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MAKALE YAZIMI ve 
GÖNDERME





YAZIM SIRASI
✦ Tüm Veri Kaydı ve Analizi bittikten sonra ve 

makalelerin tümü gözden geçirildikten sonra başlanmalı 

✦  Önce: ‘Gereçler ve Yöntem’  

✦ Sonra: Giriş 

✦ Ardından : Bulgular 

✦ Tartışma 

✦ En son: Özet ve Başlık



YAZININ DERGİYE GÖNDERİLMESİ



Bilimsel Yazının Yolculuğu

 Derginin yazım kurallarına uygunluk

Yazı tipine uygunluk

Çok fazla imla hatası olmaması

Yazar, kelime, şekil, tablo, literatür sayılarının uygunluğu

Önce yayın firmasından bir kişi şekilsel açıdan değerlendirir.  



Bilimsel Yazının Yolculuğu
Önce yayın firmasından bir kişi şekilsel açıdan değerlendirir.  

Yönetici Editöre

Derginin amacına uygunluk,

genel temalara uygunluk

İlgili yardımcı editörün belirlenmesi



Bilimsel Yazının Yolculuğu
Önce yayın firmasından bir kişi şekilsel açıdan değerlendirir.  

Yönetici Editöre

YYardımcı Editör 

Makalenin yayınlanma potansiyeli
Şekil açısından uygunluk

Bir ‘çatışma’ olup olmadığı
İlgili hakemin belirlenerek gönderilmesi



Bilimsel Yazının Yolculuğu
Önce yayın firmasından bir kişi şekilsel açıdan değerlendirir.  

Yönetici Editöre

YYardımcı Editör 

Danışman1 Danışman2 Danışman3



Şansı yüksek yazılar
- Randomize prospektif yazılar 

- Geniş olgu serileri ya da meta-analizler 

- Güncel konuları irdeleyen çalışmalar 

- İlk kez ortaya koyulan sonuçları bildiren seriler 

- İstatistiksel irdeleme yapan yayınlar 

- Çok nadir (tamamen yeni bir tedavi öneren ya da çok çok 

nadir görülen) olgu sunumları 



Şansı düşük yazılar
- Düşük olgu sayılı ve sonucu olmayan yazılar 

- İstatistiksel irdeleme yapılmayan yazılar 

-…’a benzeyen … olgusu 

- …’nun irdelenmesi 

- Daha önce aynı dergide yayınlanmış konusu olan yazılar 

- Hipotezi olmayan yazılar 

- ‘İnanılmaz’ yüksek sayılı, ‘mükemmel’ sonuçlu yazılar 

- Derginin konusu dışında gönderilen yazılar. 

- İmlası, İngilizcesi, şekilleri kötü, hiç tablosu olmayan, 

Metodları çok az yazılmış yazılar. 



Bilimsel Yazının Dergiye 
Gönderilmesi

- Yazıyı mümkünse tüm yazarlar ve bölüm başkanı /şef 

okumalı 

 Bölüm içinde bir seminer şeklinde sunulmalı 

 Tercihan bir yabancı kongrede sunulmalı . 

En açıklayıcı hangi bilim dalına anlatılırsa o bilim dalının en 

yüksek ‘etki faktörlü’ dergisine göndermeli. 

 YÜKSEK ETKİ FAKTÖRLÜ DERGİDEN KORKMAYIN! 



Danışmanların İstedikleri
      1) Makalenin, tüm çalışmanın önemli ve bilimsel olarak yeni sonucunu ya da 

sonuçlarını özetleyecek, makaleden elde edilen çıkarımı belirtecek net bir ismi olması 

 2) Tüm çalışmayı net özetleyen bir özet  bölümü 

 3)‘Çalışmaya temel oluşturan bilgileri ayrıntısına girmeden özetleyen, makalenin 

hipotezinin merakını uyandırabilecek bir giriş 

 4) Kullanılan yöntemlerin kısa, ancak, açıklıkla, başka bir araştırmacı tarafından tam 

olarak ‘tekrar edilebilecek’ şekilde ifade edildiği ‘Yöntemler’ bölümü  

 5) Çalışmada elde edilen sonuçların, özellikle, okuyucu için önemli (tercihan pozitif) 

bulgularının verildiği ‘Bulgular’ bölümü.Açık ifadeler, net tablolar ve varsa veriler 

arasındaki farklar net olarak belirtilmeli



Danışmanların Beklediği  
Tartışma Bölümü

     –  Çalışmanın bulgularının kısaca özetlendiği bir bölüm. 
 –  Yazarları,  çalışmanın  bulgularını  araştırmaya  yönelten  ve 
çalışmadan önce  bilinenler  ve  çalışmanın  verilerinin  bu  sürece  olan 
katkısı. 
 – Çalışmanın verilerinin daha önce literatürde yapılan çalışmaların 
bulguları  ile  karşılaştırılması  ve  uyumlu  olduğu  ve  (varsa)  uyumsuz 
olduğu noktalar. 
 – Çalışmanın güçlü yönleri, literatürden farkı. 
 – Çalışmanın zayıf olduğu yönler ve bu yönlerin neden bu şekilde 
kalıp düzeltilemediğinin kısa bir açıklaması 



Danışmanların İstemedikleri-1
 — Çok uzun bir giriş 

 – Çok dağınık ve uzun ya da çok kısa ‘Yöntemler’ bölümü. Çalışmaya konu 

olan  denek  ya  da  hastaların  özelliklerinin  gizlenmesi  ya  da  çok  kısa 

bahsedilmesi 

 –  İstatistiksel  değerlendirmeleri  olmayan  sadece  sayı  ortalamaları  ve 

genellemelerinden  oluşan  bulgular.  Aradaki  farkın  istatistiksel  olarak  önemi 

konusunda bilgi verilmemiş karmaşık, tablo içermeyen bulgu dökümantasyonu 

 –  Karmaşık  ve  uzun,  ya  da  giriş  bölümündeki  bilgileri  tekrar  eden  bir 

tartışma  bölümü.  Tartışma  bölümünde  sık  sık  kullanılan  ‘inanıyoruz’,  ‘böyle 

düşünüyoruz’ ifadeleri. 



Danışmanların İstemedikleri-2

 –  Literatüre  yer  verilmeyen  ya  da  az  verilen,  çalışmanın  verilerinin 

literatürde  daha  önceki  veriler  ile  karşılaştırılmadığı  ve/veya,  çalışmadan 

çıkan en son sonucun belirtilmediği  tartışma bölümü 

 –  Yazıda,  çok  fazla  kaynağın  atıflanması  ve/veya  en  yeni  kaynağın 

yazının gönderildiği tarihten en az 5 yıldan daha eski olması. Kaynakların, 

derginin yazım kuralları gözetilmeden ya da çok farklı biçimler kullanılarak 

yazılması. 



ETİK KURUL

✦ Tüm Prospektif İnsan ve Hayvan Çalışmaları için 

gerekli. 

✦ Retrospektif Çalışmalarda Gerekli DEĞİL. 

✦ TÜM YAYINLARDA ETİK KURUL ONAYI İSTENMEZ.



ETİK KURUL
✦ Etik Kurul’ların İnternet sayfasını inceleyin 

✦ En az iki dosya hazırlayın. Tüm formları doldurum 

✦ ‘Özgeçmiş: El yazısı ile imzalanmalı’, ‘Olgu Rapor 

Formu’, ‘Ayrıntılı Anlaşılmış Onam’, ‘Literatürler’ bölümü 

✦ Bütçe: SGK, hastane ya da hasta’ya ödetilemez 

✦ Faz Çalışmaları için mutlaka danışmanlık alın.



Bilimsel Yazının Dergiye 
Gönderilmesi- 1

 Yayın alanı tam ilgili olmayan dergiye göndermeyin  

 ‘Yazarlara bilgi’ bölümüne uyum. 

 Editör ve yazarlar ile iletişim kurma isteği.  

 Olgu sunumlarının kabul olasılığı düşük, yayınlanma süresi 

uzundur. 



Bilimsel Yazının Dergiye 
Gönderilmesi- 2

 Şekilleriniz ve tablolar öz ve çekimi kaliteli olmalı. 

 Tüm yazarların görevleri ve e-mailleri istenebiliyor. 

 ‘Clinicaltrials.gov’ numarası 

 İstenen ve istenmeyen hakemlerin seçimi. 

 İngilizce yazım ve hataların düzeltilmesi. 



BAŞLIK SEÇİMİ

KÖPEK ADAMI ISIRDI: BAŞLIK DEĞİL 

ADAM KÖPEĞİ ISIRDI: BAŞLIK





ARTICLES

RNA-mediated epigenetic programming of
a genome-rearrangement pathway
Mariusz Nowacki1, Vikram Vijayan2, Yi Zhou1, Klaas Schotanus1, Thomas G. Doak1 & Laura F. Landweber1

Genome-wideDNA rearrangements occur inmany eukaryotes but aremost exaggerated in ciliates, making them idealmodel
systems for epigenetic phenomena. During development of the somaticmacronucleus,Oxytricha trifallax destroys 95%of its
germ line, severely fragmenting its chromosomes, and then unscrambles hundreds of thousands of remaining fragments
by permutation or inversion. Here we demonstrate that DNA or RNA templates can orchestrate these genome
rearrangements in Oxytricha, supporting an epigenetic model for sequence-dependent comparison between germline and
somatic genomes. A complete RNA cache of the maternal somatic genome may be available at a specific stage during
development to provide a template for correct and precise DNA rearrangement. We show the existence of maternal RNA
templates that could guide DNA assembly, and that disruption of specific RNA molecules disables rearrangement of the
corresponding gene. Injection of artificial templates reprogrammes the DNA rearrangement pathway, suggesting that RNA
molecules guide genome rearrangement.

Parental RNA transcripts and microRNAs are critical for program-
ming development in metazoa1–4, raising the possibility that altered
RNA molecules can reprogramme patterning on a developmental or
evolutionary timescale5. Despite the suggestion of template-directed
events involving ‘‘an ancestral RNA-sequence cache’’6 there has been
limited evidence for a direct role of RNA as a template of information
across generations7,8. Information transfer fromRNA toDNAusually
involves polymerization9. Here we show that RNAmolecules can also
organize DNA rearrangements, expanding the epigenetic influence of
RNA beyond gene expression and priming or directing DNA and
RNA synthesis, editing, modification or repair9–11.

O. trifallax is a unicellular eukaryote harbouring two kinds of
nuclei: germline micronuclei and somatic macronuclei. Diploid
micronuclei are transcriptionally inert during vegetative growth
but they transmit the germline genome through subsequent genera-
tions. Effectively polyploid macronuclei provide all vegetative gene
expression, but degrade after fertilization, when newmicronuclei and
macronuclei develop. DNA differentiation in ciliates such as
Oxytricha (also called Sterkiella) involves massive chromosome frag-
mentation and deletion of transposons and internally eliminated
sequences (IESs), accomplishing 95% genome reduction, compres-
sing a 1Gb germline into one-twentieth of the space. Rearrangement
of the remaining short segments (macronuclear destined segments;
MDSs) by permutation or inversion, followed by telomere addition
and amplification, produces mature macronuclear ‘nanochromo-
somes’, typically ,2 kb with just one gene12.

Genome-wide rearrangements discard nearly all non-genic DNA
in Oxytricha, packing a streamlined gene-rich (,30,000 genes)
eukaryotic genome in only 50Mb. Furthermore, hundreds of thou-
sands of MDSs require unscrambling (reordering or inversion) to
interpret the sequence information in their DNA. The remarkable
degree of specificity and reproducibility suggests a highly accurate
mechanism to programme rearrangements. The parental cell must
provide sufficient information to assemble a fully functional macro-
nucleus. The mechanisms that allow perfect recognition of hundreds
of thousands of DNA sequences for elimination or reordering remain

largely unknown. The discovery of homology-dependent maternal
effects that modify DNA deletions may provide a clue13,14.

Homology-dependent trans-nuclear comparison of germline and
somatic genomes may regulate these DNA rearrangements. In
Tetrahymena, germ-line-specific small RNAs called scan RNAs derive
from the micronuclear-limited sequence and target DNA for elim-
ination15. However, this model cannot explain fusion of unlinked or
disordered DNA segments in Oxytricha, which can join segments
smaller than the length of typical scan RNAs. DNA rearrangements
in Tetrahymena are imprecise, involving no permutations.

In other species including Paramecium, DNA rearrangements
occur at short direct repeats called pointers. Homologous recom-
bination between identical repeats at MDS–IES boundaries can both
remove the IESs between them and reorder MDSs, leaving one copy
of the pointer in the final product. Pointers of 2–20 bp in Oxytricha
(average length of 4 bp between nonscrambled junctions and 9 bp
between scrambled junctions16) generally occur at the 39 end of every
MDS segment n and the 59 end of segment n1 1, providing a simple
linked list of final MDS order. Although necessary for DNA deletion
in Paramecium17, 2–20 bp pointers could not unambiguously guide
rearrangement18.

In refs 19 and 20, the authors proposed an epigenetic model in
which an RNA or DNA template derived from the maternal macro-
nucleus guides assembly of the new macronuclear chromosomes.
Macronuclear templates could provide a scaffold to organize the
layout of segment order and DNA deletion, using strand displace-
ment and branchmigration to align pointer pairs for recombination.
Here we demonstrate that RNA templates can orchestrate this cas-
cade of DNA rearrangements in Oxytricha. Injection of synthetic
templates replaces the cellular programme, producing alternative
epigenetically wired DNA rearrangements.

RNAi against putative templates disrupts rearrangement

To test the hypothesis that putative maternal RNA templates influ-
ence rearrangement, we induced RNA interference (RNAi) to target
homologous RNA degradation. Oxytricha cells, before and during

1Department of Ecology and Evolutionary Biology, Princeton University, Princeton, New Jersey 08544, USA. 2Department of Electrical Engineering, Princeton University, Princeton,
New Jersey 08544, USA.
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Contralateral Recurrence of Primary
Spontaneous Pneumothorax*
Tsai-Wang Huang, MD; Shih-Chun Lee, MD; Yeung-Leung Cheng, MD, PhD;
Ching Tzao, MD, PhD; Hsian-He Hsu, MD; Hung Chang, MD, PhD;
and Jen-Chih Chen, MD

Background: Primary spontaneous pneumothorax (PSP) is a common disease in young adults.
With advances in its surgical treatment, ipsilateral recurrence is < 5%. However, contralateral
recurrence remains a significant problem. The purpose of this retrospective study was to identify
the factors associated with contralateral recurrence of PSP.
Methods: From January 1997 to December 1999, 231 patients with PSP were reviewed and
evaluated after an average of 92-months of follow-up. The clinical features and treatment of these
patients were analyzed retrospectively.
Results: Thirty-three of these patients had contralateral recurrence (14.3%). The average time of
contralateral recurrence was 22.94 months. In the univariate analysis (after Bonferroni correc-
tion), patients with contralateral recurrence of PSP had lower a body mass index (BMI)
[p < 0.001], and higher frequency of contralateral blebs/bullae on high-resolution CT (HRCT) of
the lung (p < 0.001). Multiple logistic regression was performed on 128 patients with contralat-
eral blebs/bullae on HRCT of the lung, and the results indicate that being underweight (BMI <
18.5 kg/m2) is an independent risk factor for contralateral recurrence (odds ratio, 5.327). All
patients with contralateral recurrence of PSP received surgical treatment. Two patients had
unilateral recurrences of pneumothorax during follow-up (2 of 64 video-assisted thoraco-
scopic surgeries, 3%).
Conclusions: Contralateral recurrence of PSP is significantly more common in patients with
underweight and blebs/bullae in the contralateral lung. Single-stage bilateral surgery may be
considered for these patients to circumvent the need for subsequent anesthetic and operative
procedures, and additional hospitalization. (CHEST 2007; 132:1146 –1150)

Key words: bleb; bulla; contralateral recurrence; primary spontaneous pneumothorax; video-assisted thoraco-
scopic surgery

Abbreviations: BH ! body height; BMI ! body mass index; BW ! body weight; HRCT ! high-resolution CT;
PSP ! primary spontaneous pneumothorax; VATS ! video-assisted thoracoscopic surgery

P rimary spontaneous pneumothorax (PSP) is de-
fined as the presence of air in the pleural

cavity. PSP typically occurs in young, tall, lean
men, especially smokers, without any obvious un-
derlying lung diseases, and arguably results from
the rupture of subpleural blebs or bullae. PSP
remains a significant health problem, with an annual
incidence of 18 to 28 per 100,000 in the male popula-
tion and 1.2 to 6.0 per 100,000 in the female popula-
tion.1 One of the key aims in the management of
pneumothorax is to prevent recurrence. With sur-
gical treatment, the recurrence rate of PSP is
" 5%.2 The only independent predictive factor of

the recurrence of PSP is the failure to identify and
resect blebs during surgery.3 Several investiga-
tions4 – 6 have reported contralateral recurrence
after unilateral operations in 18 to 50% of patients.
Published literature has described the clinical
features of PSP and the risk factors associated

For editorial comment see page 1110

with recurrence. The prevention of contralateral
recurrence in patients with PSP has not been spe-
cifically discussed. With advances in surgical tech-
niques, simultaneous bilateral video-assisted thora-

Original Research
SPONTANEOUS PNEUMOTHORAX
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ORIGINAL ARTICLE

Surgical Treatment and Prognosis of Primitive
Neuroectodermal Tumors of the Thorax

Adalet Demir, MD,* Mehmet Zeki Gunluoglu, MD,* Nergiz Dagoglu, MD,†
Akif Turna, MD, FETCS, PhD,* Yavuz Dizdar, MD,† Kamil Kaynak, MD, FETCS,‡

Sukru Dilege, MD,‡ Nil Molinas Mandel, MD,§ Dilek Yilmazbayhan, MD,!
Seyyit Ibrahim Dincer, MD,* and Atilla Gurses, MD*

Introduction: Primitive neuroectodermal tumors (PNETs) are rare,
rapidly progressive, small- round cell tumors with a poor prognosis
despite multimodal therapy, including surgery and chemoradiother-
apy. The treatment of choice was unknown since no clinical series
with surgical therapy had been reported. We evaluated the impact of
multimodal treatment in patients with PNETs located in the thoracic
region.
Methods: Between 1998 and 2006, 25 patients with PNETs in the
thoracic region were treated in 3 tertiary-care hospitals. The patients
consisted of 15 males and 10 females with a mean age of 27.2 years
(range, 6–60). The tumor was in the chest wall in 20 (involving the
costovertebral junction in 9), the lung in four, and the heart in
one patient. Twelve patients received neoadjuvant chemotherapy
(54.5%), and 22 of 25 patients underwent surgery.
Results: In patients who received neoadjuvant treatment, the mean
regression rate was 65.4% (range, 30–100%). Eighteen (82%) pa-
tients underwent chest wall resection, while 7 (32%) had vertebral
resections, and the remaining 4 (16%) had pulmonary resections. A
complete resection was possible in 18 of 22 patients (82%). Patients
with incomplete and complete resections had 25% and 56% 5-year
survival rates, respectively (p ! 0.13). The progression-free 3-year
survival rate was 36% and the median survival time was 13 months.
The complete resection rate was significantly higher in patients
receiving neoadjuvant therapy (p ! 0.027). The 5-year survival rate
of the patients with or without neoadjuvant therapy was 77% and
37%, respectively (p ! 0.22) although it prolonged the disease-free
survival (p ! 0.01). The 5-year survival rate of patients without
costovertebral junction involvement was 66%, whereas patients with
PNETs involving the costovertebral junction had a 21% 3-year
survival. The difference was statistically significant (p ! 0.01). The
5-year progression-free survival rate of patients without costoverte-
bral junction involvement was 58%, whereas patients with PNETs

involving the costovertebral junction had a 14% 1-year progression-
free survival (p ! 0.004).
Conclusions: PNET is an aggressive malignancy that often requires
multimodal therapy. Induction chemotherapy leads to a greater
complete resection rate and better disease-free survival, while in-
volvement of the costovertebral junction indicates a poorer survival.

Key Words: PNET, Chest, Multimodal therapy and lung.

(J Thorac Oncol. 2009;4: 185–192)

Primitive neuroectodermal tumors (PNETs), from malignant
small round cell tumors that also include Ewing sarcoma

(ES), rhabdomyosarcoma, neuroblastoma, and lymphoma,1,2

were first described by Askin et al.3 These tumors have a very
high rate of local recurrence and a propensity to metastasis4

and despite combined chemoradiotherapy plus surgery, the
prognosis is generally poor.5 Complete resection with ade-
quate margins is the goal, but too few series of patients and
survival have been reported to evaluate the role of surgical
therapy in this entity.

We report the outcome and survival of patients with
PNETs who had neoadjuvant chemoradiotherapy or surgery
alone to determine the role of neoadjuvant therapy.

PATIENTS AND METHODS
Between 1998 and 2006, 25 patients with PNETs lo-

cated in the thoracic region were treated in three institutions.
Twenty-two of the 25 patients underwent surgery. The pa-
tients comprised 15 males and 10 females with a mean age of
27.2 years (range, 6–60). Three patients (12%) underwent
chemotherapy only without surgical intervention: one patient
had complete regression with induction chemotherapy (Fig-
ure 1), one patient refused the planned surgery, and intracar-
diac involvement precluded surgical resection in one patient.
The remaining 22 patients (88%) underwent surgical resec-
tions that included thoracotomy, chest wall resection, and
pulmonary resection when needed (Table 1). Patients were
analyzed retrospectively; since this is a retrospective study,
approval of the institutional review boards was not required.

The preoperative workup included routine biochemical
tests, an electrocardiogram, basic pulmonary function tests, a
chest radiograph, and thorax computerized tomography; two

*Department of Thoracic Surgery, Yedikule Teaching Hospital for Chest
Diseases and Thoracic Surgery; †Institute of Oncology, Istanbul Univer-
sity; Departments of ‡Thoracic Surgery, §Oncology, and !Pathology,
Istanbul University, Istanbul, Turkey.

Disclosure: The authors declare no conflicts of interest.
Address for correspondence: Adalet Demir, MD, Yuzyil mah. Kısla Cad.

Yesil zengibar sitesi, A-3 Blok, D-9 Bagcilar, Istanbul, Turkey. E-mail:
dradalet@hotmail.com

Copyright © 2009 by the International Association for the Study of Lung
Cancer
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Iatrogenic Delirium and Coma*
A “Near Miss”

William F. Dunn, MD, FCCP; Shirley C. Adams; and Robert W. Adams

A 66-year-old woman was cared for at two referral institutions following a witnessed cardiac arrest in
a local emergency department. Despite aggressive initial care, she failed to regain consciousness
during a 28-day course. Based on an erroneous neurologic diagnosis of anoxic encephalopathy,
pessimism regarding likelihood of improvement existed, prompting clinical consideration of with-
drawal of care. The correct diagnosis of iatrogenic drug-induced coma alternating with drug-induced
delirium only became apparent after the IV administration of repeated doses of a benzodi-
azepine antagonist. The patient and husband (co-authors) provide insights often unheard
within care circles. (CHEST 2008; 133:1217–1220)

Key words: antagonist; coma; delirium; iatrogenesis; lorazepam; risk; safety; sedation

Editor’s Note: This submission to the “Transparency in
Health Care” series focuses on a case of a “near miss,”
actually a near death, imposed by two “systems.” When
we view adverse events as “system issues” rather than as
opportunities to identify the individual responsible to
“blame and shame,” we can more responsibly develop
system responses of broadly improved care. As an
outgrowth of the case described, amid others, a system
solution emerged that created the Division of Critical
Care Neurology at the institution described. While the
retrospective clarity of the case described serves as an
overt example of a number of system failures, the
authors caution that this clarity is the tip of an iceberg
of similar clinical happenings that may not be so
apparent, even in retrospect.

Case History

O n day 1, a 66-year-old woman was transferred
from an out-of-state institution at the insis-

tence of her husband, on postoperative day 27

following coronary bypass grafting, for re-evaluation
of therapy and prognosis subsequent to home
recommendations of withdrawal of life-supportive
therapy. She initially presented to her local emer-
gency department with acute chest pain, and acute
coronary syndrome in the anterior myocardial
distribution was diagnosed. In the emergency
department, the patient had a systolic BP of 60
mm Hg and had a ventricular fibrillation arrest.
She was resuscitated successfully and sent to
emergent coronary catheterization, where she was
found to have serial stenoses of the left anterior
descending coronary artery, a complete occlusion
of the right coronary artery, and an ejection
fraction of 35%. At attempted angioplasty, a dis-
section of the left anterior descending artery
occurred, and cardiogenic shock developed. An
intraaortic balloon pump was placed. Pressors
were begun, and she was transferred to a tertiary
care center. She underwent emergent coronary
artery bypass grafting.
Hospital Course (27 Days)

On postoperative day 4, the patient remained
intubated and responded only to painful stimuli.
Roving eye movements were noted. A feeding tube
was placed. On postoperative day 6, a tube thoracos-
tomy was placed for the new radiographic finding of
a right-sided pneumothorax. Liver function test re-
sults were abnormal, and she became transiently

*From the Mayo Foundation, Rochester, MN.
The authors have no financial conflicts of interest to disclose.
Manuscript received February 20, 2008; revision accepted March
3, 2008.
Reproduction of this article is prohibited without written permission
from the American College of Chest Physicians (www.chestjournal.
org/misc/reprints.shtml).
Correspondence to: William F. Dunn, MD, FCCP, 200 First St SW,
Mayo Foundation, Rochester, MN 55905; e-mail: dunn.william@
mayo.edu
DOI: 10.1378/chest.08-0471
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original article

Duration of Red-Cell Storage  
and Complications after Cardiac Surgery

Colleen Gorman Koch, M.D., Liang Li, Ph.D., Daniel I. Sessler, M.D.,  
Priscilla Figueroa, M.D., Gerald A. Hoeltge, M.D., Tomislav Mihaljevic, M.D.,  

and Eugene H. Blackstone, M.D.
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Background
Stored red cells undergo progressive structural and functional changes over time. 
We tested the hypothesis that serious complications and mortality after cardiac 
surgery are increased when transfused red cells are stored for more than 2 weeks.

Methods
We examined data from patients given red-cell transfusions during coronary-artery 
bypass grafting, heart-valve surgery, or both between June 30, 1998, and January 
30, 2006. A total of 2872 patients received 8802 units of blood that had been stored 
for 14 days or less (“newer blood”), and 3130 patients received 10,782 units of blood 
that had been stored for more than 14 days (“older blood”). Multivariable logistic 
regression with propensity-score methods was used to examine the effect of the 
duration of storage on outcomes. Survival was estimated by the Kaplan–Meier 
method and Blackstone’s decomposition method.

Results
The median duration of storage was 11 days for newer blood and 20 days for older 
blood. Patients who were given older units had higher rates of in-hospital mortality 
(2.8% vs. 1.7%, P = 0.004), intubation beyond 72 hours (9.7% vs. 5.6%, P<0.001), 
renal failure (2.7% vs. 1.6%, P = 0.003), and sepsis or septicemia (4.0% vs. 2.8%, 
P = 0.01). A composite of complications was more common in patients given older 
blood (25.9% vs. 22.4%, P = 0.001). Similarly, older blood was associated with an 
increase in the risk-adjusted rate of the composite outcome (P = 0.03). At 1 year, 
mortality was significantly less in patients given newer blood (7.4% vs. 11.0%, 
P<0.001).

Conclusions
In patients undergoing cardiac surgery, transfusion of red cells that had been stored 
for more than 2 weeks was associated with a significantly increased risk of postop-
erative complications as well as reduced short-term and long-term survival.

Copyright © 2008 Massachusetts Medical Society. All rights reserved. 
Downloaded from www.nejm.org by AKIF TURNA MDPHD on April 5, 2008 . 
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A 74-year-old male smoker was hospitalized for a transurethral 
resection of the prostate. His medical history was notable for the insertion 
of a dual-chamber pacemaker to treat symptomatic bradycardia 10 years ear-

lier. A preoperative chest radiograph (Panel A) raised the suspicion of a parenchymal 
lung lesion behind the pacemaker. A chest radiograph obtained 6 months earlier 
(Panel B) was reported as showing a pacemaker with appropriate lead position but 
no active lung disease. Computed tomography of the thorax was performed (Panel C), 
revealing a homogeneous mass, measuring 4 by 5 cm, in the right lung, and lying 
directly behind the pacemaker, with significant mediastinal adenopathy. A biopsy 
confirmed the presence of bronchogenic adenocarcinoma, which was inoperable. 
Careful examination of the initial chest radiograph suggests the lung mass was ap-
parent at that time. A lateral chest radiograph might have identified the mass, 
although the upper lobes are often poorly visualized in this projection. The patient 
underwent palliative chemotherapy and radiation therapy and ultimately died from 
lung cancer.
Copyright © 2008 Massachusetts Medical Society.

What Lies Beneath?

Darren M. Mylotte, M.B. 
Anthony O’Regan, M.D.

University College Hospital 
Galway, Ireland

39p6

AUTHOR

FIGURE

JOB: ISSUE:

4-C
H/T

RETAKE 1st
2nd

SIZE

ICM

CASE

EMail Line
H/T
Combo

Revised

AUTHOR, PLEASE NOTE:
 Figure has been redrawn and type has been reset.

Please check carefully.

REG F

FILL

TITLE
3rd

Enon ARTIST:

Mylotte

  a-c

10-23-08

mst

35917

A B C

WEB-ONLY IMAGES IN CLINICAL MEDICINE

Click on “Featured Images” at www.nejm.org to see the Journal’s  
Web-only Images in Clinical Medicine. The Images are listed  

(with e page numbers) in the table of contents of the printed Journal  
the week they are published and are compiled on the Journal’s Web site. 

Copyright © 2008 Massachusetts Medical Society. All rights reserved. 
Downloaded from www.nejm.org by NEVIN FAZLIOGLU MD on October 22, 2008 . 



As several spectacular cases have shown,
corporate criminals can operate for years,
bending office systems to their needs and
co-opting others into their nefarious deeds.
Eventually, the malfeasance can threaten
the entire company. So it is with cancer
cells. Cancer biologists have recently been
coming to grips with the fact that tumor
cells get a lot of help from the cells around
them. Such collusion is not the source of
disease: More than 30 years of research
have shown that mutations in a cell’s own
DNA initiate the changes that put it on its
destructive path. But “people are realizing
that the tumor environment is a coconspira-
tor,” says Zena Werb of the University of
California, San Francisco (UCSF).
“There’s been a clear shift in interest.” 

A variety of cells in and around tumors
help cancer cells survive, grow, and then
spread to new locations where they seed
metastases. Investigators are beginning to
trace out the biochemical lines of commu-
nication that enable this aberrant behav-
ior—information that could help drug
developers devise new strategies for com-
bating cancer. “People are excited about
potential new [drug] targets in the tumor
microenvironment,” says Lynn Matrisian of

Vanderbilt University School of Medicine
in Nashville, Tennessee.

Although this work is still in its early
stages, researchers have identif ied some
key molecules in communication pathways
that could serve as targets. These include
some relatively unfamiliar characters as
well as some old friends, such as the protein
VEGF, which stimulates angiogenesis, the
formation of the new blood vessels that
tumors must acquire as they grow. Drugs
that inhibit VEGF’s action are already in
use in the clinic. Their effects are relatively
modest, but they do indicate that targeting
the tumor environment has promise.  

Trouble in the stroma

Researchers have known for many years
that a tumor is more than a homogeneous
mass of cancer cells. It incorporates several
other cells, including fibroblasts, inflam-
matory immune cells such as macrophages,
and the smooth muscle and endothelial
cells of the blood vessels—all imbedded in
an extracellular matrix that fibroblasts pro-
duce. Cancer researchers paid little atten-
tion to this tumor microenvironment, or
stroma, until the mid- to late 1990s.

At the time, one of the few investigators
systematically pur-
suing the question 
of how the tumor
microenvironment
influences cancer
development was
Mina  B i s se l l  o f
Lawrence Berkeley
National Laboratory
in Berkeley, Califor-
nia. Bissell’s team
got interested in 
cell surface proteins
ca l l ed  i n t eg r in s  
that help assemble
organized tissues by
forming contacts
between cells and

with the basement membrane. In 1997, 
Bissell and her colleagues reported that
treating human breast cancer cells with an
antibody directed at an integrin caused
them to behave more like normal cells. In
mice, for example, they formed fewer
tumors than untreated cancer cells. 

Conversely, antibodies directed against
a different integrin could make normal cells
behave like cancer cells. These results
showed that simply disturbing cellular
interactions, and thus tissue architecture,
can dramatically alter cell behavior. Bissell
says this is evidence for what she has long
argued: “Structural integrity needs to be
maintained for signaling to be maintained,”
she says. “When that doesn’t happen, you
get tumors.”

Other research in the late 1990s impli-
cated so-called tumor-associated fibrob-
lasts (TAFs) as important coconspirators
in the development of the common solid
tumors,  such as those of the breast ,
prostate, lung, and colon. These cancers
originate in epithelial cells, which form
the inner linings of the intestines and
lungs and of the ductwork of the mam-
mary and prostate glands. In 1999, Gerald
Cunha and colleagues at UCSF showed
that nonmalignant prostate epithelial cells
grown in culture with prostate TAFs
acquired the ability to form tumors when
transplanted into mice. The researchers
concluded that TAFs had undergone
changes that resulted in their production
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All in the Stroma: 
Cancer’s Cosa Nostra
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After focusing for decades on what happens within tumor cells to
make them go wrong, biologists are turning to the tumor environment
and finding a network of coconspirators

Blood vessel

Intravasation

Primary tumor
Tumor-associated
macrophages

ECM
CSF1R EGFR

CSF1 EGF

Getting together. Macrophages, attracted
by CSF1 from tumor cells, in turn produce
EGF, which both supports the growth of
tumor cells and attracts tumor cells to the
blood vessels, aiding cancer’s spread.

Published by AAAS
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A thoracic surgery clinic dedicated to indeterminate pulmonary
nodules: Too many scans and too little pathology?

Nirmal K. Veeramachaneni, MD,a Traves D. Crabtree, MD,a Daniel Kreisel, MD, PhD,a Jennifer B. Zoole, BSN,a

Joanne F. Musick, BSN,a Nicole G. Taylor, APRN,a Alexander S. Krupnick, MD,a David S. Gierada, MD,b

G. Alexander Patterson, MD,a and Bryan F. Meyers, MD, MPHa

Objective:Widespread application of computed tomographic scans has increased detection of asymptomatic pul-
monary nodules. A dedicated clinic was established to encourage referral and manage large numbers of patients
with such nodules.

Methods: Patients were evaluated periodically by a nurse practitioner with surgeon oversight, and follow-up im-
aging was centralized. Patients were rescanned at intervals on the basis of radiologist recommendation.

Results:A total of 414 patients, 189 male and 225 female with a median age of 60.2 years (20.7–84.1 years), were
evaluated since April 2000. Median follow-up was 1.51 years (0–6.65 years). Thirty-seven percent (153/414)
were older than 60 years with at least 10 pack-years of tobacco use, whereas 30% (123/414) had never smoked.
A total of 286 patients completed at least 2 years of follow-up computed tomographic evaluation. After 2 years,
24.2% (69/286) were deemed in stable condition and were discharged from further follow-up, whereas 22.4%
(64/286) of patients were followed up longer than 2 years owing to the development of new nodules. Forty-
five percent (127/286) of patients did not complete their recommended follow-up at our clinic. Overall, 3%
(13/414) of our patients have been shown to have a malignant tumor. Only 5 patients underwent curative resection
of a primary lung cancer.

Conclusion: In a population of patients with indeterminate nodules in routine clinical practice, few patients re-
quired intervention and few cancers were detected. Although the benefits of a ‘‘nodule’’ clinic may include pa-
tient reassurance and convenience to referring physicians, a significant number of patients did not complete their
follow-up in our clinic.

The widespread application of computed tomography (CT)
scan technology has increased the detection of otherwise
asymptomatic lung nodules. Unfortunately, there is no con-
sensus as to the optimal strategy to evaluate and follow up
these radiologic abnormalities. Both the Fleischner Society
and the American College of Chest Physicians (ACCP)
have offered guidelines as to the follow-up and frequency
of repeat imaging studies, but they are not in complete agree-
ment.1,2 Furthermore, in a controversial recommendation,
the ACCP has recommended against the use of CT scan to
screen individuals at risk for lung cancer except in the con-
text of a clinical trial. For patients with existing nodules, the
ACCP has offered guidelines as to the use of adjunct studies
such as fluorodeoxyglucose positron emission tomography
(FDG–PET), as well as imaging and invasive procedures
for tissue diagnosis based on the pretest probability of

a lesion being cancer. Both the Fleischner Society and the
ACCP use 2-year stability as a suggestion for a benign etiol-
ogy of a pulmonary lesion.

In an effort to evaluate the growing population of patients
with chest radiographic and CT abnormalities, we imple-
mented a clinic dedicated to these patients. This study re-
ports the outcomes of our clinic since its inception in April
of 2000.

METHODS
This study is a retrospective review of patients referred to our clinic for

the evaluation of chest CT abnormalities—most commonly, asymptomatic

pulmonary nodules. Patients were directly referred to the nodule clinic by

any referring physician. No specific guidelines or restrictions were given

for patient referral, but the intention of the clinic was to centralize manage-
ment of surveillance of small and indeterminate lung nodules detected on

studies performed at our home institution and elsewhere. The original

name for this service was the ‘‘SPIN clinic,’’ an acronym for ‘‘Surveillance

of Pulmonary Indeterminate Nodule.’’ It was not anticipated that patients
with highly suspicious lung lesions typical for cancer would be referred

via this mechanism. All patients were initially evaluated by both a nurse

practitioner and a thoracic surgeon. If the patient was believed to be a can-
didate for imaging follow-up, the patient was identified as being eligible for

enrollment in the Surveillance of Pulmonary Indeterminate Nodule Clinic.

If the lesion was considered to be highly suspicious for cancer on evaluation

by the surgeon, the patient was not deemed eligible for inclusion in our sur-
veillance clinic. Follow-up was arranged with a nurse practitioner dedicated

to the clinic with continued oversight by the thoracic surgeon. Dedicated

chest radiologists supervised and interpreted all follow-up CT studies.

These studies were performed without intravenous contrast, using a low
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Abstract

 

Human immunodeficiency virus (HIV) disease is associated with loss of CD4

 

!

 

 T cells, chronic
immune activation, and progressive immune dysfunction. HIV-specific responses, particularly
those of CD4

 

!

 

 T cells, become impaired early after infection, before the loss of responses directed
against other antigens; the basis for this diminution has not been elucidated fully. The potential
role of CD25

 

!

 

CD4

 

!

 

 regulatory T cells (T reg cells), previously shown to inhibit immune responses
directed against numerous pathogens, as suppressors of HIV-specific T cell responses was inves-
tigated. In the majority of healthy HIV-infected individuals, CD25

 

!

 

CD4

 

!

 

 T cells significantly
suppressed cellular proliferation and cytokine production by CD4

 

!

 

 and CD8

 

!

 

 T cells in response
to HIV antigens/peptides in vitro; these effects were cell contact dependent and IL-10 and
TGF-

 

"

 

 independent. Individuals with strong HIV-specific CD25

 

!

 

 T reg cell function in vitro
had significantly lower levels of plasma viremia and higher CD4

 

!

 

: CD8

 

!

 

 T cell ratios than did
those individuals in whom this activity could not be detected. These in vitro data suggest that
CD25

 

!

 

CD4

 

!

 

 T reg cells may contribute to the diminution of HIV-specific T cell immune
responses in vivo in the early stages of HIV disease.

Key words: cytokine • proliferation • human • suppression • FoxP3

 

Introduction

 

HIV-1 infection is characterized by a progressive loss of
CD4

 

!

 

 T cells, chronic immune activation, and an increasing
array of immune dysfunctions (1–3). HIV-specific T cell
immune responses are particularly impaired, and defects
appear earlier in disease as compared with responses directed at
other microbial antigens (4–6). The basis of HIV-specific T
cell immune dysfunction has not been elucidated fully, and
it is likely that both HIV-specific and nonspecific mecha-
nisms are involved (7–12). In this regard, one avenue that
has not been explored fully in relation to HIV-specific im-
mune responses is the potential role of host-mediated immu-

nosuppressive mechanisms that might be activated in the
face of persistent antigenic exposure.

CD25

 

!

 

CD4

 

!

 

 suppressor/regulatory T cells (T reg cells),
a cellular subset with constitutive immunosuppressive activity
first described in the context of autoimmune disorders (13,
14), are one of several cellular subsets involved in controll-
ing inappropriate or excessive immune activation (15–18).
CD25

 

!

 

CD4

 

!

 

 T reg cells have been demonstrated to suppress
antigen-specific CD4

 

!

 

 and CD8

 

!

 

 T cell responses directed
against tumors (19, 20) and allografts (21, 22) as well as
against parasitic (23–25), bacterial (26, 27), fungal (28, 29),
and viral (30–32) antigens or infections in vivo in mice.

 

The online version of this article contains supplemental material.
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Abbreviations used in this paper:

 

 CFSE, carboxyfluorscein diacetate succi-
nimidyl ester; ICC, intracellular cytokine; LPA, lymphocyte proliferation
assay; LTNP, long-term non progressor; SI, stimulation indexes; T reg
cell, regulatory T cell.
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✦ Kibar, mümkün olduğunca hızlı yanıt-verir ve 

eleştirilere dikkate almalı.

✦ İsim, veri ve tablo değişikliği çok kötü puan olur.

✦ TÜM HAKEMLERE KATILMAK ZORUNDA 

DEĞİLSİNİZ!

✦ Ancak Editör ve Editör Yardımcısı’na İtiraz 

Etmek TEHLİKELİDİR.



Bazı ‘Nahoş’ Kavramlar
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✦Dilimleme  

✦Kıyak Yazarlık 

✦ Yazarlık Hakkı Vermeme



 Hatalı Yaklaşımlar
✦ ‘...konusundaki tüm hastaları excel’e kaydettim, 

istatistiğini yapıp bir çalışma çıkaralım’ 

✦ ‘....olan hastaları bir dökelim, kongreye gönderelim’ 

✦ ‘Sen tez olarak...olan hastaları bir dök bakalım’ 

✦‘ Bu Excel’de yazılı olan şu 3 grup hastayı karşılaştırıp 

bir p değeri bulabilir misin?’ 

✦ Tezimde hastaları döktüm, şimdi literatür tarama 

aşamasındayım’



Çalışmanın Yayınlanması Sonrası

✦ Aynı çerçevede çalışmalar. 

✦ İlk çalışmanın ortaya çıkardığı soruları 

yanıtlamaya yönelik çalışmalar. 

✦ İlk çalışmanın ortaya çıkardığı çelişkileri 

yanıtlamaya yönelik çalışmalar 

✦ Yeni sorular, yeni yöntemlerde tedbirli 

davranmalı.
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