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DEVELOPME

Original names of virus

Human T lymphotropic virus type Il (HTLV I11)
Lymphadenopathy associated virus (LAV)
AIDS refated/associated virus (ARV)

Bow,

Human immunodeficiency virus (HIV)

Diseases atleast

NT OF THE EPIDEMIC

The first recognised cases of the acquired immune deficiency syndrome
(AIDS) occurred in the summer of 1981 in America. Reports began to
appear of Pneumocystis carinii pneumonia and Kaposi’s sarcoma in young
men, whom it was subsequently realised were both homosexual and
immunocompromised. Even though the condition became known early on
as the acquired immune deficiency syndrome, its cause and modes of
transmission were not immediately obvious. The virus now known to cause
AIDS in a proportion of those infected was discovered in 1983 and given
various names. The internationally accepted term is now the human
immunodeficiency virus (HIV). More recently a new variant has been
isolated, in patients with west African connections—HIV-IVLAV-II.

of underlying cellularimmune deficiency

Protozoa and helminthic

Cryptosporidiosis | Diarrhoea for >1 virus
Isosporiasis month
Pneumocystis carinii

pneumonia

Pneumonia, CNS,
or disseminated
Pneumoniaor CNS

Strongyloidosis

Toxoplasmosis focal leuco-

Herpes simplex

Progressive multi-

encephalopathy

Severe 45
mucocutaneous AIDS was originally defined by the Centers for
disease> 1 Disease Control in America as occurring in a person:
month, pulmon- = Tal
ary, guLior (a) with a reliably diagnosed disease that is at least

0 gutoE S e 5
g i moderately indicative of an underlying cellular

immune deficiency—{for example, Kaposi’s
sarcomain a patient aged less than 60 years or an

Fungal P .
Aspergiliosis CNSor Cancer opportunistic infection.
. disseminated Kaposi‘ssarcoma  No age restriction &
Candidi “ phageal or Cerpebra! lymphoma ¢ (b) who has no known underlying cause of cellular
b'?"c"'o' Nolﬂ-HO:gkin's Diffug_!fvf e immune deficiency or any other cause of reduced
m i 2 : 3 s

Crvptobocasis Pu‘,’r‘:\orf;x%NS’ S R o ed"  resistance reported to be associated with the disease.

3 disseminated orunknown This definition was used for surveillance purposes
Histoplasmosis Disseminated 1 phenotype by most other countries. It was subsequently

Lymphoreticular >3 months afteran a3 ” . v %

Baceaial malignancy opportunistic slightly modified in the light of the discovery of the
“Atypical”  (Speciesotherthan infection causal agent and the development of laboratory tests

mycobacteriosis  tuberculosis Others to detect antibody and to include additional serious

orlepra)

disseminated 5 A
interstitial
Viral pneumonitis

Cytomegalovirus

Lung, gut,orCNS

Chronic lymphoid

childunder 13

conditions (listed in the table). A further minor
modification to take account of the changing clinical

3 pattern will take place later this year.

NE Patients are excluded if they ars anti-HIV negative and have normal T he!
normal T heiper: T suppressor ratics.

Transmission of the virus

— Analand vaginal
— Intravenous drug
abusers
Needlestick
injuries
Injections
—Inutero
— Atbirth
— 7 Breast milk

Sexualintercourse
Contaminated needles

Mother— child

—Semen

—Kidneys

— Skin, bone marrow,
corneas, heart
valves, tendons,
etc

Organ/tissue donation

iper lymphocyte counts and

HIV has been isolated from semen, cervical secretions, lymphocytes, cell
free plasma, cerebrospinal fluid, tears, saliva, urine, and breast milk. This
does not mean, however, that these fluids all transmit infection since the
concentration of virus in them varies considerably. Particularly infectious
are semen, blood. and possibly cervical secretions. The commonest mode of
transmission of the virus throughout the world is by sexual intercourse.
Whether this is anal or vaginal is unimportant. Other methods of
transmission are through the receipt of infected blood or blood products
and donated organs and semen. Transmission also occurs through the
sharing or reuse of contaminated needles by injecting drug abusers or for
therapeutic procedures and from mother to child. Transmission from
mother to child occurs in utero and also possibly at birth. It is still uncertain
whether the virus is transmitted through breast milk; only one case has been
recorded of possible infection in this way.
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: TRFA TMENT OF INFECTIONS AND
ANTIVIRAL AGENTS

The treatment of human immunodeficiency virus (HIV) infection has been
largely limited to the treatment of its complications—namely, the
Treatment opportunistic tumours and infections. Most of the infections are due to
reactivation of latent organisms in the host or in some cases to ubiguitous
organisms to which we are continuously exposed. In genera! the treatment
-~ of the virus itself of these infections supy resses rather than eradicates the organisms, so
relapse is common when treatment is stopped. The side effects of many of’
the drugs used do not easily permit the long term treatment that is needed.

— of complicating infections

Protozoalinfections : |-

P,

1 is carinii p ia—High dose intravenous co-trimoxazoie
for threc weeks remains a standard first choice regimen for treating

P cariai pneumonia, but once fever and symptoms have settled 2nd blood
gas values hive improved the drug can be given by mouth from 1 e second
week. Side cffects occur often, typically after seven to 10 days. Iolinic acid
(15 mgon aliernate days) may be used to prevent cytopenia. If sideeffects
are severc co-trimoxazole should be replz >d by pentamidine. If possible
this should be given by slow intravenous i1 fusion to avoid hypotension and
painfuliniramuscular sterile abscesses. Large controlled studies of
prophylaxis have been conducted after first attacks of Preumocysti: carinii
preumonis in patients with the acquired immune deficiency syndrome
(AIDS). Many doctors, however, use low dose co-trimoxazole two to four
tablcts daily or one tablet of pyrimeth Iphadoxine weekly
(Fansidar), but sulphonamide sensitivity may bea problem with both these
combinations. Monthly intramuscular pentamidine hasalso beenused, and
trialsof pentamidine in an aerosol preparation are in progress.

Protozoal infections
%
Infection Drug Dose Duration Route Side effects
Pn is carinii Co-trir | 20 mg/kg/day of 14-21 days Intravenous then Nausea, fever, rash,
pneumonia trimethoprim oral marrow suppress&on
Pentamidine 4 mg/kg/day 14-21days  Intravenousasslow  Hyp
isethionate 3 singledaily - renal fatlure. hepanos.
Pentamidine 2-5 mg/kg/day 14-21 days infusion marrow suppression
mesylate '
T is Sulphadiazi 2-4 g daily Indefinite Oral As for sulphonamides
Pyrimethamine 25 mg daily Indefinite Oral
- . Clindamycin 500 mg four times Indefinite Oral
4 5T T gt i . daily st TR T oo
Isosporiasis Co-trimoxazole  2tablets fourtimes Indefinite Oral As for sulphonamides
daily 4
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Summary The AIDS epidemic has led to the emergence of several disease entities which

i in the pre-AIDS era were rare or seemingly innocuous. Experience of treating
i these diseases varies. In some i ,such as P, 'ystis carinii pneumonia, 7%
there is an abundance of published literature to direct our course of action. How- 3

' ever, for many‘of these newly recognised diseases our treatment experience is
limited. Furthermore, in many instances, well controlled trials evaluating treat-
ment modalities in the AIDS population are lacking. We have identified 13 disease
entities (P. carinii pneumonia, toxoplasmosis; cryptococcosis, histoplasmosis,
Mycobacterium tberculosis, Mycobacterium avium complex, cytomegalovirus,
coccidioidomycosis, isosporiasis, candidosis, Kaposi’s sarcoma, herpes simplex
virus, and varicella zoster virus) and have reviewed the current literature with
regard to their treatment.

Infection with HIV is characterised by a constella-  a primary component of human cellular immunity,
tion of signs and symptoms; however, none is more  serve asa surrogate marker of disease progression and
striking than the progressive deterioration of host cel-  an indicator of the extent of immunosuppression. As
lular immunity mediated by HIV. CD4+lymphocytes, the host immune system wanes. infected individuals
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HIV infekte hastada bagisiklik

Acute HIV syndrome
Wide dissemination of virus Opportunistic
Seeding of lymphoid organs diseases
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KLIMIK moeankmkeosvooive — CD4 T hiicre sayisinin akut kaybi cok derin olabilir !!

INFEKSIYON HASTALIKLARI DERNEGI



GUnUumuzde..

Antiretroviral tedavinin (ART) basarisi HIV ile
birlikte gorulen firsat¢i infeksiyonlarin azalmasina
yol acmistir

CD4 sayisindan bagimsiz olarak erken ART
baslanmasi 6nemlidir,

ART’nin saglayacagl immun duzelmenin yarari gec
donemde saptanan/basvuran hastalar icin daha
sinirlidir

Akut donemdeki hastaya hemen tedavi
baslanmasi immun kapasitenin korunmasi icin
cok degerlidir



Akut evre siniflamasi

Fiebig Stages
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Days following HIV transmission
adapted from Fiebig 2009 and McMichael 2010

Figure 1: Fiebig stages of acute HIV infection

Bellek CD4 T hucre kaybinin % 60-80 i erken infeksiyon doneminde olmaktadir *



CD4 sayisi ve CD4/CD8 orani

CD4 T hiicre sayisi, FI'in kemoprofilaksisinde ve teshisinde yol gosterir
CD4/CD8 orani ve CD4 % si CD4 sayisindaki dalgalanmalara gore stabil

Table 3: Classification of HIV disease according to the CDC (1993)

Symptoms/ Asymptomatic or Symptomatic AIDS-defining illness*
CD4T cells acute HIV disease but not stage A or C

>500/ul A1 B1 c1
200-499/ul A2 B2 c2

<200/l A3 B3 3

* for AIDS-defining conditions please refer to Table 2

Table 4: Classification of HIV-disease according to the revised classification (2008)

Stage AIDS-defining illness* CDAT cell count

1 None >500/ul or 229%

2 None 200—-499/pl or 14-28%
3 (AIDS) Documented AlDS-defining illness or <200/pl or <14%

unknown No information available Mo information available

* the AlIDS-defining illnesses have remained unchanged and are listed in Table 2



Klinik kategori A ve B

Kategori A Kategori B

 Basiller anjiomatoz

* Pelvik infeksiyonlar, 6zellikle fallop tupleri
veya over apseleri

» Herpes zoster >1 dermatomu tutan
veya tekrarli

- [diyopatik trombositopenik purpra (ITP)

* Sistemik semptomlar >1 ay suren ates
veya bir ay sUren diyare

e Listerioz

* Oral hairy leukoplakia (OHL)

» Orofarengeal kandidiyaz (oral thrush)

 Vulvovajinal kandidiaz, ya kronik (>1 ay)
veya tedavisi zor

 Servikal displazi veya in situ karsinoma

* Periferik noropati

» Asemptomatik HIV infeksiyonu

» Akut, semptomatik (primer) HIV
Infeksiyonu

* Persistan yaygin lenfadenopati



Kategori C
AIDS tanimlayici hastaliklar

« Kandidiaz brons, trakea veya akcigerde <« Lenfoma, Burkitt

» Kandida ozofajiti * Lenfoma, immunoblastik
« CMV infeksiyonu (KC, dalak, lenf nodu < Lenfoma, primary CNS

haric) * Mycobacterium avium complex veya
* CMV retiniti (gorme kaybiyla) M. kansasii, yaygin veya AC digi
 HIV-iligkili ensefalopati * Mycobacterium, tanimlanamamis
» Herpes simplex infeksiyonlari: kronik veya digerleri

ulser (>1 ay); veya bronsit pnomoni, * Pneumocystis pneumonia (PCP)

ozofajit * Pneumonia, bakteriyel, tekrarli
 Histoplazmoz, yaygin veya AC digi (>2 kezl/yil)
* Isosporiaz, kronik, intestinal, >1 ay * Progressive multifocal
» Kaposi sarcoma leukoencephalopathy
« Koksidioidomikoz, yaygin veya AC digi  * Salmonella Sepsisi, tekrarl
» Kriptokokoz, AC disi  Tuberkuloz

« Kriptosporidioz, kronik, intestinal, >1 ay * Toksoplazmoz, serebral
» Wasting Syndrome
» Serviks karsinomu, invaziv

*WHO klinik siniflamasi gelir duzeyi dusuk/orta ulkeler i¢in dizenlenmistir ve 4 kategoridir




Yasin AIDS gelisim hizina etkisi
CD4 sayisi,HIV RNA duzeylerine gore

Risk for AIDS according to CD4-cellcount, HIV-RNA and age

6 Month risk for AIDS [%): 0-2 M 2-10 W 10-20 W 20-50
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Figure 2: Risk for AIDS according to CD4-cellcount, HIV-RNA and age



HIV ve PCP

CDA4 sayisi <200 olan ve SXT profilaksi almayan
nonspesifik tedaviye cevapsiz pndmoni hastalari

— Bulgular
e Kuru oksuruk, ates, dispne,
 ACdinleme bulgusu NS’dir

— Mikrobiyolojik tani imkanlari kisitli
— PA grafi normal olabilir, HRCT veya AC-CT yararli

HRCT: tipik yama tarzinda buzlucam goéruntuleri




Diagnostic and management algorithm for PCP —

low-resource settings

* HIV+ and WHO clinical stage 3-4 or CD4 <200 cells/mm®
+ Exertional dyspnea, non-productive cough, fever

+ >¢ weeks of symploms
* Nol severely ill*

\
Chest radiograph
Reticular or granular Normal
opacities
{L HRCT U
Sputum AFB Ambulatory pulse oximelry
J 1 |
Positive Negative Desaturation Normal
Treat TB Sl or BAL 1o Consider
{} confirm PCP bronchilis,
or asthma,
If no \ Treat PCP COPD, or
improvement empirically s
in 2 weeks, respiratory

>39 C, HR>120, RR>30
yurime zorlugu.. TBC ?




PCP-tedavi

e Standart tedavi 21 glunddr

e TMP-SXT ilk secenek
— 15-20 mg TMP/kg/glinlik doz/iv 3-4 doza bollinr
e 80mg TMP/ampul
* Yaklasik 9-12 ampul/giin (genelde 3x3 ampul/gtin)
— Hafif-orta olgularda 3x2 fort(DS)tbl/gtin verilebilir

e Steroid ihtiyaci

— O? saturasyonu <93%, PaO , <70 mmHg veya alveolar-
arteriel oksijen gradienti >35 mmHg ise

— Prednizon (veya metilprednizolon esdegeri)

2x40mg /iv/glin 5 glin, takiben 5 giin 40mg/gtin/iv,
devami 11 giin 20mg/glin/iv verilir



PCP-komplikasyonlar ve ayirici tani

* Aviricl tani
— 4-8 glinde dluzelme olmazsa diger tanilar akla gelmelidir.
Tbc, bakteriyel, fungal..
 Komplikasyonlar

— Mekanik ventilasyona giren hastalarda mortalite %60’ a
kadar cikabilir

— PCP de ince duvarli kistler ve pnomotosel %7 oraninda
gorultr. Pnédmotoraks gelisirse tip drenaj ve operasyon
gerekebilir



PCP’de-ART ve profilaksi

* ART tedavi almiyorsa

— Bir an dnce baslanir
* Proflaksi

— Sekonder proflaksi
* Tedavi sonrasi 1 forte tbl/gtin, CD4 3 ay >200 ise kesilebilir
e Hasta CD4 >200 iken PCP gecirmisse omur boyu profilaksi
— Primer profilaksi

* < 100-200 ise TMP-SXT 1 fort tbl/gtin asiri (haftada 3 giin),
<100 ise (her giin 1 tbl), CD4 6 ay >200 ise kesilebilir

* Hastada orofarengeal kandidiaz 6ykusu varsa primer
profilaksi verilir



HIV ve tuberkuloz
spot bilgiler
HIV* hastalarin yillik tiberkiloz olma riski genel
toplum riskine gore 3-12 kat fazladir

TB hastaligi her CD4 dlzeyinde gorulebilir bagisik
vetersizligi arttikca hastalik riski artar

CD4 sayisi >350 olanlarda klinik gérintmleri
bagisikligi normal olanlarla benzerdir

Aktif hastalik dustinidlmuiyorsa ilk basta latent
tuberkuloz riski yuksek olan hastalarin ayirt
edilerek reaktivasyonu onlemek icin proflaksi
verilmesi 6nemlidir



Latent TB infeksiyonu tani ve tedavisi

e LTBI tanimi geregi PPD testi > 5mm olan, klinik
ve radyolojik olarak aktif TB disuntulmeyen HIV*
hastalari ifade eder

e HIV*olanlarda CD4 sayisi <200 ise ve LTBI
tedavisi(proflaksi) verilmeyecekse, ART sonrasi
CD4 sayisi >200 oldugunda PPD tekrari gerekir

 PPD anerjik olana eger yakin temaslisinda aktif
TB yoksa profilaksi verilmez

* LTBI saptananlara 6-9 ay profilaksi verilir
— INH 300mg/glin + piridoksin25mg/giin



Tuberkuloz ve HIV

HIV*de TB hastaligi riski artisina yol acan etkenler

— Dusuk CD4 sayisi, gec basvuru, dusik VKI, anemi,
vireminin varligi, DM

TB klinigi bagisikyetmezligin dlizeyine ve tutulan

sisteme gore degisir

— Ates, halsizlik, gece terlemeleri, kilo kaybi (genel)

— Pulmoner, miliyer- disemine, akciger disi, menenijit vd

CD4 sayisi <200 olanlarda hizliilerleyici sepsis send.

agir sistemik hastalik tablosu daha fazla gorilar

ART baslanan hastada bagisik dizelmeyle birlikte
subklinik maskelenmis TB aktif hale gelebilir



Tuberkuloz ve HIV

* Tani tedavi yaklasimi HIV"¢8 olanlarla benzerdir,
oncelikli hedef tuberkilozdur

* Lab tanisi
— Radyoloji (atipik bulgular olabilir)
— Mikroskopi, kultur, direnc testi ( Kesin tani)
— NA testleri (dokudan PCR istenirse SF ile gonderilmeli)
— Histopatoloji (atipik bulgular)
— Lipoararbinomannan idrar tarama testi

* CD4 sayisi £100 olan veya bilinmeyen
* Agir hastalarda 6neriliyor

* Ayirici tanida MAC veya diger mikobakterilere |



Tuberkuloz ve HIV tedavisi

* Agir olgularda tani icin gerekli materyaller alindiktan
sonra gecikmeden amprik tedavi baslanir

— ilac yan etkileri ve tedavi yaniti takip edilir
* Kullandigi veya kullanacagi ART’ye gore TB tedavisi
planlanir, standart olarak
— Dortlt INH/RIF/PZA/ETM 2 ay + 4-10 ay idame INH/RIF
e TB tedavisi baslanmis naiv hastada IRIS’i azaltmak
icin gecikmeli ART baslanir
— CD sayisi £ 50 ise 2 haftaicinde
— Diger duzeylerde 4-8 haftada ART ye gecilir



Tuberkuloz ve HIV tedavisi

Rifampisin ~ >50 kg 600mg EFVeo0 (1x1) <60kg da 600mg/glin EFV
veya <50 kg 450mg RAL400 (2x1-2), DTG50 (2x1) >60kg da 800mg/giin EFV
Rifabutin 150mg/giin LPV200/r50 (PI) (2x2) Uveit ve nétropeni !!
300mg/glin DTG50 (1x1), RAL4oo (2x1)
INH 5mg/kg (300mg)
ETM 15mg/kg(15-20)  40-55kg/800mg, 56-75kg/1200mg, 76-90kg/1600mg
PZA 25mg/kg(20-30)  40-55kg/1000mg, 56-75kg/1500mg, 76-90kg/2000mg

Steroid kullanimi
- MSS infeksiyonu deksametazon 0.3-0.4mg/kg/gun baslanir, azaltarak 3 aya kadar
- Perikard tutulumunda prednizon veya prednizolon 60mg/gun/po, azaltarak 6 hafta

|IRISde steroid gerekirse
RIF bazl tedavide 1.5mg/kg/gun 2 hafta sonra azalt 0.75mg/kg/gun 2 hafta
RFB + Pl tedavide 1mg /kg/gun 2 hafta sonra azalt 0.5mg/kg/gin 2 hafta




Serebral Toksoplazmoz

Cogunlukla latent infeksiyonun reaktivasyonudur

Ik basvuruda kafa ici kitle/apse suphesi ile
mudahale edilip daha sonra HIV tanisi konuluyor

e Gereksiz cerrahi girisim veya radyoterapi verilebilir!
* Tokso-lgG ve anti-HIV bakilmali !!

Gecikilmezse medikal tedaviye iyi yanit alinir

Tani serolojik ve radyolojiktir (MRI, nadiren
histolojik inceleme gerekir)

Ayirici tanida MSS lenfomasi, mikobakteri, mantar
infeksiyonlari, apse , PML dusulebilir.



Serebral Toksoplazmoz
tani tedavi korunma

MRI'da multifokal 6demin eslik ettigi lezyonlar*

MRI Tedavi dncesi Tedaviden 3hft sonrasi

Lenfoma ? Lezyonda thallium-201 SPECT taramasinda tutulum yok.. Tokso IgG (+)
PML ? Gri degil beyaz cevheri tutar, kitle etkisi yapmaz, kontrast artigi yoktur

*AIDS Therapy, Third Edition,2008 ClinicalKey erigimli



https://www.clinicalkey.com/!/browse/book/3-s2.0-B9780443067525X50017

Toksoplazmik ensefalit suphesinde yaklasim algoritmasi

Compatible clinical manifestations

High likelihood Low likelihood

* Positive toxoplasma lgG serology + C04 count =100 cells/mm?

* CD4 count <100 cells/mm? and positive toxoplasma

* Mot receiving TMP-SMX or IgG serology
dapsone-pyrimethamine prophylaxis

Very low likelihood

* Megative toxoplasma |gG serology

* CD4 count =100 cells/mm?®

* Receiving either TMP-SMX or dapsone-pyrimethamine
prophylaxis (even in lgG-seropositive patients)

Imaging study
—_— * MRI preferred over CT scan

* Higher Toxo likelinood: multiple lesions
contrast enhancement

* Lower Toxo likelihood: solitary lesion
no contrast enhancement

/

No lesion apparent

'

Lesion(s) apparent

!

= Consider lumbar puncture to assess other diagnoses
= Obtain MRI (if CT scan was performed) or consider
repeat MRI in 1 week

High likelihood

3| * Initiate therapy with sulfadiazine + pyrimethamine + folinic acid

Low likelihood

» Initiate therapy with sulfadiazine + pyrimethamine + folinic acid
and consider SPECT or PET scan if availabla

4

\

and biopsy

Clinical progression or no Clear-cut clinical, MAI
or CT improvement by day 7-14

= Repeat MBI or CT at day 14-21
« |f no improvemneant, consider SPECT or PET scan

Clinical improvement by day 7-14 = presumptive diagnosis

* Repeat scan at 2 weeks and 6 weeks to document
improvement

* Continue maintenance therapy

= Biopsy if clinical or radiologic manifestations do not
largely resolve, or if manifestations worsen despite
therapy




Serebral Toksoplazmoz tedavi korunma
e Baslangic tedavisi 26 hafta (1. ve 2. secenekler)

— Pyrimethamine 200mg yikleme dozunu takiben
— <60kgise

* Pyrimethamine 50 mg PO/giin + sulfadiazine 1000 mg PO x4 + leucovorin 10-25 mg
PO/giin (Al)

— >60 kg ise

* Pyrimethamine 75 mg PO daily + sulfadiazine 1500 mg PO g6h + leucovorin 10-25
mg PO gun

— Pyrimethamine (leucovorin) + clindamycin 600 mg IV or PO x4 (Al)

4 veya

— TMP-SXT(TMP 5 mg/kg )(IV veya PO) x 2 (BI)

e Kronik idame

— TMP-SXT 2x1 fort tbl (BIl)
— CD4 sayisi >200 suresi >6 ay olursa kesilir.
— <200 olursa tekrar baslanir



HIV ve kriptokokoz

Disemine kriptokokoz ileri evre AIDS hastalarinda
yasami tehdit eden en onemli fungal hastaliktir

Bir cok organ tutulabilir meningoensefalit en sik
gorulen klinik tablodur

Kriptokoklarin 20 den cok ttru var, C.neoformans
baslica insan patojenidir (C.gattii bir digeri)

— 34 milyon yil 6nce genomlari ayrismis

— Insan soyu 2.3-2.4 milyon yil dnce ayrismis (Homo cinsi)
— Insansi maymunlar 20 milyon yil (Hominidae ailesi)

Cevreden kurumus maya veya spor olarak
solunumla viicuda girer (pulmoner makrofajlar!)



infeksiyon hastaliklarindan diinyada 6lUm oranlari, beyaz gizgiler
Afrika’da gorulen kismi gosteriyor®
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*Cryptococcus neoformans: Historical curiosity to modern pathogen.
Yeast. 2014 February ; 31(2): 47—60. doi:10.1002/yea.2997.



Insan periferik kaninda monositler icindeki kriptokoklar hiicre
sitozolu kirmizi maya kapsulleri yesil renkte (konfokal mikrograf)



Kapsulu genis ve hucre duvari kalin olmasiyla bilinir

Kapsul goruntuleri: Ust sira cini murekkebi boyama, elektron mikrograf
kapsul lifleri, ince kesit U¢ hlcre mikrografi, alt sira immunelektron
mikrograf (altinla konjuge kapsul antikorlari baglanmig), tomurcuklanan
hdcre, konfokal immunofloresan mikrograf kapsul mavi hucre duvari yesil



Primer infeksiyonda ilk tutulan organ akcigerlerdir ve sonra latent halde kalir.
Immun supresyonla aktif hale gelerek MSS’ne tropizm ile dldurtcu hastalik yapar

100
80
60
40
20
0 ! | | | | [ | T Figure 43-1 B Symptoms of
Fever Headache Sweats Meningismus Visual MS Dyspnea Skin cryptococcal meningitis. MS,
changes  changes lesions  mental status.

Kriptokok menenjitinde semptomlar subakut ve nonspesifik seyirlidir

Mental durum degisikligi varsa ve mantar yuku coksa prognoz olumsuzdur



Kriptokok meningoensefalitinde
tani ve tedavi

Klinigi uyumlu hastada..
Kranial BT/MRI + gozdibi + LP
Kan kualtard ve BOS kiltirunde kolay trer

— BOS bulgulari degiskendir, normal bulgular hastaligi
dislamaz

— Cini murekkebi boyamada goralir

— Antijen testi yardimcidir

— PCR ve Multipleks PCR istenebilir

— Besiyerleri SDS, Kanl Agar, KK sivi besiyeri

— AC tutulumu varsa LDH >500 1u, cilt lezyonlarina !



HIV+ hastalarda kan dolasimi infeksiyonlari etkenlerinin dagilimi

Setting of Mean number of CD4+4
transmission % (% of patients)
Mean frequence Outcome (mean

Causative Agent % (range) Commu nity Mosocomial Any = 200 crude mortality %)
Bacteria

5. aureus 12 (2-28) 67 33 MN.A ML.A 12

CONS 7 (0-26) 59 4] M.A M.A 10

5. pneumaniae 13 (0-43) 77 23 4] 59 9

NTS 15 (0-46) 80 20 30 70 34

E.coli B0 31) 65 35 M.A M.A 15

P.geruginosa 6 (0-30) 50 50 M.A MN.A, 32

Others (10-60)

Total Bacteria 6-100) 20
Mycobcateria

M. tuberculosis 17 (0-54) 100 0 0 100 48

NTM 6 (0-17) 100 0 0 100

Total Mywbacteria 3: 48
Fungi

fr:?trr;tm:us spp 5 (0-21) 89 1 M.A M.A

Candida spp 1(0-3) 23 77 26 B4 41

Total fungi wl 14) 35
Total " @ 78 22 5 o5 30 (1.2-68)

Note. CONS: coagulase negative staphylocoai; NTS: non typhoidal salmenella; NTM: non tuberaular mycobaderia; NA: not available.

Bloodstream infections in HIV-infected patients.VIRULENCE, 2016, VOL. 7, NO. 3, 320-328
http://dx.doi.org/10.1080/21505594.2016.1158359



http://dx.doi.org/10.1080/21505594.2016.1158359

Kritokokal menenjit tani ve tedavi algoritmasi

HIV-positive patient
CD4 count <200
History suggestive of cryptococcal meningitis (CM)

Headaches, fever with/without s— o d/or —————— Positive serum cryptococcal antigen
mental status changes

Lumbar puncture

No evidence of CM Evidence of CM No evidence of CM
Continue diagnostic evaluation Positive culture for C. neoformans Fluconazole 200 mg PO daily,
Positive CSF cryptococcal antigen indefinitely™

Positive India ink stain

Liposomal Amph-B 3mg/kg iv/igin + Amphotericin B 0.7 mg/kg IV daily
flusitozin veya flukonazol 800mg/gin | fucytosine 25 ma/kg qid x 2 weeks,
then fluconazole 400 mg PO x 8 weeks,

then fluconazole 200 mg PO for life”

* CD4 sayis1 >100-200 ve suresi > 6ay ise profilaksi kesilebilir

*AIDS Therapy, Third Edition,2008, ClinicalKey erigimli


https://www.clinicalkey.com/!/browse/book/3-s2.0-B9780443067525X50017

Kritokokal menenjitde tedavi basamaklari

Indiksiyon Lip. Amp-B 3-4 mg/kg/giin/iv + 14 BOS kontrolde tireme
flusitozin 4x25mg/kg/giin/po veya gun  yoksa 2. basamaga geg,
Nefrotoksiteye !!

flukonazol 800mg/po-iv/gilin

Konsolidasyon Flukonazol 1x800 mg/giin/po 1. giin 8 hft  BOS basinci <20mm Hg
1x400 mg/gin/po sonra % baslangi¢ degeri ise 3.
basamaga gec¢

Profilaksi/idame Flukonazol 1x200 mg/po/giin 12 ay CD4 sayisi >100 suresi
3-6 ay ise kesilebilir !

ART 5 hafta sonra baslanir
IRIS gelisirse steroid eklenir

Pre-emtiv tedavi : kanda antijen (+) BOS da temiz ise flukonazol, 800mg 2hf + 400mg 8hf



CMV retiniti ve HIV

Hastalik genelde latent infeksiyonun reaktivasyonu
sonucunda CD4 sayisi <50 olanlarda ortaya cikar

CMV lgG (+) dir, kanda CMV PCR(+) beklenir
CD4 sayisi >100 ise tani suphelidir (HSV, VZV, Sy,Toks)?

Hastada sikayeti gorme keskinligi azalmasi, gorme
alani kaybi veya g6z 6ninde hareketli yeni artefaktlar
olabilir

Deneyimli bir goz uzmani retina muayenesi ile tani
konur, karasiz kalinirsa hasta amprik tedavi ile Ust
merkeze gonderilmelidir



CMV retiniti ve HIV

Tedavi edilmezse tek tarafl hastalik her iki goze
vayilarak korlige yol acar

Basta haftalik fundoskopik takip yapilir
Indiiksiyon tedavisi 21 glin
— Gansiklovir, 2 x 5 mg/kg /gin/iv (agir olgular) + goz ici implanti

— Valgansiklovir tbl 450 mg (2 x 2tbl/gtin/po, tok)
— Fosckarnet iv, sidofovir iv etkindir

ldame/sekonder profilaksi

— Valgansiklovir tbl 450 mg , Valcyte® (1x2 tb/glin/po, tok)
— Idame CD4 sayisi > 100-150 ve siiresi > 6 ay ise kesilir

ART hemen baslanir, gerekirse steroid verilir

Rutin primer profilaksi 6nerilmez.



HIV ve Sifiliz

 HIV* hastalarda Sy bulas olasiligl yuksektir
e Sy varligi diger CYBH’lar gibi HIV bulasini artirir

* Reenfeksiyon mimkundur partner tani
tedavisi onemlidir
* Sifiliz evreleri ve yaklasik streleri
— Primer (1lay)
— Sekonder (>1 <6 ay)
— Latent <1 yil ve >1 yil

En cok bu evrelerde karsilagiyoruz

— Tersiyer (KVS ve gummoz) 10 yil

Norosifiliz (her evrede gorulebilir)
Syphilis (Last updated December 17, 2015; last reviewed December 17, 2015)



Sifiliz Iab. tanisi ve tedavisi

Siflizin(Sy) HIV* hastalardaki klinigi cogunlukla
HIV nesatit hastalarla benzerdir

Lab. tani nontreponemal (RPR/VDRL*) ve
treponemal testler(TPHA) ile serolojiktir

— RPR +/ TPHA+
RPR titresinin saptanmasi tedavi yanitinin

takibinde dnemlidir. Sy tedavisi verilen
hastalarda RPR titresi 3,6,9,12 ve24. ay bakilir

VDRL "egatit hylunan HIV hastalarinda risk
durumuna gore 6-12 ayda bir test tekrarlanir



Norosifiliz tanisi

 Her evrede su semptomlarla fark edilebilir

— Kranial sinir tutulumlari

— Isitme ve gérme bozuklugu

— Menenjit, inme

— Mental durumda akut veya kronik degisimler
— Vibrasyon(derin duyu) hissinde azalma

 Normal bireyleden farkli olarak Gveit ve menenijit
daha sik olabilir

 HIV* bireyde erken sifilizde daha sik bulgu olarak
okuler tutulumun yuksek oldugu belirtiliyor



Norosifiliz tanisi
 Klinik bulgulari olan hastalarda LP endikedir

— BOS bulgulari olmali
* Monontkleer hiicre artisi (6-200 hiicre/mm3)

* Protein artisi

— BOS-VDRL pozitif olmalidir
e Negatifse BOS FTA-ABS dustnulebilir (spesifitesi distik)
* RPR kullanilmaz

* Hastada baslangicta sadece RPR titresi 1/>32 diyerek
klinik bulgu olmaksizin LP dnerilmiyor

* Ancak latent Sy tedavi yaniti izlerken serolojik gerileme
olmadiysa reinfeksiyon veya norosifilizi ekarte etmek
amaciyla LP yapilabilir. (BOS normalse 3x 2.4 /im/haftada)




Sifiliz tedavisi
* Erken donem (primer,sekonder, erken latent)

— Benzathine penicillin G 2.4 million U IM, 1 doz
— Alternatif Doxycycline 100 mg 2x1/PO, 14 giin

* Gec donem(tersiyer ve gummoz de dahil) >1 yil
— Benzathine penicillin G 2.4 million U/IM/haftada bir, 3
kere
* Norosifiliz
— Penisilin G, 18-24 milyon U/glin, 6x3—4 milyon U, IV/glin
inflzyonla, 10-14 gun
e Sonra haftada bir 2.4 benzatin pen.haftada bir x 3 kez (Clll)

— Okuler sifiliz varsa BOS normal olsa da norosifiliz gibi
tedavi edilir



Sifiliz partner tedavisi

* Cinsel esi sifiliz tanisi alan(primer, sekonder veya
erken latent) kisi primer sifiliz gecirir.. Hastayla
cinsel temasi..

— 3 ay icinde olmussa primer gibi (1x2.4/im tek doz)
* Serolojisi negatif olsa da

— >3 ay olmussa sekonder gibi(1x2.4/hafta 3 kez)

* Serolojik test sonuclari yoksa veya test icin gelmiyorsa da



* %

HIV ve ASILAR

Immunization Schedule for Human Immunodeficiency Virus (HIV)-Infected Adults

, HIV Infection
HIV Infection
o N CD4= T lymphocyte
Vaccine ! Indication — CD4+ T lymphocyte count : '
coun
<200 cells/pL
=200 cells/pL
Influenza = 1 dose VT annually

Tetanus, diphtheria, pertussis (Td,/Tdap) *

Substitute 1-time dose of Tdap for Td booster; then boost with
Td every 10 yrs

Varicella * Contraindicated 2 doses
Human papillomavirus (HPV) Female * 3 doses through age 26 yrs

Human papillomavirus (HPV) Male * 3 doses through age 26 yrs

Zoster Contraindicated

Measles, mumps, rubella (MMR) * Contraindicated 1 or 2 doses

Pneumococcal polysaccharide (PPSV23)

1 dose followed by a booster at 5 years

Pneumococcal 13-valent conjugate
(PCW13) *

1 dose

Meningococcal *

1 or more doses

Hepatitis A *

2 doses

Hepatitis B *

3 doses




Asiyla dnlenebilen Fl lar

Patojen Asi endikasyonu Birincil asi tercihi* Diger secenek
Streptococcus * Hicasilanmamis ise CD4 | PCV13 0,5 ml/im yapilir PPV23 0,5 ml
pneumoniae diizeyinde bakilmaksizin + /sc,im

e takiben ikinci asi
CD4 sayis1 >200 ise
CD4 sayisi <200 ise yapilir

PPV23 0,5 ml/ sc,im asisi

8 hafta sonra

CD4 sayisi >200 olana kadar
beklenebilir

e PPV23asiliise

+ PCV13 1 yil sonra yapilr

e Tekrar asilama

ilk PPV23 lizerinden >5 yil
gecmisse tekrar rapel yapilir

influenza A/B virus

e Tum HIV+ hastalar

Her yil mevsimsel inaktif asl

* PCV13: pnomokal konjuge asi-13 tip icerir, PPV23: pndmokokal polisakkarit asi-23 tip icerir




Bazi firsatcl infeksiyonlarin tedavisi sirasinda ART tedavi zamanlamasi

Firsatgi infeksiyon

ART baslama zamani

Kriptosporidiyozis
Mikrosporidiyozis
PML

ART baslangi¢ tedavisinin bilesenidir gecikmeden baslanir

PCP
MAC
Toksoplazmozis

Fi tedavisi sirasinda yaklasik 2 hafta icinde ART baslanir

Tuberkiloz

e (CD4 hiicre sayisi < 50 ise TB tedavisinden iki hafta sonra
e CD4 hiicre sayisi >50 ise TB tedavisinden 8-12 hafta sonra ART

Kriptokok menenijitinde

Fi tedavisinden yaklasik 5 hafta sonra ART baslanir




HIV ve diger infeksiyonlar

* Anlatilanlar * Anlatilmayanlar
— PCP — VZV
— TBC - RSV
o — Bartonelloz
— Toksopazma ensefaliti T
— Kriptokok menenijiti _ HPV
— CMV retiniti — HBV
— Sifiliz — HCV
— CYBH
— Kandidiyaz

— Histoplazmoz
— Koksidioidomikoz
— isosporiaz



HIV* hasta takibinde dogru yolu/yontemi
bulmak,az hata yapmak icin okuma onerileri

*Bilgiler hizla degisiyor ve artiyor, ancak bilgiye ulagsmak da o derece kolaylagiyor
*Kilavuzlar

*DHHS, EACS, SB vs

*UpToDate, Medscape vs

*https://aidsinfo.nih.gov/guidelines/html/4/adult-and-adolescent-oi-prevention-and-treatment-quidelines/0
Kitaplar

*HIV 2015/2016 Hoffmann/Rockstroh -7es sayfa (https://hivbook.com/ ) agik erisim

* ClinicalKey (kurumsal erisim+ev+cep)

*AIDS Therapy (2008), Mandell (2015), HIV AIDS Medicine Sande’s(2013) vs

*Dergiler

*Makaleler reviewlar, meta analizler vs
*Kurs, simpozyum ve kongreler

¥
Deneyim
+
Guncelleme |

— Bunun kolay bir yolu yok !

http://www.Klimik.org.tr/calisma-gruplari/hivaids-calisma-grubu/yararli-linkler/
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HIV 1'in yapisi




vpr tat

rev

env

Transcription of viral genome; integration of viral DNA into host cell genome;
binding site for host transcription factors

Mucleocapsid core and matrix proteins

Reverse transcriptase, protease, integrase, and ribonuclease
Viral coat proteins (gp120 and gp41)

Overcomes inhibitory effect of host cell enzyme (APOBEC3G),
promotes viral replication

Increases viral replication; promotes HIV infection of macrophages; blocks cell
cycle progression

Required for elongation of viral transcripts

Promotes nuclear export of incompletely spliced viral RNAs
Downregulates host cell CD4 expression; enhances release of virus from cells;
counteracts host restriction factor tetherin

Downregulates host cell CD4 and class | MHC expression; enhances intracellular
signaling to facilitate viral replication

HIV-1genomu
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Ates boceqi ....kovaladikca kacan, ates bocegimmisin?



