig.5).

Control TAM o«

5 Tumars were harvested fooe camtred
mive and mice treated with tamoxifen/ICL BG. or
Both tamnlten/ICT wiud BG. The sections wore
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. o the present study, we observed that

inducing the DNA repair protein O ) f

2. Decreasing the expression of MGMT hy exposing breast cancer cells to BG wn;mnd these cells to anti-
estrogen therapy (mnkm&-n and ILI 182,780),

3. We also observed that therapy of

M(:\IT demvd drug

causes drug resistance by

and MGMT blockers not only overcame the
but also i I the efficacy of anti-estrogen therapy
and ion of the fi | activity of p53 in tamoxifen-

4 Comlnnmmnlhwrap\ nhibited tamoxifen resistant breast tumor growth in vivo.
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Serological evaluation of the exposure to Anopheles gambiae
bites and malaria transmission by a multiple antigen assay

Elena Ambrosino’, Chloé Dumoulin', Pierre Druilhe2, Thierry Fusai!, Franck Remoué?, Aissatou Toure-Baldé?,

Adama Tall4, Jean-Francois Trape® and Christophe Rogier’
URBEP and UMR6236-IRBA,BP60109,13262 Marseille Cedex 07, France;?Insitut Pasteur, Paris, France; *IRD, Montpellier, France;‘Institut Pasteur de Dakar, Dakar, Senegal; IRD, Dakar, Senegal and UMR6236, Marseille, France

Objectives:

Assessment of malaria exposure and immunity is an important step in the fight against the disease. Increased frequency in malaria infection in non immune
travelers under anti-malaria chemoprophylaxis, as well as spreading of malaria elimination programmes in endemic countries raised new issues in such process.
Notably, monitoring malaria immunity has become more difficult in people with weak antibody titres or taking medications against Plasmodium blood stages. Indeed,

in malaria serc

commonly available

gy have limited sensitivity, as anti-circumsporozoite protein (CSP) antibody (Ab) detection by ELISA, or

evaluate the immune response against blood stages of the parasite. Thus, the aim of this study was to develop a sensitive tool to examine the exposure to the
vector Anopheles gambiae's bites or to Plasmodium falciparum malaria transmission, despite anti-malaria treatment intake. Ab responses to multiple P. falciparum

pre-erythrocytic antigens (Ags) and one A. gambiae saliva protein were investigated in people living in African villages and in travelers.

Study population: Method:
NON | TRANSIENTLY EXPOSED A Luminex-based multiplex assay was optimized to simultaneously test Abs to 16 Ags:
EXPOSED| EXPOSED 253 people living in 3 Senegalese villages A
7 . .
Diama N Dieimo £ "\ 13 pre-ery o the proteins:
21 never 85 French Clow e lop hiah Lsat, Lsa3, Glurp, Salsa Trap, Slarp. CSP and Pf11.1 _
exposed soldiers Iaw. moder?le high
EUODean | aveling shorty | ramemeecion | ranemiesion | trommnny 2 /l L
to malar_la ~2infective | ~ 20 infective | ~ 200 infective 3 Ags specific for the A. gambiae’s saliva protein gSG6: f
endemic bites/ bites/ bites/ Saliv1, Saliv2 and Saliv3
countries personlyr personlyr personlyr e
(travelers) 85people | 86people | 82people | Synthetic Ags were covalently coupled to BSA-coated beads. The beads were then incubated with diluted
(38 adults) | (40 adults) (45 adults) sera.
Results:

1 - Multiplex assay technology allows comparison of exposed and non exposed serum
samples and provides results equivalent to monoplex assay

2 - The proportion of

with the increase in malaria exposmon level

Leats1 Leatd
3 muliplox assay - non oxposed adult N
R uiiplox assay- exposed adul
R onapiex ssesy- expossd adut Muttplex .
assay optimal
experimental o w
conditions: N
-0.3 nmol Ag avewrs  Dama  Ndop  Diskmo " reers  Dama  Ndop  Diimo
concentration
for bead
coating;
. Lesonre - G
-1:100 sera
dilution.
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S PP R L )
A serum from an exposed adult frum Dielmo (b\ack bars) is cumpared to one 7mm anon exposed adult (white bars). Diama. Noop  Diaimo. wavelers  Diama  Ndiop  Dieimo.
The assay allows a clear of Ag-sp etween exposed and non
exposed.
P Glurppa - Saisat

The serum from the exposed individual from Dielmo was also tested for the same antibody responses by monoplex
assay with single Ag-coated beads independently (gray bars).
The results with monoplex and multiplex assays are nearly identical with a correlation coefficient R= 0.9896.

e

.
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:

oo GlurpP3 *mi Salsal The distribution of corrected MFI (MF1,,/MFlg,) for
s o seropositives individuals in results2 is shown for 10 Ags.
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significant.
The increase in MFI

4 - The mean number of P.
were seropositives is higher in people more exposed to malaria

12

.ach people seroconverted

number of P. falciparum antigens.

i

(p<0.002) , and CSP

svders Dama Naop Disma

some of the remaining Ags shown in the figure.

Comparisons for the 6 remaining antigens were not

exposure level is significant for Lsa1-41 (p<0.02) , Glurp
.0

Adults from the transiently exposed and the exposed groups were tested
for all 16 Ags. For the Ags shown above, the proportions differed
significantly between groups (p<0.01)
For the remaining Ags the proportion _ saiivi
of seropositives was too low for the
differences to be significant.
Nevertheless for the A. gambiae's
Saliv1 Ag (right) the proportion of
seropositives was higher in exposed ~ § «

along with the increase in malaria

. The trend is similar for

for which i

The mean number
of recognized Ags

with C

increased

(the three villages together)
compared to transiently exposed prw——

E

(travelers) adults (p'O 0035).
i sed signifi with the
increase in the Ievel of malaria endemvcuy to which people were

exposed.

the increase in

exposure to malaria

transmission
(p<0.0001).

The multiplex assay provides a useful tool to test immune responses to multiple Ags in
large populations, even for small amounts of serum, or weak antibody titers, as in case
of travelers.

The higher the
malaria exposure

to malaria
transmission,

The comparison of immune responses among different Senegalese villages and travelers
the enables the identification of exposition markers.

higher the mean

number of Ags for

Lastly, the

of Ab to malaria levels provides a way to
Pt in as well as in non-immune travelers, thus

which people
were itit

travelers  Diama Ndiop  Dielmo

monitor
ing the disease and risk in the new eradication area.

email contacts: elena.

@gmail.com - ct .rogier@wanadoo.fr



Inorganic Biochemistry of Iron Protei
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Duke University — Department of Chemistry — Durham, NC

uj The Iron Paradox lron Abundance In Humans Proteins act as the .
Purpose. HORJS AeRdeS ot ?f"any 0% m‘n:mg:?nm.wm; 1% & 2™ coordination Techniques:
3 0.4% in Transferria hell of ]
To study iron protein : e merr e bl Spectroelectrochemistry
. 4 Iron is toxic and can Turmover of trmsterrin lron in ~30 =g £24 hours with 80% of modulate the kinetics X
blochemlstry from the produce reactive oxygen this Fo being vmpom:onm- marrow for hemoglobin and thermodynamics UV-Visible Spectrosoopy
perspecm' 'e of the iron SD‘?C(!Z?}I?OTT:’S( be Bagteria can M’m:'hl & souree of ron of reaction Fluoremnce smmpy

TRANSFERRIN FERRIC BINDING PROTEIN HEMOGLOBIN
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Introduction

Mycodacterium kmsasll & dassified as a sow growing mycobacterium that
mdmmmﬂmnwmhlwwmhmm
It s generally although 1t is
IMMIMNMMMUMBMM hanssstt disease
cocurns most comnmanly b the Midwaestern and Galf Coast states yielding
mre cwe mparts of oxtrapalmonary disease. The most comenon
nxrnpulnnnm discase is septic lﬂhﬂlh, geoerally affecting the upper

disease appoars to be assoclated
mmmmmm&isamuumﬁlmmmh&lhlmy
lead to an immunocompromised state.

Clinical Course
This case involvwes a 4%yeorold man with rheumatoid arthritis,
systemically treated for 4 years with infliximab (injections every 5 weeks),
methotrexate (7.5 mg weekiy} and prednisone (5 mg daily} wh P
a relatively indolent left upper extremity soft tissue infection. This was
preceded ane year earlier by a traumatic staphylococcal right dlbow uloer

mmmmwmmmmwmmm
nulmpnpnlskghehwhmym&mm
Left arm ensued.

Y

On presentation there was fever to 1025°F, substantial left extensor forearm
fluchaance, and a swollen, tender right index finger PIP joint. No cardiac
murmurs were present. No history of travel, swimming or aquarium

mmmw-mlm‘wl&mhmmlwmyﬂdd
57,500 WBC with 80 PMNs and 4+ AFB on smear. Due to the severity of the
amndkmmwdhmhm&»wh

P ising fasciites were found at
mmmdmm:mmmm
m\d mascle. All i grew M. kamsasii with

vlmlpianCNZpglanomdllndenyludmummﬂw_
Mwmmlndmmmahmmfwomhh
debridement of the right index finger yielded tiwsue that also grew A
fnsasi.
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Necrotising fasciitis due to Mycobacterium kansas.
Roger P. Clark, DO": Eric T. Tolo, MD?; Gerald S. Harris, MD?;Sarah K. Zimmerman, MEd?; Daniel P. McQuillen, MD?

"Tufts University School of Medicine, Boston, MA; ?Lahey Clinic, Burlington, MA

Microbiology Methods and Results

n a patient with rheumatoid arthritis on infliximab

Summary

Mycobacteriom binsesii = an acid fast organism thot geoerally causes
pulmanary disease and is sntigenically similar to M. tuberculoeis, While an
uncommen cause of extrpalmonary infections in bumans, the most
common manifestations of M. kewssii are arthritis and temosynovitis. There
mnrmdrnklmmmnkdwnﬁnﬁudnuhmnukﬁuu
P such
o systemic lupus eryth (SLE} ar rh i arthritis (RA),
proriasis, AIDS, disbetis melitus and intranrticular corticosteraids. (1,2)
M. ksmnsii is environmentally comtracted, with the most likely source being
tap wader, where it has been found to survive for up 1o o year (3) This
wml-muhmmmwumman
~ that is i acquires a yellow
pigmentation upan hlﬁlhktdn:bmmmmhtﬂy
known an the “yellow bacllux™ due to this phenomenan.

M. fansawii musculoskeletnl infection generally follows a very indolent
course, with 2 mean time to is of 14 - 17 months. L y studies
sudludevmtdleuhmyumummdBSRmthpfulmdﬂ'Dbdm

umwm)-wmmvwmu‘m
growth of cases in Africn, Awstralia, India, South America and other
tropical regions, Buruli uker is characterized by large, well drcumsoribed
necrotic areas of the deep dermis and panmiculus.

Mpﬂu!lludmhp&p!ﬁpmhlgmk;mmiw-mml

RA, gout,
mdmpdsmudmﬁmnlhuuwgdcmwmhm
inhibitar. After wurgical ancd casune
accompansed by 12 manths of treatment with isoniazid, ethambutol, and
rifsmpin hix wounds are well healed with no signs of recurrent infection.
Reasonable controf of his arthritis was achieved with Jow dose
and methotrexate resumed 6 months after surgesy. Infliximab hus oot been
restarted. This is the fist reported mese of necrotizing fasditis due o M.
Jwvesasii ond is notsble for its subscute presentation and ssocstion with
inliximab therapy.

Medial forearm after freatment
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Determining the Wear Resistance
of Occlusal Splints in a

Prospective Clinical Study
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§ Your Ingenious Teaser Right Here to Woo Them
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Conclusions first: 44 pt bold

Always put the mast important part - your
conclusions - first! Place your conclusions in the
upper left hand comer of your poster.

Prepare your matenal from the reader's
parspective. What was done. by who and your
conclusion has to be understood within a couple
of second's readng! Use active voice when
wnbng the text. texdeizs: 34 pt regular
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Down to the Body

Thenameoheaias e

Introduction :

Posters are primanly visual presantations.
Your poster should be domnated by self-
explanatory Mustrabons such as graphs and
pictures while the amoupt of text should be
kept to the mnimum. . :

Your aim :

Your poster Is an advergsement for your
resaarch and as such It heeds 10 be eye-
catching and straight to the paint. You only
have seconds, or at best a few minutes to
attract the attention of the visitor 1o a poster
session. Keap your message short and clear

Your message

Keepywmessagedeérafﬂyoulencorme.

Deade what is relevant for this poster and try to
get your message across 1o your target group.

Layout, photos and print

Contact Madalyrag at University Library for
help with layout and Imgge enhancement. For
printouts and professional photographers
contact Zikynakama, Fore more information:

v ©

|J.J.J.L.5"

W W ORI SCn 23T

Tips:

The best font for text blocks that are as shont

as they should be on a poster is a Sans Senf
ypiliabi faskily. Thisnalors. il aisis becil forils*""**""
such as Anal or Myndo sans rather than senf

fonts like Times or Courler.

AVOID CAPITAL LETTERS IN TEXTS THAT

ARE LONGER THAN ONE LINE, SINCE

THEY ARE MORE DIFFICULT TO READ.

Handouts

If you succeed in getting the reader's
attention, provide herim with more detaled
mformation in the form of handouts or pnntad
artickes. Include references on your handout

nstead of your poster.

It s always nica to put in a picture and
write some few short notes of what's
going on in the future. Put handouts,
business cards, nearby - on a table or In
an enveiope hung with the poster.
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Poster title goes here, containing strictly
only the essential number of words...

Author's Name/s Goes Here, Author's Name/s Goes Here, Author's Name/s Goes Here
Address/es Goes Here, Address/es Goes Here, Address/es Goes Here
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No matter the communication form...

e Written — Articles uosuscs.,)

e Oral — Presentations (meriews, .

¢ Visual - POSterS (infographics, ...)
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Take-home messages

 Know your audience

* Less is best (be synthetic and clear)
 Make a story and stick to it

* Follow the guidelines (written or time, size)

* Practice in advance (for oral)
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Resources:

Science and news
Free courses: https://www.scidev.net/global/content/script.html

Manuals: https://www.scidev.net/global/content/practical-guides.html

Smile for the camera Use interviews to promote your science, raise your profile and
practise your media skills. Nature 562, 153-155(2018)

Writing
Free course: Journal Manuscript Development for Global Health - Global Health eLearning

Center

Angel Borja. 11 steps to structuring a science paper editors will take seriously. Elsevier

Bert Blocken. 10 tips for writing a truly terrible journal article. Elsevier

F. Ecarnot , M.-F. Seronde, R. Chopard, F. Schiele, N. Meneveau. Writing a scientific article:
A step-by-step guide for beginners.. European Geriatric Medicine 6 (2015)573-579

English for Writing Research Papers - Useful Phrases. Springer
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Resources:

Examples of bad graphs
https://www.biostat.wisc.edu/~kbroman/topten worstgraphs/

Scientific presentation
http://blogs.nature.com/naturejobs/2017/01/11/scientific-presentations-a-cheat-sheet/

http://blogs.nature.com/naturejobs/2016/02/10/a-david-letterman-like-countdown-to-the-
10-biggest-pitfalls-in-scientific-presentations/

Marilynn Larkin. How to give a dynamic scientific presentation. Elsevier

Peer-reviewing
https://www.scisnack.com/wp-content/uploads/2018/10/A-Peer-Review-Process-Guide.pdf

Additional
Ignobel prize https://www.improbable.com
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