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Etyolojik ajanlar
P :
» Streptococcus pneumoniae
» Haemophilus influenzae
» Staphylococcus aureus

PP
]
» Mycobacterium tuberculosis
» Mycobacterium kansasii, MAC
Viriisler (CMV, influenza, Parainfluenza, RSV)

Mantarlar (Cryptococcus, Aspergillus fumigatus)
Parazitler (Toxoplasmagondii)

Insidans (Pulmoner infiltrasyon)

infeksiyon etkenleri iginde
Bakteriyel pnomonilerin %70’i
Bakteriyel pnomonilerin %10°u
Bakteriyel pnomonilerin %9'u
infeksiyon etkenleri igind
Infeksiyon etkenleri igind
Mikobakterilerin %80’i
Mikobakterilerin %20’si
Infeksiyon etkenleri igind€%65 )
infeksiyon etkenleri iginde(®:2 )
infeksiyon etkenleri igind :@
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PAakciger grafisi yada CT Akut veya subakut Kronik baslangi¢
anarmallikleri
e ——

Fokal konsolidasyon Herhangi bir mo, ozellikle = Mikobakteri infeksiyonlan
piyogenik bakteri Nokardiyoz
Leqi i lyonu Fungal infeksiyonlar

Diffuz interstisyel
infiltrasyon

Mikobakteri infeksiyonlan

Bakteriyel infeksiyonlar Kriptokok infeksiyonlar

influenz Toksoplazmozs
a CMV CMV
Nodul Tuberkuloz Nokardiyoz
Kriptokok infeksiyonlan Fungal infeksiyonlar
Adenopati Tuberkuloz Mikobakteri infeksiyonlar
Endemik fungal

infeksiyonlar
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PAakciger grafisiyada | Akut veya subakut baglangic Kronik baslangi¢
CTanarmallikleri

Kaviter infiltrasyon Tuberkuloz Mikobakteri infeksiyonlan
Fungal infeksiyonlar Nokardiyoz
Anaerob infeksiyonlar Fungal infeksiyonlar
Pseudomonas aeruginosa Rhodococcus equi
Legionella infeksiyonu

Plevral effuzyon Piyojenik bakteri infeksiyonu  Fungal infeksiyonlar
Fungal infeksiyonlar Nokardiyoz
Tuberkuloz

Pnomotoraks PCP



PartIV Clinical Management and Treatment of HBV and
HCV Co-infection in HIV-positive Persons

Screening

1.

All HN-pasitive persons should be screened for HEY at time of HIV disgniosis
and annually thersafter. Screening should use an ant-HCW antibody test. A
positive result should be followed by HCW-EMNA and genotype determination.
Alternatively, HCW cors-antigen tasting can be performed to establish chronic
HECW infection. Persons with risk factors like ongoing 10U, “chem sex” (sex
under the influence of recreational drugs taken predominanily intravenously
immediately before andior during sexual contacts). mucosal traumatic sex,
ongeing unprotected anal intercourse, recent sexually transmitied infection)
with unsxplained increase in hepatic fransaminases and a negative ant-HEW
antibody test should be tested for HCW-REMNA for early detection of 3 recent
infection. HCW-RMA testing i= also recommended in persons with high risk
factors for HCW re-infaction after successful treatment or spontaneous cles-
rance.

HI-pasitive persons should be screened for HAN and HEV. Persons whao are
anti-HBc posdive and HBsAg nepative, in particular those with elevated liver
transaminases, should be screened for HEV-DMA in addition o HEsAg to rule
out gccult HBY infection.

Hepatitis Delta antibodies should ke screensd for in all HBsAg positive per-
SONE.

HCC screening is mdicated im all cirrhotic HBY or HOW co-infected persons.
In HEW-infected non-cirrhotics. HOC screening should be performed in those
who ever had chronic hepatitis (elevated transaminasas) or with nsk factors
fer HGC (mcluding family history of HCC, Asians, Africans, sa& hitp.vew
easl.euresearchiour-contributionsiclinical-practice-guidelnesidatailimanage-
ment-cf-hepatocellular-carcinoma-easl-eorte-clinical-practice-gusdelines. On
a case-by-case basis, omitting HCGGC screening can be discussed in those
withowt risk factars and narmal transaminases befare starting H8V-active
treatment, see page 218 and 56. Routine screening is also advised for ceso-
phageal varicas in co-infecied persons with liver cirrhosis, ses page 55.

Vaccination, see page ©4

6. Persons lacking ant-HAY 1gG antibodies or anti-HBs antibodies should be

offered vaccination for the respective virus to prevent infection regardless of
their CD# count. The response to the HBV vaccine i influenced by the CD4
count and level of HIVSVL. In persons with low CO4 count (< 200 callsil)
and angeing HIV replication, ART shoukd b= initiated first, prior o respactve
vacgination. Because of the lack of data on the impact of immunisation in
isolated anti-HBc IgG positive persons (HEsAg negative, anti-HB: posiive
and anti-HBs negative profile), vaccination is not presently recommendad in
this papulation. Additional data awaited.

In MIV-posiive parsons vascinated for HEW with insufficient responsa (anti-
HEs < 10 IUL), re-vacsination shoukd b2 considared. Doutle-dase (40 pg) at
3-4 tima paints (months 0, 1, 8 and 12) may halp o improve response rates
fa the HEY vacaine. Persons who fail o seroconvert after HBY vaccination
and ramain at rigk for HEY should have annual serclopical tests for evidence
of BV infection, TOF based cART has been associated with pravention of
HEV infection in these perscns and ART including TOF or TAF is recomman-
dad.
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Diagnostic Procedures for HCV in Persons with HCV/HIV Co-infection

Diagnosis of HCV

HCW-Ab (turn positive 1-8 months after infection as late seroconversions
have been described, may rarely be lost due to immunosuppression)
HCW-RMA levels i
Evaluation of concurrent causes of liver disease andior extra-hepatic

HCV disease

Alcohol consumption, cardiac disease. renal impairment. sutoimmunity, ge-

netic or metabolic liver diseases (e g. genetic heemochromatosis, disbetes
mellites or chesity} and drug-induced hepatotoxicity u
Status of liver damage

Staging of fibrosis (e.g. FibraScan, liver biopsy, serum fibrosis markers(7}
Complete blood count, ALT, AST, GGT, ALF, hepatic synthetic function (e g.
coagulation, albumin, cholinesterase)

Ultrasound every & months if cirhosis (gestroscopy upon disgnosis of

cirrhosis and every 3-4 years theresfier sccording to presence of ongoing

liver disease if negative for cesophagesl varices), see page 55

Before IFN-free HCV treatment

HCV gencotype (GT)", HCV-RMNA, renal and liver function tests

Monitoring of IFN-free HCV treatment

Differential blood count, cresatinine, liver enzymes st week 2. In parsons

with significant fibrosis (2 F2) differential blood count, creatinine, liver

enzymes, bilirubin, albumin and INR every 2-4 weaeks.

HCWV-RMA at 2-4 weeks and whenever needed in order to assess compli-

ance and'or breakthrough in persons experienced to oral DAAs st end-of-
treatment and at week 12 after treatment cessation (to assess SVR). In

persons receiving all oral DAA therapy no association between viral load at

any given time-point during therapy and 5VR has yet been found.

CD4 count and HIV-VL every 12 weeks

There is no standard conversion formula for converting the amount of
HCV-RMA reported in copies/ml to the amount reported in IWmL. The
conversion factor ranges from abowt one to five HCV-RMA copies per IUF
ml.

Serum fibrosis markers include APRI. FIB-4. Hysluronic acid. Fibro-
meter, Fibrotest, Forns, Hepascore and other indices; recentty more
complex tests such as Fibrometer, Fibrotest and Hepascore hawve shown
to more accurately predict Iiver fibrosis than simple biochemical fests
such as APRI, FIE-4 or Forns.

Re-test for GT and sub-type should be performed in persons with tests
camed out before second-generstion tests were gvailable (second-
generation line-probe assay or resltime PCR assay) orin persons at
risk of ‘super-infection’ for whom the GT/sub-type should be performed
on most recent aveilable specimen.

See online video lectures HCVIHIY Co-infection-Part 1, HCWIHIV Co-
infection-Part 2 and HCVIHIW Co-infection-Part 3 from the EACS online
course Chinical Management of HIV.




Treatment of HCV in Persons with HCV/HIV Co-infection

Treatment selection

Treatment indication

Ewery person with HSW/HIY co-infection should be considered for IFMN-
free anti-HCW trestrment regardless of liver fibrosis stage.
Diwse to similar HCW cure rates and tolerability in HCWHIW co-infecied

persons as in HZW mono-infected persons under DAA therapy, freatmeant

indication and regimens are to be the same as in HZW mono-infection.
Re-test for 3T and sub-type should be performed in persons with tests

carried out before second-generation tests were available [second-gene-

ration line-probe assay or real-time PCR assay) or in persons st nisk of
‘'super-infection’ for whom the GT/sub-type should be perfformed on the
maost recent available specimen.

IFM-free DAA combinations are now standard of care for chronic HSW
see HCV Treatment Options in HCWHIY Co-infected Persons. IFM-con-
taming HCW regimens are no longer recommended. For disgnostics and
managemsant of IFM-containing HCW regimens please refer to previous
wersions of these Guidelines, available online at hifp:/fwwew eacsociaty.
orgffilesiguidelines 8 2-enghlish_pdf.

Selection of DAL combinations is based upon HCW GT, stage of liver
fibrosis, pre-treatment history and resistence-associated substitutions
(RAZ) if tasted.

Use of older. first generation HZW Pls (bocaprewir and telaprevir; only
indicated in GT1) are no longer recommendad becauss of increased
toxicities. The second generstion Pl simeprevir can cause hyparilirubi-
naemia and skin reactions/photosensibility.

Due to dreg-drug inferactions in particular HW and HCW Pls careful
chacking for interactions is urgently recommended prior to staring HCW
therapy, s=& Drug-drug Interactions between DALAs and ARVs or hitp./f
www hep-druginteractions.ong.

In persons failing a first course with DAbs, current re-treatmeant
strategies should nclude at least 2 active drug classes according to
resistance testing resulis with a preferential use of one drug with high
genetic barrier to resistance and with extanded treatment durations and
addition of REV. Otherw=se, new treatment options should be awaited if
defarred treatment can be justified and in presence of relevant RASs at
failure. In persons with decompensated cimhosis, usage of SOFNEL wi-
thout protease inhibitors in combination with REW for 24 weeks could be
considerad. In order to facilitate the best choice of HOW therapy before
starting re-treatment, HCY resistance testing should be repeated (only
in the gene with previous RASs) and should be based on population
sequancing with 8 15% detection cut-off. Shorter treatment duration (2
weeaks in non-cirhotics and 1.2 weeks in compensated carrhotics) without
REV can be used in persons never freated with NS54 inhibitors and not
infected with HCW GT 3. all other persons should be treated for at least
18 weeks; addition of SOF to GLE/FIB could be considered in those
already treated with NS3 and NS5A4 inhibitors according to resistance
testing. If available, SOFVELNOX should be used for 12 weeks without
REV in all persons without decompensated cirrhosis,



HCV Treatment Options in HCV/HIV Co-infected Persons

IFM-free HCV Treatment Options

HCV GT Treatment regimen Treatment duration & RBV usage
Mon-cirrhotic Compensated Decompensated
cirrhotic cimrhotics CTP class
BIC
184 SOF + SMP +- RBW GT 4 only: 12 weeks with REV or 24 weeks without REV" Mot recommended
SOFLDV +/- RBY & weeks without REV™ or 12 weeks +- 12 weeks with REV
RBW™
SOF + DCV +- RBYV 12 weeks +- RBW™ 12 weeks with REV "
SOFANVEL 12 wesks 12 weeks with REV
SOFNVELNOX B weeks |12 weeks Mot recommended
CBWIPTW/r + DBV 27-12 weeks in GT 1b 12 weeks in GT 1b Mot recommended
OBVIPFTV/r + DSV + RBV 12 wesks in GT 1a 24 weeks in GT 1a Mot recommended
OBVIFTW/r + RBV 12 weeks in GT 4 Mot recommended
EBR/GZR 12 weeks ™! Mot recommended
GLE/FIB B weeks ‘12'HEE|55 Mot recommended
2 SOF + DCV 12 weaks 12 weeks with REV
SOFNVEL 12 wesks 12 weeks with REV
SOFNVELAOX B wesks™" 12 weeks Mot recommended
GLE/FIB 8 weeks 12 weeks Mot recommended
3 S0OF + DCV +/- RBY 12 weeks +/- RBV" or 24 weeks without 24 weeks with REV
RBEW
SOFNVEL +/- RBY 12 weeks +/- RBV™ or 24 weeks without RBW 24 weeks with REV
SOFNVELNOX & weeks' Mot recommended
GLE/FIB B weeks™ L12we:li5'3=' Mot recommended
586 SOF/LDY +/- RBY 12 weeks +/- RBY or 24 weeks without 12 weeks with REWV"™
RBW™
S0OF + DCW +- REBY 12 weeks +/- RBV or 24 weeks without 12 weeks with REWV™
RBW"
SOFNVEL 12 weeks 12 weeks with REV
SOFNVELWVOX 8 weeks | 12 weeks Mot recommended
GLEFIB 8 weeks | 12 weeks Mot recommended

EACS

European

AIDS
Clinical
Society

DCv =
D5V =
EBR =
GLE =
GER =
LoV =
OBV =
PIB =
PTVir =
RBV =
SMP =
S0F =
VEL =
WOxX =
RAS =

daclataswvir
dasabuvir
elbasvir
glacapravir
grazopravir
ledipasvir
ombitasvir
pibrentaswir
paritaprevin RTY
ribawvirin
simaprevir
sofasbuvir
velpatasvir
vaxilaprevir
resistance asscciated substitutions



‘Algorithm for Management of Acute HCV in Persons with HCV/HIV Co-infection

Confirmed Risk reduction
disgnosis programme
af acute
HCW
Repeast Early treatmant
HCW RMA of concomitant
Week 4 STI, see page
85
‘..v-“". '“\.\‘

HCW RMA-paosi- HCW RMA-pos-

tive < 2%log,, itive = Z%log

reduction in WL reduction in WL

e EACS

European

postive negatve Clinical
&) Treat with short duration Repest HCV

DaAAs RMA at 24

b} Enrol in clinical trial for weeks and 48
acute HCV treatment weeks to con-




CMV TANISAL YAKLASIM

CMV pnomonisi nadir
Tanisi zor
Klinik bulgular
— Ates
— Okstirik
— Dispne
Radyolojik bulgular
— Diffuz interstisyal infiltrasyon
Diger patojenlerin saptanmamasi



CMV-TANISAL YAKLASIMV

« CMV PCRpozitifligi veya BALdan kultur
« CMV antijenemi testi pozitifligi
* Duyarliigi %50-61

 Akciger biyopsisinde pnomonitis ve sitopatik etkinin
gosterilmesi

« BALkulturu ve CMV PCR'den dahaspesifik

Salomon N. AIDS. 1997
Wallace JM, Chest. 1987
Uberti-Foppa C.Chest. 1998
Hayner CE,Chest. 1995




CMV

CMV icin risk faktorleri

» CD4sayisi <50 hucre/mms3 olmasi
 Hastanin ARTalmamasi veya ARTYe cevabin Iyi olmamasi
» PCRIle yuksek CMV viremisi saptanmasi

o HIV-RNA>100000 IU/ml olmasi
Jabs DA. Am JOpthalmol 2002;133:48-61

« CMV IgG pozitifligi: Risk faktoru
« Latent infeksiyonun reaktivasyonu



“

* HIV Infekte hastalarda CMV’nin sinir sistemi
tutulumuna bagli

* Ventrikuloensefalit (konfuzyon, fokal norolojik defisit,
kraniyal sinir tutulumu, nistagmus, ataksivb)

* Poliradikilomyelopati
* Demans



MV

* CMV norolojik hastaligi tanisi
» Klinik bulgular

+ Goruntuleme

» PCRIile BOS'ta ve beyin dokusunda CMV'nin gosterilmesi
(%80), sensitivite ve spesifite yuksek

« BOStalenfositik pleositoz, protein normal veyayuksek

MR

* Periventrikuler kontrast tutulumu
 Ventrikulit, menenjit, enfarkt,

« Hidrosefali, serebral atrofi
Cinque PJNeurovirol 1998;4:120-32




 Gansiklovir (5 mg/kg iv) 2x1

 Foskarnet (90 mg/gun iv) 2x1
 Optimal tedavi suresi net degil



Cytomegalovirus (CHMY) infections
Treatment

Diagnosis of retinitis: clinical appearance of typical refingl lesions AND responss to therapy. PCR of aquecus and vitreous humor optional
Diagnesis of esophagitis | colitis: endoscopic presence of ulcerations AND typical histopathological picture (cellular [ nuclesr inclusion bodies)
Diagnosis of encephalitis | myelitis: clinical appearance AND positive PCR in CSF

Antibody testing and PCR in blood not useful for diagnosis of end-organ disease

Drug Dose Comments
Retinitis, immadiate sight-threatening le- ganciclovir Z x 5 mp'kpgiday iv 21 days, then secondary prophylais
sions
or
foscarnet 2 x 80 mglkg'day iv
Retinitis, small peripheral retinal lasions walganciclovir Z x 900 mp'day po (with food)  14-21 days, then secandary prophylaxis
or 2 x 90 mglkpg/day iv
foscarnet
or 1 x 5 mglkgiweak iv 2 weeks then every 2 weeks. Cidafowir
eidofowir may not be available in all European
+ probenecid countries
+ NaCl 0.9% hydration
Casophagitis/Caolitis ganciclovir 2 x 5 mp'kgiday iv Treat 3-8 weeks, respectively until symp-
foms resolved
or 2 x 90 mg/kpiday iv
foscarnet
or 2 x 900 mp'day po (with food)  In milder disease if oral treatment
valganciclovir tolerated
Encephalitis/Myelitis ganciclovir and | or 2 x 5 mp/kg/day iv 1Tuﬁu'ﬂlrnmumnhﬂmm
replication in CSF has cleared (negative
PCR in C5F)
foscarnet 2 x 90 mglkg'day iv Treatment is individualised according
1o clinical sympioms and responee to




Spectral domain optical coherence tomography and fundus
autofluorescence findings in cytomegalovirus retinitis in HIV-infected
patients

Shigeko Yashiro - Takeshi Nishijima’ - Yuuka Yamamoto' - Yumi Sekine’ - Natsuyo Yoshida-Hata' - Tomohire lida® -
Shinichi Oka’

Recalvad: 28 June 2017 / Accepted: 21 Jlanuary 2018
o lapanese Ophithalmologlcal Sockety A018

Abstract

rupose 1o CNJV/ Retiniti, goz ardi edilmemesi gereken

(FAF) findin

Study desigr |~ 1

e bir hastaliktir.
ophthalmolo

aulofluoresc

ries of acule,

resus 1 H|V hastalarina tani konuldugu donemde

hyperautoflu

meenins: - mUtlaka retinal tarama yapilmasi gerektigini

and highly ce

retinal detac t mam k k

epithelium. | u n u a a ge re ¢

Conclusion Although the number ol examined eyes was limited, SD-OCT and FAF provide new information in varous
stuges of CMV retinitis in patients with HIV infection that is nol obtainable by conventional examination and which may be
of great benefit when screening for the initial stage of CMV retinitis.



The Effect of Human Via 5018
Immunodeficiency Virus and

wvkbAarmacmalAaviiviiie lnfantiam A Infand

[ HIV ile enfekte anneden dogmus bebeklerde gelisen
CMV enfeksiyonu infant asilamanin etkinligini
° degistirir mi?

"HIV ile enfekte olan bebeklerde bu farkin klinik nemi =
bilinmemekle birlikte tetanos, difteri, bogmaca,
hepatit B ve pndmokokkal asilamadan sonra asiile
induklenen antikor konsantrasyonlari daha dusuk
oldugu saptandi. o

TAS WENLALATE MATILST R TAT TLATAAST RALE WA LALE W P . "
leads 1o an Increase in activalx ¥« H1 !l M I tho wi l I il populati
but there s irmdted data on the effects of ( ZM\." niection on Infant vaccine res ;n NSOS
In ight of growing evidence of poor clinical outcomes ¢ ated with CMV

In HV-exposed, uninfectod Infants, Turther stcke y particularly Imgx In th
group. A clearer understanding of The mex hnn'ur. lv',‘ which r|L|ln-uL|l viral nloction
nfuence the developing nant immune system is criical 1o the succoss of matomal
and infant vacaination strateges



HSV ENFEKSIYONU

prpes simplex virus (H5Y) infections

Treatment
Diagnosis: antigen testing / PCR / culture of swab / CSF [ biopsy. Clinical appesrance of skin lesions not reliable
Drug Dose Comments
Initial genital | mucocutanecus HSY valaciclovir 2 x 1000 mygiday po 7-10 days or until lesions healed
or 2 % 500 mg/day po 7-10 days or until lesions healed
fameiclovir
or 3 x 400-200 mg'day po 7-10 days or until lesions hesled
aciclovir
Recurrent genital / mucocutaneous HSY | valaciclovir 2 x 500 mg/day po Chronic suppressive therapy. Allems-
(= 8 episodesiyear) frvely start early trestment as above
TECUITENCES OCCUr
Severe mucocutaneous lesions aciclovir 3% 5 mpg/g/day v After lesions begin to regress, switch fo
aral trestment until lesions have healed
Encephalitis aciclovir 3 x 10 mg'kg/day iv 14-21 days
Aciclowir resistant mucocutansous HSY foscarnet 2-3 x 80-120 mg'kplday iv Until clnical response

infection




Varicella zoster virus (VZV) infections
Treatment

Diagnosis: ypical clinizal appearance withiwithout anfibody festing, OR anfigen festing / PCR | culture of swab / CSF | bipsy

Drug Dose Comments
Primary Varicella infechon (Chickenpax) | valaciclovir 3% 1000 mg/day po 37 days
Herpas Zoster (Shingles): valaciclovir 3% 1000 mgiday po 7-10 days
ot disseminsted o 3% 500 mg/day po 7-10 days
fameiclovir
Herpes Zoster. Disseminated aciclovir 3x 10 mglkg'day iv 10-14 days
Encephalitis (including vascul) aciclovir 3x 10-15mg/kgiday 1421 days
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