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OLGU

* 59 vyas, erkek, sigortaciliktan emekli, bekar

* |shal, karin agrisi, ates = ACIL SERVIS

— ishal 1.5 ay 6nce basliyor

— glinde 15 — 20 kez olarak basliyor, 30 — 40’a kadar cikiyor
— her seferinde bol miktarda diskilama oluyor

— karin agrisi var, tenezm var

— bulanti-kusma yok, yutma glicligi yok

— kan var, mukus yok

— arada bir Gstime—titremeli ates geliyor; 6lcmemis

— zamanla diskilama sikligi gtinde 5 — 10’a dusuyor

— saghk kurumuna basvurmuyor, ila¢ kullanmiyor, diyet
(seftali-patates yiyerek) yapiyor



OLGU

bu stirecte 10 kg kaybediyor

hastane basvurusundan 2 hafta 6nce ayaktan baslayip, zamanla tim
bacagi iceren bilateral sislik oluyor

— hasta bu nedenle ylireyemeyecek hale geliyor

taze sut tuketiyor, bu sttten yogurt yapip yiyor
hayvan, doga temasi yok

seyahat dykusu yok

cevresinde baska ishal olan yok

riskli besin tiketimi tariflemiyor

bitkisel ilac tiketmiyor

sistem sorgulamasinda baska 6zellik yok



OLGU

. Ozgegm|§
DM, HT, KAH, KBY tanilari yok
e gecirilmis tiberkuloz yok
* oral kandidiyaz, genital llser, zona 6ykusu yok
* enson riskli cinsel iliski 5 yil 6nce

e 8ayonce (Aralik ayinda) 7 ve 10 gin sliren iki grip benzeri
hastalik gecirmis
e ates, yaygin viicut agrisi var
e agizici Ulser, bogaz agrisi, boyunda beze veya dokunti olmamis

e Aliskanliklar
— 30 paket-yil sigara, alkol sosyal icici
— uyusturucu madde kullanimi bildirmiyor



Fizik Muayene

GD iyi-orta, koopere-oriente
Ates 36° C, Nb 72/dk, SS 16/dk, KB: 110/67 mmHg

Bas/boyun
— orofarenks dogal, LAP yok
Solunum sistemi
— ral, rhonchus yok; her iki hemitoraks solunuma esit katiliyor
Kardiyovaskuler sistem
— S1, S2 dogal; ek ses, tfurim yok
Gastrointestinal sistem
— hipogastrik ve sol alt kadran palpasyonla hassas, rebound yok
— KC nonpalpable, traube acik
Ekstremite
— her iki bacak timuyle sis ve 6demli, gode birakiyor
— bilateral ayak bilegi ve pretibial bolgede kizariklik ve 1si artisi var
Cilt muayenesi
— dokuntiu yok



Baslangic Tetkikler

* Biyokimya — CRP 78 mg/L ( X 15.6)

— Na 130 mEg/L — Prokalsitonin 0.1 ng/mL (O-
K 3.8 mEq/L 0.5)

— Ca 6.7 (c8.7)mg/dL * Hemogram
PO, 1.68 mg/dL — WBC 3100 hc/mm3

— BUN 12 mg/dL Ne % 64 (2000 hc/mm?3)
Kreatinin 0.75 mg/dL Ly % 24.5 (800 hc/mm?3)

— ALT 19 U/L AST 20 U/L — Hb 8.1 g/dL HCT %24.1
TB 0.37 mg/dL MCV 83.5fL

— Albumin 1.44 g/dL — PIt 171,000 hc/mm3

Total protein 4.38 g/dL

PT15.1sn INR1.28
aPTT 26.3

TIT: protein (- ), RBC 1, WBC 1

* Diski mikroskopisi

— Lokosit ve eritrosit goruldu



OLGU-OZET

Uzamis ishal (enterokO“t)
— invazif/ inflamatuar

Her iki bacakta ileri odem

Derin hipoalbuminemi

— nefrotik sendrom degil

— KC sentez bozuklugu degil
— emilim?

Lenfositopeni

Acil servisteyken anti-HIV
isteniyor ve pozitif bulunuyor



Servis Testleri

* Seroloj e CDA4 yiizdesi ve sayisi
) aHfff\,fés'( )f)”t"HBC BG{+)  _\y: 4100 X %22=902
— anti-HCV (=) —9%33

— anti-HAV-I1gG ( +)
— VDRL/RPR (=)
— anti-toksoplasma 1gG ( - )

— anti-CMV-IgG ( +) * HIV-RNA
—166,606 kopya/mL

—298 hc/mm?

* Biyokimya
— 25-0OH Vitamin D 8.88 ng/mL



Servis Seyri

Sivi, elektrolit destegi
Albumin infuzyonu, ditretik
Total parenteral nutrisyon
Kan kalttru

Acilde siprofloksasin ve metronidazol p.o.
baslanmisti

— metronidazol ile devam edildi

Serviste diskilama siklig ve seyri
— 3-5 kez/giin; bazen civik, bazen kati




Causes of diarrhea in patienls with AIDS

Protozoal

Bacterial
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Servisteyken Kronik ishaline
Yonelik Tetkikler

Diski kiltdrd | * Gastrointestinal patojen
— Patojen salmonella, shigella
iremedi paneli (PCR): negatif ( X 1)
Giardia antijeni _ Salmonella spp
— negatif (x2) '
Entamoeba histolytica antijeni — Campylobacter spp. (jejuni
— negatif (x2) ve coli)
Clostridium difficile toksin A/B :
_ negatif (x2) — Shigella spp.
Diskida parazit incelemesi — EIEC
— negatif ( X 3)

— Shigatoxin 1 ve 2
Diskinin modifiye EZN

boyanarak incelenmesi
— negatif ( X 3)



Anti Retroviral Tedavi

* HIVila¢ direnciicin plazma 6rnegi alindiktan sonra
ART baslandi

— Truvada (TDF/FTC) tb 1x1  ac/tok
— Prezista (darunavir) tb (400mg) 1x2  tok
— Norvir (ritonavir) tb (100mg) 1x1 tok

— Tivicay (dolutegravir) tb (50mg) 1x1  ac/tok

 polivalan katyonlu ilaclarla (Al/Ca/Mg iceren antiasit/ laksatif)
alinmamali; soda?

DTG 2 saat 6nce veya 6 saat sonra alinabilir

* Kolonoskopi planlandi



Kolonoskopi (normal goriiniim)

DR. ML¥




Kolonoskopi

B inen kolon

B pattiim Bl pavtiim “ Ralbtiim

Rektumdan baslayarak inen kolona kadar ilerleyen yaygin ulserler ve pseudopolipler




Tahmin




Patolojik Tani

* Immunhistokimya paneli
— HHV-8: negatif

— CMV: seyrek ve daginik nuikleer immunekspresyon
saptandi

e Patoloji tanisi

— Ulserasyon, grantilasyon dokusu, 6demli kolon
mukozasi, rektum, kolonoskopik biyopsi

* Epikriz
— Immunhistokimyasal olarak CMV pozitifligi nedeni ile
etiyolojide CMV koliti distnulmustir



Baykus Gozii




CMV-H &E




CMV-immunhistokimya




Anti-CMV Tedavi?

Hastanin GDu iyi, bacak 6demi geriledi

Ishali geriledi ama diskilama paterni
normallesmedi

Patolojik tani CMV koliti ile uyumlu ancak
hastanin CD4 eksikligi beklenen derinlikte
degil

Bilateral fundus muayenesi dogal
Kolonoskopi tekraru...



Kolonoskopi (tekrar)

B Cikan kolon Bl Transvers koion

B Rektum Bl Rektum dicrali

Ulserler ve pseudopolipler rektumda devam etmekle beraber lezyon miktarinda gerileme mevcut




Tedavi Optimizasyonu

e Darunavir ve ritonavir kesildi

* Truvada 1x1tb ve dolutegravir 1x50 mg olarak
devam edildi

* Valgansiklovir 450mg tb 2x2tb (900mg/glin)
baslandi



ART’ye Yanit

- 01.07.2015 08.07.2015 10.08.2015 09.09.2015

ART gunu Baslangi¢ 1. ay

HIV-RNA (k/mL) 166,606 - 1415 144
CMV-DNA (k/mL) - 5717 ; <80
WBC sayl/mm3 4100 5099 4100 7400
% lenfosit %22 %27 %44 %31
lenfosit sayi/mm?3 902 1378 1800 2300
% CD4 %33 %29 %38 %30
CD4 sayi/mm?3 298 400 684 690
Hb, g/dL 8.1 9.8 11.2 13.6
Alblimin, g/dL 1.44 2.6 3.3 3.6

Total protein, g/dL 4.38 6.19 7.21 7.3

Ca, mg/dL 6.7 (8.7) 7.6 (8.7) 8.3 (8.9) 8.8

PO,, mg/dL 1.68 1.94 3.42 3.1
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FIGURE 124-1 Natural history of HIV infection in the absence of
therapy in a hypothetical patient. (From Fauci AS, Pantaleo G, Stanley
S, et al. Immunopathogenic mechanisms of HIV infection. Ann Intern Med.
1996,124:654-663.) Mandell, 8t ed.
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diagnosis of opportunistic diseases in HIV-infected patients. Boxes

Mandell, 8th ed.




Review article: the aetiology, investigation and management of
diarrhoea in the HIV-positive patient

N. A. Feasey*!, P. Healey! & M. A. Gordon® Aliment Pharmacol Ther 2011; 34: 587-603
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Loss of Cytomegalovirus-Specific CD4" T Cell Responses in Human
Immunodeficiency Virus Type 1-Infected Patients with High CD4" T Cell
Counts and Recurrent Retinitis

Krishna V. Komanduri,"** Judith Feinberg,’ 'Gladstone Institute of Virology and Immunology, Departments

Robert K. Hutchins,”” Ronald D. Frame," of *Medicine and *Microbiology and Immunology, University

Diane K. Schmidt,' Mohan N. Viswanathan,"* of California, San Francisco, and *Quest Clinical Research,
. . )

San Francisco, California; Departments of *Medicine
and “Ophthalmology, University of Cincinnati College
of Medicine, and "Cincinnati Eye Institute, Cincinnati, Ohio

Jacob P. Lalezari,' and Joseph M. McCune'**

Clinical histories are reported for 2 patients treated with highly active antiretroviral therapy
(HAART) who experienced multiple relapses of cytomegalovirus (CMYV) retinitis, despite
suppression of human immunodeficiency virus type 1 (HIV-1) viremia and improvement in
CD4* T cell counts (to >400 cells/gL). CMV-specific CD4* T cell immune reconstitution was
measured directly, using cytokine flow cytometry, which revealed persistent deficits in CMV-
specific CD4" T cell responses in both patients. CM V-specific T cells constituted 0.14% and
0.05% of the total CD4" T cell count in these patients, which is significantly lower than the
percentages for 34 control subjects (0.6%46%; CD4" T cell count range, 7-1039 cells/uL;
P = .019). Deficits in pathogen-specific immune responses may persist in some individuals,
despite suppression of HIV-1 replication and substantial increases in circulating CD4" T cells
after HAART, and such deficits may be associated with significant morbidity from oppor-
tunistic infections.

The Journal of Infectious Diseases 2001;183:1285-9
© 2001 by the Infectious Diseases Society of America. All rights reserved.
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Figure 2. Cytomegalovirus (CMV)-specific CD4" T cell responses
in a human immunodeficiency virus (HIV)-1-infected control subject
and in HIV-1-infected patients with recurrent retinitis. Peripheral blood
mononuclear cells were stimulated with CMV antigens and were stained
for an activation marker (CD69) and for intracellular tumor necrosis
factor (TNF)-a. CMV-specific CD4" T cell frequencies (percentage
shown in each plot) were determined by CD69*TNF-a "~ cells. 4, CMV-
specific response (2.18%) in a CMV-seropositive, HIV-1-infected con-
trol subject with a CD4" T cell count of 438 cells/uL is typical of
responses in individuals without a history of CMYV retinitis [5]. B,
Response (0.14%) in patient 1 during a period of retinitis quiescence
in August 1998. C, Response (0.05%) of patient 2 at the time retinitis
recurred in his right eye in January 1999.



HIV-CMV Hastaligi-CD4

In addition to absolute CD4 counts, CMVR may be
correlated with other predictive factors; for example,
rapid decline in CD4 counts by >100 cells per ul after
diagnosis of CMVR,34 high HIV viral loads > 100000
copies per ml, and presence of CMV viremia.’ Other risk
predictors, such as trends in CD4 counts and viral load
should also be considered. Therefore, the clinical
diagnosis of CMVR should not be dismissed in the
presence of a normal CD4 count.

BC Ang and S5C Teoh

National Healthcare Group Eye Institute, Tan Tock
Seng Hospital, Singapore, Singapore
E-mail: Stephen_Teoh@ttsh.com.sg

Eye (2012) 26, 1153-1154; doi:10.1038/eye.2012.105;
published online 18 May 2012



Guidelines for the Prevention and Treatment of
Opportunistic Infections in HIV-Infected Adults
and Adolescents

$ “ . . .
> Recommendations from the Centers for Disease Control and Prevention,
: C the National Institutes of Health, and the HIV Medicine Association
of the Infectious Diseases Society of America

Cytomegalovirus Disease (Last updated October 28, 2014; last reviewed July 8,
2013)




Herpesviridae ailesinden cift sarmalli
DNA virusu

Eriskin yas grubunda seroprevalanslik %40 - %99

immun kacis mekanizmalari < etkin hiicresel ve
humoral immunite

primer enfeksiyon sonrasi hayat boyu latent kalir

— miyeloid soy (monosit/makrofaj), vaskiler endotel,
renal epitel, tikaruk bezi, pneumositler, fibroblastlar,
noronal hicreler, diz kas hucreleri

latent <& litik



Epidemiyolojisi

 CMV hastaliginin cogu seropozitiflerde gerceklesir
— re-aktivasyon veya re-enfeksiyon

* CMV hastaligi riski

— ilerlemis immunosupresyon
* CD4 <50 hucre/mm?3

— daha dnceki firsatci enfeksiyonlar
— yuksek diizey CMV viremisi (bir deger?)
— yuksek plazma HIV-RNA diizeyi (>100,000 kopya/mL)



Epidemiyolojisi

e Etkin ART Oncesi
— AIDS’li hastalarin %30’'unda CMV retiniti

 Etkin ART’la birlikte

— bu oran %75 - %80 oraninda geriledi {




Belirti ve Bulgular

Retinit
— CMV’ye bagli en sik tutulan organ

Kolit
— CMV’ye bagli organ tutulumu olanlarin %5 - %10

Ozefajit
Pnomonit

Norolojik tutulum
— demans, ventriktloensefalit, poliradikilomiyelopati



CMV koliti

Dusuk ates, kilo kaybi, istahsizlik, karin agrisi,
siddetli ishal, kiriklik

Perforasyon yapip akut karina sebep olabilir

— kalin barsakta ve ozellikle cekumda
BT'de kolon duvarinda kalinlasma goérulebilir

Kanama ve perforasyon hayati tehdit eden
komplikasyonlaridir



CMV koliti tanist

* Organ tutulumlu CMV hastaligi tanisinda
— PCR ile viremi saptanmasi

e duyarhlk ve 6zgullGgt dastk

* Endoskopi ile mukozal Glserlerin saptanmasi
ve histopatoloji ile intrantkleer/
intrasitoplazmik inkltzyonlari gésterilmesi



Korunma
CMV’ye maruziyeti 6nleme

e HIV tanisi alanlarda anti-CMV-IgG bakilmali

* Seronegatifler
— cocuk bakimi, krese giden cocugu olmasi = risk
— el hijyeni ve eldiven kullanimi

— seronegatiflerden veya lokosit filtrelenmis kan ile
transfizyon

— riskli cinsel temastan kacinma ve kondom
kullanimi



Korunma
CMV hastaligini dnleme

 ART ile CD4 >100 hc¢/mm?3
e Etkin ART Oncesi donemde

— oral gansiklovir ile primer profilaksi etkili bulunmus

* Cagdas ART doneminde

— CD4 <100 hc/mm?3 ve CMV viremisi olanlarda plasebo
kontrollli deneme

— Organ tutulumlu hastaligi 6nlemede faydasi
gosterilememis

— ART alsin almasin valgansiklovirle primer profilaksi
onerilmiyor (Al)



Korunma

Hastalik belirtilerini erken tanima ve uygun
tedaviyi baslama

Hastalari bilgilendir (gozde ytzen cisimcikler,
gorme keskinliginde azalma, or. gazete okurken)
(BIII)

CD4 <50 hc/mm3 olanlarda yillik oftalmolojik
muayene (Clll)

HIV Medicine 2013

— CD4 <200 hc/mm? olanlarda 3 — 6 ayda bir dilate
pupille fundoskopik muayene



CMV koliti tedavisi

Retiniti disladiktan sonra ART basla

— retinit varsa ART oncesi 2 hafta anti-CMV tedavi verilmeli (IRISi
onlemek icin)

Anti-CMV tedavi
— 21 -42 gliin sure ile (Cll) veya
— belirti ve bulgular diizelene kadar
Gansiklovir 2 X 5mg/kg IV baslayip
— hasta oral almaya basladiginda valgansiklovir 2 X 900 mg PO (BI)
— Valcyte 450mg film tb; tok alindiginda emilim 1
Klinigi hafif olan hastalarda oral valgansiklovir (Blll)

CMV hastaligl hafif ve etkin ART hemen baslanabiliyorsa
anti-CMV tedavi verilmeyebilir (CllI)

Gansiklovir tolere edilemez veya gansiklovir direnci varsa iv
foskarnet (Al)



Niiksiin Onlenmesi

e CMV retiniti

— indiksiyon (14-21 giin) = immiin derlenme olana
kadar 2° profilaksi veya kronik idame tedavisi (Al)

— Anti-CMV tedavi en az 3 — 6 ay devam etmeli

— ART ile CD4>100 hc/mm?3 olduktan 3 — 6 ay sonrasina
kadar idame tedavi verilmeli (Al)

 CMV kolitinde idame tedavisi genelde gerekmez
* nuks olursa dastnulmeli (BlI)



SONUC

* HIV enfeksiyonunda ishal etiyolojisi cok cesitli
— enfeksiyoz ve enfeksiyon disi tanilar
— diski analizi
— multidisipliner yaklasim
* sigmoidoskopi = kolonoskopi/ endoskopi

e CMV hastaligi derin CD4 eksikligi olmayan
hastalarda da karsimiza cikabilir



liginiz Icin Tesekkiirler!

Yrd. Do¢. Dr. Uluhan Sili

Marmara Universitesi
Pendik Egitim ve Arastirma Hastanesi
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji AD
uluhan@hotmail.com



Kronik HIV Enfeksiyonundan
Suphelenilen Durumlar

Patients with suspected chronic HIV infection — HIV testing should be offered to
patients with signs or symptoms consistent with chronic HIV infection. Clues to the
possible diagnosis of HIV infection include the following signs and symptoms (if found
without an alternative explanation):

e Thrush

* Unexplained weight loss or fevers
* Unexplained dementia

* Generalized lymphadenopathy

* Aseptic meningitis

e Peripheral neuropathy

* Herpes zoster (particularly if disseminated or involves more than one non-adjacent
dermatome)

e Oral hairy leukoplakia
* Opportunistic infections suggesting defective cell-mediated immunity
e Kaposi's sarcoma
B cell ymphoma, especially if extranodal and aggressive
* Unexplained cytopenias
UpToDate
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FIGURE 124-5 Incidence of selected opportunistic infections in
HIV-infected patients and a CD4* count lower than 100/mm? in the
HIV Outpatient Study in the era before and after the introduction

of protease inhibitors. (From Palella FJ, Delaney KM, Moorman AC, et al.
Mandell, 8t ed.



Tedavinin izlenmesi

* Gansiklovir/ valgansiklovir

— anemi, notropeni (%24-%40), trombositopeni
(%15-%20), bulanti, ishal, renal disfonksiyon

e Foskarnet

— nefrotoksisite, elektrolit imbalansi, nobet

e tam kan sayimi, serum elektrolitleri (K, Mg, Ca,
PO,) ve renal fonksiyon (Alll)

— indUksiyon sirasinda haftada iki kez

— idame sirasinda haftada bir kez



