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Icerik

e Calisacagim konuyu nasil secmeliyim?
e Tutkum nereden geliyor?
e Calisirken nelere dikkat etmeliyim?

— Meslektaslarla iletisim

e Calistigim konu bir glin biter mi?

e Turkiye'de bilim yapilir mi? Amerika’ya mi
gitmeliyim?
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Ormanda kar$ina ki yol ¢ikts,

hangisini segersin?
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Kimsenin
ilgilenmedigqi
bir konuyla ugrasin

Edward Wilson

Pulivver OGUG Yanar
Edward O. Wilson
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En Uygun Calisma Alani?

Gercek sevgide oldugu gibi, sizin
icin uygun olan alan, ilginizi ceken,
tutku uyandiran ve yasam boyu
kendinizi adamaktan dogacak hazzi
vaat eden bir seydir.



Merak: ilk adim (SnIk)

Ne
Neden
Ne zaman
Nasil
Nerede
Kim

Rudyard Kipling, 1865-1936
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http://www.ph.ucla.edu/epi/snow/broadstpumpwomen.htm

Fatal Cases of Cholera
Mear Broad Street, London, 1854
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Bir Alanda Calismayi Surdurmek

Onlarca seyi ylzeysel olarak bilmektense bir
seyi derinlemesine bilmek daha iyidir.
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Ekip Caligmast: Uretmek, Keyit Almak, Geligmek




Ekip Calismasini Nasil Buyutebiliriz?




BUyuk Resme Bakmak

GORMEYi OGRENIN.
HER SEYIN BIRBIRIYLE
BAGLANTILI OLDUGUNU

FARK EDECEKSINIZ.

LEONARDO DA VINCI
(15 NISAN 1452 - 2 MAYIS 1519)




infeksiyon Hastaliklar1, Klinik Mikrobiyoloji ve immﬁnoloji
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Bilimsel tiretim, diinyadaki geli$melerden, siyasetten etkilenir:
infeksiyon Hastaliklar1, Klinik Mikrobiyoloji ve immﬁnoloji
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Bilimsel tiretim, diinyadaki geli$melerden, siyasetten etkilenir:
infeksiyon Hastaliklari, Klinik Mikrobiyoloji ve immﬁnoloji
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Kariyeriniz Nasil Sekillenir?

e Hayatinizda Etki Yapan Faktorler

— Matematik
— Sosyal bilimler (sosyoloji, psikoloji)
- TIp
e Hepsinin kdkeninde
— Merak
— lletisim

— uretim
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Figure 3: Clinical and laboratory course of CCHF

HF: A Global Perspective, Springer, 2007
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Tick Borne Diseases and Climate

A complex network of environmental and human factors:
independently,

indirectly linked,
synergistically, or
antagonistically

Abiotic and biotic environmental changes: increase the
abundance of infected ticks

Changes in human activities associated with increases in
greater contact between people and tick-infested forests.
Randolph SE & Ergonul O. Future Virology 2008
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Etik Degerlere Bagli Kalmak

e Karsilastigimiz etik sorunlar nelerdir?
e Turkiye'de etik degerler, vicdan ve adalet
e Uzlasma kaltara



Ribavirin: A Broad Spectrum Antiviral
Only Drug for VHFs

Arenaviridae

Lassa Fever
South America HF
Bunyaviridae

Hanta
Rift Valley
CCHF




Ribavirin is effective in vitro

Effective in vitro
Watts DM, et al. Am J Trop Med Hyg 1989

Inhibits viremia among rats
Tignor GH, et al. Antiviral Res 1993

The most effective among the alternatives
Paragas J, et al. Antiviral Res 2004



Clinical Observations: Case series, historical control

Author, year Cases | Fatalityin Fatality in no
ribavirin group ribavirin group

Fisher-Hoch 3 SC 0/3 (0%) -

1995

Mardani 69 42/139 (30%) 22/48 (46%)

2003

Ergonul 45 0/22 (0) 1/23 (4.3%)

2006

Ozkurt 26 2/22 (9%) 4/38 (10.5%)

2006

Elaldi, 2009 218 126 (7.1%) 92 (11.9%)




DEBATE (see Elaldi N et al, Efficacy of oral ribavirin
treatment in Crimean-Congo haemorrhagic fever:

A gquasi-experimental study from Turkey. Journal
of Infection 2009; 58: 238—244)

Biases and misinterpretation in the assessment
of the efficacy of oral ribavirin in the treatment of

Crimean—Congo hemorrhagic fever



Nezaket Kurallarint Her Zaman Goézetiniz

Response to Ergonul: Scientific Evidence Versus
Personal Beliefs In Crimean-Congo Haemorrhagic
Fever Treatment

Dear editor,

We read Dr Ergonul’s detailed letter with great interest,
however, it is impossible to agree with any of his comments
due to the reasons below.

P-value and sample size are completely
different things than the author thinks

We would like to refer Dr. Ergonul to some basic statistics
textbooks because he has a misunderstanding of the logic of
calculation of sample size and power.' - Using a statistical
softwaredoesnot replace theoretical knowledge, nowadays,
any statistical software can easily crunch some numbers as
a sample size or power whenever you provide the necessary
information. However, a wrong interpretation can lead to
misleading conclusions like in this letter. First, sample size
is notthe necessarynumber that would ""make’’ afinding sta-
tistically significant as used in this letter."* In our study,

to detect.”* When calculated correctly, our study has 80%
power to detect a 10% difference between the study arms
(or 94% power to detect a 20% difference), this 10% differ-
ence was deemed to be the minimum effect size by us to
prove the efficacy of a drug in a non-randomized study like
ours. It is well known that even a small amount of uncon-
trolled confounding (which is the case in most observational
studies) can result in an effect size of 20%—30%.°

As we have replied in detail above, our study does not
suffer from serious design problems as alleged by the
author, our statistical results are consistent and our power
is sufficient. Actually, we are adamant that our results
should be a warning to clinicians that the author’s claims of
ribavirin’s efficacy does not depend on any sound scientific
evidence but biased personal views of the author which
could result in harm to the patients.




Problems in Study Design: What We Learned?

A. Study Design

1. Inclusion criteria
1. Severity
2. Confounding by indication

2.  Number of days from onset of symptoms

1. Prehemorhagic

2. Hemorhagic
3. Ineffective application:

GIS symptoms in oral use (hematemesis)

4. Duration of treatment
B. Statistical Analysis
1. P valueis not everything; sample size is important
2. Meta-analysis: oranges & apples; early vs late



Dogrularin Kabul Edilmesi Zaman Alir

Bilimciler sezerek, tahminler ylruterek,
denemeler yaparak ve daha fazla bilgi
toplayarak ellerinden geldigince
ilerlerler. Ta ki, saglam aciklamalar bir
araya getirilene ve bazen cabucak bazen
de valnizca uzun bir donemden sonra,
bir fikir birligi olusana dek ugrasirlar.






Characteristics of Patients with
Crimean-Congo Hemorrhagic Fever
in a Recent Outbreak in Turkey

and Impact of Oral Ribavirin Therapy

Onder Ergoniil, Aysel Celikbas, Basak Dokuzoguz, Sebnem Eren,
Nurcan Baykam, and Harika Esener

Infectious Diseases and Clinical Microbiology Department, Ankara Numune
Education and Research Hospital, Ankara, Turkey

Table 3. Univariate and Adjusted Analysis for Prediction of Death

BRIEF REPORT

patients infected with CCHF virus is suggested, which will be
helpful for future outbreaks.

Patients and methods. Ankara Numune Education and
Research Hospital (Ankara, Turkey) is one of the largest re-
ferral-based tertiary care community hospitals in Turkey. Pa-
tients with acute febrile syndrome characterized by malaise,
bleeding, leukopenia, and thrombocytopenia were admitted to
our clinic during the spring and summer of 2002 and 2003.
Patients who had IgM antibodies or PCR results positive for
CCHEF virus in blood or tissue specimens were included to the

stndv Written informed consent was obtained from natients

Clin Infect Dis 2004

Univariate Analysis Adjusted Analysis
Factor OR (95% Cl) PValue OR (95% Cl) PValue
SSi 2.49(1.82-3.41) <.001 3.27 (2.09-5.13) <.001
Ribavirin use 0.68(.23-1.93) 470 0.04 (.004-.48) 01
Corticosteroid use 5.65(2.31-13.77) <.001 0.22 (.039-1.27) 092

Abbreviations: Cl, confidence interval; OR, odds ratio; 55|, severity scoring index.

Clin Infect Dis 2013



MAJOR ARTICLE

Severity Scoring Index for Crimean-Congo
Hemorrhagic Fever and the Impact of Ribavirin

and Corticosteroids on Fatality

Basak Dokuzoguz,' Aysel Kocagiil Celikbas,' Sebnem Eren Gdk,' Nurcan Baykam,' Mustafa Necati Eroglu,’ and

Onder Ergdniil®

'Clinical Microbiology and Infectious Diseases Clinic, Ankara Numune Education and Research Hospital, Ankara, and “Infectious Diseases and Clinical

Microbiology, Kog University, School of Medicine, Istanbul, Turkey

Table 2. Effects of RBV and Additional Therapy on CFRs Among Patients With Crimean-Congo Hemorrhagic Fever, Stratified by SSI

CFR, % (Proportion of Patients), by RBV Status CFR, % (Proportion of Patients), by CS Status
SSI, Disease Severity RBV No RBV FPValue CS No CS FPValue
0-2, mild 0(0f77) 0 (0/26) 0 0 (0/103)
3-9, moderate 1.49(2/134) 17 (3/18) 001 4(1/28) 1(1/1086) 308
10-13, severe 67 (16/24) 100 (2/2) 326 50 (8/16) 100 (8/8) 014

Abbreviations: CFR, case-fatality rate; CS, corticosteroid; RBV, Ribavirin; 551, severity scoring index.

Clin Infect Dis 2013




Confounding by indication

Fresh frozen plasma Thrombocyte suspension

Survived cases fatal cases Survived cases fatal cases
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The Role of Ribavirin in CCHF

w2 viremia

EARLY
PHASE

JAST and ALT

/

Incubation
3-7 days

Prehemorrhagic period
1-7 days
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Ribavirin could be more effective in early phase

Ergonul O. Treatment of CCHF, Antivir Res 2008




Early use of ribavirin is beneficial in Crimean-Congo hemorrhagic fever

The study included patients who were hospitalized between 2005 and 2010 at the
Infectious Diseases Department of Kastamonu Dr. Miinif [slamoglu Hospital in the
Kastamonu Province of Turkey. In total, 342 confirmed cases of Crimean-Congo

hemorrhagic fever (CCHF) were included in the study.

The overall case fatality rate was 2.9%. In multivariate analysis, the
patients that were admitted to the hospital within 2 days after onset of
symptoms (odds ratio [OR]=S, confidence interval [CI] 0.31-0.86) and
received oral ribavirin (OR=0.12, CI 0.05-0.26) were less likely to
become more severe cases and less likely to be transferred to the tertiary

care centers.

Vector Borne Zoonotic Dis. 2014 Ozbey SBI, Kader C, Erbay A, Ergéniil O.



Etik Degerlere Bagli Kaliniz ve Bildiginiz Konularda Séz Séyleyiniz

Perspective

Ribavirin is not effective against Crimean-Congo hemorrhagic fever:
observations from the Turkish experience™

Bahadir Ceylan, Aylin Calica, Oznur Ak, Yasemin Akkoyunlu *, Vedat Turhan

Faculty of Medicine, Department of Infectious Diseases and Clinical Microbiology, Bezmialem Vakif University, Vatan Cad.,, Fatih 34093, Istanbul, Turkey

Table 1

CCHF-related mortality rate and ribavirin use in Turkey, 2004-2007
Year Total number of Number of patients Mortality

CCHF patients using ribavirin rate

2004 249 169 (67.9%) 5.2%
2005 266 58 (21.8%) 4.9%
2006 438 71 (16.2%) 6.2%
2007 717 85 (11.8%) 4.6%



Intermational Journal of Infectious Diseases 29 (2014) 296

Contents lists available at ScienceDirect

International Journal of Infectious Diseases

INTERMATIONAL SOCIETY

FOR INFECTIOUS DISEASES

journal homepage: www.elsevier.com/locate/ijid o
Letter to the Editor
Evidence supports ribavirin use in @ CrossMark the use of ribavirin were to be infected with the CCHF virus (which
Crimean-Congo hemorrhagic fever I sincerely hope never occurs), would they reject ribavirin

treatment? Then, remember the Hippocratic Oath: primum non
nocere. So, why not give this treatment to the patients?

The Perspective “Ribavirin is not effective against Crimean- Conflict of interest: No conflict of interest to declare.

If the physicians who are against the use of ribavirin were to be infected
with the CCHF virus (which I sincerely hope never occurs), would they
reject ribavirin treatment?

QGalen: primum non nocere.

So, Why not give this treatment to the patients?
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TABLE 14A - ANTIVIRAL THERAPY (NON-HIV)*

VIRUS/DISEASE

DRUG/DOSAGE

SIDE EFFECTS/COMMENTS

Adenovirus: Cause of RTls including fatal pneu-
monia in children & oungaaduns and 60% mortality
in transplant pts (CID 43:331, 2006). Frequent cause
of cystitis in transplant patients. Findings include:
fever, 1 liver enzymes, leukopenia, thrombocyto-
penia, diarthea, pneumonia, or hemorrhagic cystitis.

In severe cases of pneumonia or post HSCT":

Cidofovir

. x 2 wks, then q 2 wks + probenecid 1.25 gmyM’ given
3hrs belore cidofovir and 3 & 9 hrs after each infusion

o Or 1 mg/kg IV 3x/wk.

For adenovirus hemorrhagic cystitis (CID 40:199, 2005; Transplantation.

2006b 81:13?8): Intravesical cidofovir (5 mg/kg in 100 mL saline instilled

into bladder) .

Successful in 3/8 immunosuppressed childrein (CID 38:45, 2004)
& 8 of 10 children with HSCT (CID 41; 1812, 2005).
| in virus load predicted response to cidofovir .

Coronavirus—SARS-CoV (Severe Acute
Respiratory Distress Syn.) (see CID 36:1420, 2004)
new coronavirus, isolated Spring 2003 (NEJM
348:1953 & 1967, 2003) emerged from China &
spread from Hong Kong to 32 countries. Effective
infection control guidelines controlled the

epidemic.

Therapy remains predominantly supportive care. Therapy tried or
under evaluation (see Comments):

Ribavirin—ineffective.

Interferon alfa + steroids—small case series.

Pegylated IFN-o: effective in monkeys.

Value of corticosteroids alone unclear.

Inhaled nitric oxide improved oxygenation & improved chest x-ray
(CID 39:1531, 2004).

Other coronaviruses (HCOV-229E, OC43, NLE3, etc.) implicated as cause of
croup, asthma exacerbations, & other RTls in children (CID 40:1721, 2005;
JID 191:492, 2005). May be associated with Kawasaki disease

(JID 191:489, 2005).

Enterovirus—Meningitis: most common cause of
aseptic meningitis.

CR or CSF valuable for early dx (Scand J Inf Dis
34:359, 2002) but | sensitivity >2 days of
symptoms. PCR on feces pos. in 12/13
specimens, 5-16 days after clinical onset (CID

No rx currently recommended; however, pleconaril (VP 63843) still
under investigation.

Hemorrhagic Fever Virus Infections: For excellent
Congo-Crimean Hemorrhagic Fever (HF) (CID
39:284, 2004)

Tickborne; symptoms include N/V, fever,
headache, myalgias, & stupor (1/3). Signs:

Oral ribavirin, 30 mg/kg as initial loading dose & 15 mg/kg q6h x
4 days & then 7.5 mg/kg x 6 days (WHO recommendation) (see
Comment). Reviewed Antiviral Therapy 78:181, 2008.

No clinical benefit demonstrated in double-blind placebo-controlled study in
21 infants with enteroviral aseptic meningitis (PIDJ 22:335, 2003). Large
Phase Il study underway for enteroviral sepsis syndrome (www.NIH.gov).

reviews, see Med Lab Observer, May 2005, p. 16, Lancet Infectious Disease Vol 6 No 4.

3/3 healthcare workers in Pakistan had complete recovery (Ln 346:472,
1995) & 61/69 (89%) with confirmed CCHF nx with ribavirin survived in Iran
(CID 36:1613, 2003). Shorter time of hospitalization among ribavirin treated
pts (7.7 vs. 10.3 days), but no difference in mortality or transfusion needs in

conjunctival injection, hepat , petechiae study done in Turkey (J Infection 52: 207-215, 2006)

(1/3). Lab: | platelets, | WBC, t %La% AST, LDH

& CPK (100%).

Severe outbreak of Ebola in a 308 cases carcasses {Science 303:387, 2004). Marburg reported in African Fruit Bat,

with 277 deaths by 5/3/05 (NEJM 352:2155,
2005, LnID 5:331, 2005). Major epidemic of
Marburg 1998-2000 in Congo & 2004-5 in
Angola (NEJM355.866, 2006)

Rousettus aegyptiacus (PLoS ONE, Aug 22, 2007).

With pulmonary syndrome: Hantavirus
puimonary syndrome, “sin nombre virus”

No benefit from ribavirin has been demonstrated (CID 39:1307, 2004).

Acute onset of fever, headache, mralgias. non-productive cough, thrombo-
cytopenia and non-cardiogenic pulmonary edema with respiratory in-
sufficiency following exposure to rodents.

With renal syndrome: Lassa, Venezuelan,
Korean, HF, Sabia, Argentinian HF, Bolivian HF,
Junin, Machupo

Oral ribavirin, 30 mg/kg as initial loading dose & 15 mg/kg q6h x
4 days & then 7.5 mg/kg x 6 days (WHO recommendation)

(see Comment).

Toxicity low, hemolysis reported but recovery when treatment st . No
significant changes in WBC, platelets, hepatic or renal function. See CID

36:1254, 2003, for management of contacts.

' HSCT = Hematopoietic stem cell transplant

* See page 3 for abbreviations. NOTE: All dosage recommendations are for adults (unless otherwise indicated) and assume normal renal function.

Sanford Guide s



Early Ribavirin Use in CCHF:

Zahedan, southeast of Iran G )
) 58 survived
<72 hours ) .
) . ) ’ 2 died
91 patients, § )
18 fatality ( )
) ’ ) 15 survived
>72 hours ) .
) ’ 16 died
P<0.001

Sharifi-Mood B, et al. Arch Iran Med 2009



Ribavirin for patients with Crimean-Congo haemorrhagic

fever: a systematic review and meta-analysis

Onyargdardan arinmak:

o [ran neden caligmalara alinmiyor? .
Iran
Mardani 1.29(0.97,1.71) 7.68 97/139 26/48
Alavi-Naini —_— 2.29(1.27,4.13) 2.08 199/236 7/19
Subtotal
H‘?= 66.2%, P=0.086) 1.62(0.93, 2.80) 2377
Turkey
Ergonul - 1.00 (0.83, 1.20) 14.40 8/8 26/27
Ozkurt - 1.0Z (0.86, 1.21) 15.41 20022 34/38
Cevik 0.79(0.34, 1.85) 1.04 4/9 9/16
Tasdelen Fisgin 1.27 (0.88, 1.85) 4.85 38/41 8/11
Elaldi - 1.05 (0.96, 1.15) 26.85 117/126 81/92
Koksal + 0.99 (0.91, 1.08) 27.69 G0/64 68/72
Subtotal 1.02 (0.97, 1.08) 90.23
(I¥= 0.0%, P = 0.745)

; 1.06 (0.97, 1.16) 100.00
Overall (I?=42.3%, P=0.097)
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Infeksiyon Hastaliklari Yayin Sayisinda
2011 itibariyle Iran Turkiye’yi gecti

1996 | 1997 | 1998 | 1999 | 2000 | 2001 | 2002 | 2003 | 2004 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013
H Turkey| 62 73 76 74 91 126 | 180 | 222 | 262 | 306 | 327 | 331 | 321 | 378 | 432 | 496 | 437 | 398
H[ran 6 8 11 5 17 15 23 32 46 54 104 | 171 | 244 | 271 | 393 | 536 | 428 | 571
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Study name Statistics for each study Odds ratio and 95% Cl

Odds Lower Upper

ratio limit limit Z-Value p-Value
Koksal 2010 1.125 0270  4.683 0.162 0.871 —
Fisgin 2009 0.268 0.047 1518 -1.488 0.137 =
Cevik 2008 1.058 0.402 2784 0.113 0.910 ——
Ergonul 2006 0.348 0.013  9.000 -0.636 0.525 5
Ozkurt 2006 0.864 0146 5105 -0.162 0.872 =

Elaldi 2009 0597 0238 1501 -1.096 0.273 —i

Ertugrul 2009  1.629  0.060 44008 0.290 0.772

Mardani 2003 0199 0081 08650  -2672 0.008 11—

Alavi 2006 0248 0111 0553  -3.407 0.001 -
0475 0314 0719  -3.526 0.000 ‘

0.01 0.1 1 10 100
Favours Favours
Ribavirin No Ribavirin

Ozturk and Ergonul, Klimik 2011 (abst)



Study name

Fisgin 2009
lzadi 2009
shanf 2009

Eaﬂy Use 1s More Effective

Statistics for each study

Odds Lower Ubper
ratio  limit imit Z-Value
0476 0040 5671 -0.587
0395 0127 1223 -16M1
0063 0017 023 -4 168
0199 0089 0445 -3928

Ockls ratio and 95%Cl
p-Value

0.557 =

0107 —.——

0.000 —i—

0.000 '.

0.01 01 1 10 100

Favours Favours
Early Late
Ribavirin Ribavirin

Ozturk and Ergonul, Klimik 2011 (abst)



PAPER

A randomised controlled trial of ribavirin in Crimean
Congo haemorrhagic fever: ethical considerations

B Arda," A Aciduman,’ J C Johnston??

CONCLUSION

There is universal agreement that placebo-controlled trials
should be prohibited in life-threatening conditions if an existing
treatment is effective at prolonging or preserving life. The
available literature provides convincing evidence that CCHEF
may be effectively treated with prompt administration of riba-
virin. It is the standard of care in several nations, and ratified by
the Centers for Disease Control and WHO. Therefore, it would
be decidedly unethical to conduct an RCT of ribavirin in patients
harbouring this life-threatening disease.

] Med Ethics 2011



VHF Human to human transmission
Ebola High
Marburg High

Lassa Moderate
S.America Low

Hantaan No

RV No

CCCF High

Yellow fever | No

Dengue No

Omsk Not reported
Kyasanur Not reported
Alkhumra Not reported




Nosocomial Infection in Tajikistan, 2009

Index case
50, male, FATAL

Physician Wife Brother 39 contacts
47, m, FATAL 47, m, survived 42, m, FATAL 27 HCWs

Ergonul O, et al. WHO report, 2009
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Eline igne batan 18 yasindaki Kubra KKKA'dan oldii
14/06/2009 0200 A* A" % -

Kirsal kesimde, 1200 kdyde can alan KKKA bu kez
geng saglik teknikerini oldiirdii. Hastayla ilgilenirken
eline igne batan Kiibra Yazim kurtarilamadi

Haber: ISMAIL TEMIZ / Arsivi
MURAT SANDIKCI / Argivi

Kiibra Yazim (solda), ilgilendigi hastanin oldigi giin yiksek ates, titreme ve
halsizlik sikayetleriyle yogun bakima kaldinlmigti,
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anldyo Dunya Ekonoml - Bllim ve Teknoloji - Egitim - Kiltir Sanat - NTV Spor - Yagam - Saglik - Otomobil
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_ﬁ— Anasana Tirkiye Giincelleme: 13:40 TS| 16 Haziran. 2009 Sal
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Tirkiye 5

Diinya . Akdag: Kiibra Hemsire'nin oliimii arastirilacak
Ekonomi Saghk Bakani Recep Akdag, Kinnm Kongo Kanamali Atesi hastasi bir kisiden

kan alirken viriis kaparak yasamini yitiren Kiibra Hemsire'nin oliimii ile ilgili
sorusturma baslatildigini soyledi. Akdag, "Saglik calisanlarinin giivenligi bizim

Kiltir Sanat D

Bilim ve Teknoloji icin cok onemli" dedi.
Egitim D NTV
Guncelleme: 13:40 TSI 16 Haziran. 2009 Sali
Yasam
ANKARA - Saglik Bakani Recep Akdag, NTV'den
NTV Spor : o
Nermin Yurteri'nin sorularini yanitladi.
Saglik

Saglik Bakani Akdag, Samsun’'da Kinnm Kongo
Hava Yol Kanamali Atesi hastasi bir kisiden kan alirken
eline igne battidi igin hastalanan Kiibra
Hemsire'nin yasamini yitirmesinden tzintu
Otomobil D duydugunu sdyledi.

Yesgil Haber D

Ortak Gelecek n Akdad. sunlan savledi: “Sadlik calisanlarinin



lineyi yanlislikla kendine batiran doktor dldii

Ondokuz Mayis Universitesi (OMU) Saglik Arastirma ve Uygulama Merkezi acil servisine bagvuran Kinm Kongo
Kanamali Atesi (KKKA) hastasinda kullamilan igneyi yanlislikla kendine batiran doktor Mustafa Bilgic, tedavi
gordiigii yogun bakim servisinde miidahalelere ragmen kurtarilamad..

< UL 2012, 11:42

< GONDEN,
Evdeki hesap
Garanti Mortgage’a
uyar!

Mortgage Uzmarm Garanti'ye
gelin, butgenize uygun cdeme
segenekleriyle kendi evinizin

B g Sarayda Hanedan'in
muhtesem diuigiinii
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Transmission of CCHF to HCW:s

Clinical manifestations, demographic variables, risk factors and outcome of nosocomial and index cases of Crimean-Congo hemorrhagic fever, Iran*

Age, Incubation
Case years  3ex Bleeding manifestations Fever Job Contact type/details of exposure Outcome  period, days

Index 1 55 M  GI bleeding, epistaxis Yes Shepherd Animal contact Dead NA
Secondary 1 32 M  Petechia Yes Physician Physical contact without gloves, blood

splashing into face, performing gastric

lavage Alive 14
Tertiary 1 26 F  Hematemesis, vaginal bleeding, Yes Physician Physical contact without gloves, blood

epistaxis, hematuria sampling, providing intravenous access,

touching skin, contact with sweat and

saliva, sexual contact Dead 12
Index 2 65 M  GI and pulmonary hemorrhage Yes Farmer Animal contact Dead NA
Secondary 2 32 M  Petechia, purpura Yes Physician Physical contact without gloves, intubation,

resuscitation, blood splashing into face Alive 22

3 out of 5 (60%) died

No ribavirin use 10 years ago in Iran

Mardani, et al. Am ] Trop Med 2009
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Is Ribavirin Prophylaxis Effective for Nosocomial

Transmission of Crimean-Congo Hemorrhagic Fever?

Rahmet Guner, Prof Dr! Imran HEISEII"IOQ|U,2 Mehmet Akin Tasy,raran,1 Derya Yapar,E'

Siran Keske* Tumer Guven,® and Gul Ruhsar Yilmaz

TaBLE 1. SUMMARY OF EXPOSURE AND ProGNOSIS OF HEALTH CARE WORKERS AND PRECAUTIONS

Bleeding in Adverse
the index  PCR of the Survey of the Post-exposure  effect of
Case Occupation Age Type of injury Glove Mask Gown Goggle case index case index case ribavirin ribavirin  PCR
1 Doctor 27  Needlestick injury Yes Yes Yes Yes Yes + Cure Yes None -
2 Doctor 26  Needlestick injury Yes No No No Yes + Cure Yes Fatigue -
3 Doctor 34 Aerosolization of Yes No No No Yes + Exitus No None +
infected blood
4 Nurse 30 Needlestick injury Yes Yes Yes Yes No + Cure Yes None -
5 Nurse 37  Needlestick injury No No No No No + Cure Yes Fatigue, -
myalgia
6 Nurse 29  Contact of the skin  Yes No No No No + Cure Yes None -
and mucosal
surfaces with
infected blood
7 Doctor 27  Needlestick injury Yes Yes Yes Yes Yes + Exitus Yes Fatigue, -

myalgia
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Is Ribavirin Prophylaxis Effective for Nosocomial
Transmission of Crimean-Congo Hemorrhagic Fever?

Rahmet Guner, Prof Dr! Imran Heusanoglu,2 Mehmet Akin Tasyaran,‘ Derya Yapar,E'
Siran Keske* Tumer Guven,® and Gul Ruhsar Yilmaz

Conclusions

In preventing the transmission of CCHEF, it should always
be kept in mind, especially in serious CCHF cases, that there
can always be bleeding. Barrier precautions should never

be neglected. Ribavirin is the drug of choice currently avail-
able and seems effective in cases of nosocomial transmission

of CCHEF.



Crimean-Congo
Hemorrhagic Fever
among Health Care

Workers, Turkey

Aysel Kocagul Celikbas, Basak Dokuzoguz,
Nurcam Baykam, Sebnem Eren Gok,
Mustafa Necati Eroglu, Kenan Midilli,

Herve Zeller, and Onder Ergonul

Table 1. Clinical and laboratory findings of HCWs in whom Crimean-Congo hemorrhagic fever developed afier occupational exposure,
Turkey, 2004—2011"t

Body Leul-:nc:'g'tesf F’Iatel-.a"[s;f

HCW, outcome temperature, °C Bleeding mm?® AST ALT APTT  Fibnnogen S5l

1, survived 38.5 No 800 42,000 425 346 44 225 Moderate
2, survived 37.2 No 1100 53,000 145 81 43 270 Mild

3, died 40.5 Ecchymosis, 11,100 40,000 291 277 a0 171 Severe

hematemesis,
melena,
hematuria

4., survived 405 No 2,900 78,000 150 110 374 250 Mild

5, survived 39 Epistaxis 1,800 58,000 167 129 64 218 Moderate
6, survived 405 No 1,800 44 000 123 216 40.5 165 Moderate
T, survived 391 No 3,100 13,000 418 132 40.9 170 Moderate

*HCW, healih care worker; AST, aspartate aminotransferase; ALT, alanine aminotransferase; APTT, activated partial thromboplastin time ; 551, severity
score index.

TReference values: leukocytes, 4 0001 1,D[I-D.fmm3; platelets, 15{],DEI-D—45l],l]EI-Dnﬂm‘]; AST, <50 IV ALT, <h0 IW/L; APTT, 2436 sec; fibrinogen, 200
400 ma/dL.

Emerg Infect Dis 2014
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