Kotev0vovtpleg ypoupES OVTINETOTIONG
HIV hotpméng

GUDELINES

2 aumartdkou EAévn
Av. KaBnyntpia TTaB/yiac Aoipwéewv
EKTTA




TTooooTd “late presenters”
tpooepxopevol oe Kévrpa to 2008

- J 3o DU ATHENA (F de Wolf)
f - iy " Brussels St Pierre Cohort (S
. -»';" - deWit)
- B Barcelona cohort (J Gatell)
— -"7-' ; e CHIC (C Sabin)
v e | ClinSurv HIV (O Hamouda)
‘;:‘.:'.‘ 47% . DHCS (F Engsig)
f EuroSIDA (J Reekie)
3 S FHDH ANRS CO4 (D
i « | Costagliola)
Bt~ gt BN ICONA (A d’Arminio
- Monforte)
Swedish Cohort (J
_ Brannstrom)
“":3 SHCS (B Ledergerber)

*: 2007



‘f.

CD4 count at start of ART, 2003-2005
42 countries, 176 sites, 33,008
patients
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U.S. HIV Market Dynamics

Significant Opportunity Remains in Increasing
Diagnosis and Bringing Patients onto Therapy
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* February, 2009 CDC estimates as of the end of 2006
** Synovate Healthcare U.S. HIV Monitor Q3 2008



EU Big 5 HIV Market Dynamics

Similar Dynamics as Seen in the U.S. with Strong Support
In the EU for Increased Testing Initiatives and Early Treatment
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HIV cascade of care in Greece: Useful insights
from additional stages
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CDC Recommendations for HIV Testing

In Healthcare Settings

Routine voluntary testing for patients ages 13 to 64
Not based on patient risk

Opt-out testing
No separate consent for HIV
Resulting in increases in HIV testing rates

Pretest counseling not required

Repeat HIV testing left to discretion
of provider, based on risk

Within the US, 34 states are neutral
to supportive of the CDC guidelines
while 11 states have taken steps

to reduce regulatory barriers

6 states passed legislation (2007)

Branson BM, et al. MMWR Recomm Rep.

MMWARI

Morbidity and Mortality Weekly Report

Recommendations and Reports September 22, 2006 / Vol. 55 / No. RR-14

Revised Recommendations for HIV Testing
of Adults, Adolescents, and Pregnant Women
in Health-Care Settings

INSIDE: Continuing Education Examination

2006:55(RR-14):1-17.

DEPARTMENT OF HEALTH AND HUMAN SERVICES
CENTERS FOR DISEASE CONTROL AND PREVENTION
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5-7 OCTOBER BARCELONA
HIV in Europe HIV and Viral Hepatitis: Challenges of Timely Testing and Care

Working Together for Optimal
Testing and Earlier Care

Which Conditions are Indicators for HIV testing
across Europe?:Results from the HIDES II
Study

Dr. Galyna Kutsyna on behalf of the HIDES Study Group

HIDES (HIV Indicator Diseases Across Europe Study)
A project under the HIV in Europe initiative
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Age is Not a Condom

Age is not a condom. - Age is not a‘condom.

D -
Tolk 1o your doctor obout your sex life. Talk to yowdodol obout your tox“'.\
Get informed. Be sofe. Get tested for HIV, _ Get informed, Be safe. Get tested for HIV

NYS 800-541-AIDS NYC soo TALK-HIV | NYS 800-541-AIDS NYC 800-TALK- H
BOO 54! 2437 L “800-541-2437. B00-B258448
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Apyikn ektipnon tpotodtoryvwctévrtog HIV(+)

aG0evong
AN pEC 10TPIKO 16TOPIKO

Owkoyevelokod 1otopikd ( mpomiun CVD, ZA, vaéptaon, XNN )

Xpovia QUPUAKEVTIKT OYMYN

2 VVVOOTPOTNTEG

Iotopuod euPforacumv

Yvyokowveviki ektipnon

Tpéyov “ lifestyle” (ypnon aAK0OA, KaTvViGUA, OLOLTPOPT], AGKNON,
XPNOT PAPUAKMV)
Epyacia, Kotvoviko status

Ymapin vELPOYVOGLOK®OV O10TOPOYDV, KOTAOA YN

01KOYEVELNKO Status: cOVTPoPOg, Todd

2E0VOMKN KOl OVOTUPAYMYIKT VYELO,
2TUTIKT) OLOAEITOVPYiR, GEEOVLUMKT] GLUTEPLPOPA LYNAOD KIvOVHVOL
Status cuvtpOPOL KOl EVNUEPOOT , LETPA AVTIGVAANYIG



Assessment of HIV-positive Persons at
Initial & Subsequent Visits

HISTORY
Medical Complete medical history £ First wvisit On transfer of care repeat assessment
including:
* Family history (2.g. + First visit Premature C\VD: cardiovascular events in a first o4,
premature CVD, diabetes, degree relative {male < 55, female < 65 years) 55-56
hypertension, CKDY
. Cﬂﬂ .I | i o {1 E "Ilisrt
* Past and current Every visit
co-morbidities
* Vaccination history + Annual Measure antibody titres and offer vaccinations
where indicated, see Vaccination
Psychosocial Curmrent lifestyle (alcohol + 6-12 months Adverse lifestyle habits should be addressed more | 53
use, smoking, diet, exercize, frequenithy
drug use) ) _ )
Employment + F"rcr.rrd-e advice -EI'I:| :fl.mrt if needed
Social and welfare . Every visit Provide counselling if nesded
Psychological morbidity +
Pariner and children + Test partner and children if at risk
Sexual and Sexual history + Address issues conceming sexual dysfunction 80-83
Reproductive Safe sex n Risk of sexual transmission should be addressed
N Pariner status and + Recommend starfing ART in serodifferent couples
6-12 months
disclosure
Conception issues +
Hypogonadism (including + As indicated Persons with complaints of sexual dysfunction 80, 82
menopauss)
POST-REPRODUCTIVE HEALTH
Menopause + Annual'as Screen for pefimenopause symptoms inwomen = | 80
indicated 40 years.




Epyaoctnplakoc Ereyyog oyetikoc pe tnv HIV
AOTUOEN

HIV-VL
['ovoTumiKn avTOY1] KO VITOTLTTOG
RS tpomicuog
Anorvtoc apiOuoc CD4 (%), CD4/CD8
HLA-B*5701 ( Screening wpwv tv évapén ABC)
‘Eleyyoc yio cvArowuméerc ( HBV, HCV, HAV, STDs)

Screening ywo TB
Extiunon xwvdvvov yio CVD (Framingham score)

Hrotwkn, veppikn Agttovpyia, 0GTIKY TUKVOTITO
EuBoAwacpuot. ..
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Vaccination

Vaccinate according to national guidelines for healthy population, preferably
after having achieved suppressed viraemia and immune reconstitution
(CD4 count > 200 cells/uL)

 Consider repeating vaccinations performed at CD4 count < 200 cells/pL
(< 14%) or unsuppressed viraemia once adequate immune reconstitution
Is achieved (HIV-VL undetectable and CD4 count > 200 cells/uL)

 As vaccine responses may be significantly lower in HIV-positive persons
(i.e. lower seroconversion rates, faster titer decline), consider antibody
titers to assess their effectiveness

* Avoid polysaccharide vaccination

For attenuated live vaccines:

*Varicella, measles, mumps, rubella, yellow fever

Contraindicated if CD4 count < 200 cells/uL (14%) and/or AIDS.

Impaired protection after vaccination with unsuppressed viraemia.

* Oral live typhoid

Contraindicated if CD4 count < 200 cells/uL (14%): give inactivated
parenteral polysaccharide vaccine. Preferred if CD4 count > 200 cells/



Vaccination

wiecton |

Influenza Virus
Human Papilloma Virus (HPV)

Hepatitis B Virus (HBV)

Hepatitis A Virus (HAV)

Neisseria meningitidis

EAGS

Evropean AIDS Clinical Society

Yearly

Vaccinate with 3 doses for all HIV-positive
persons up to age 26 / age 40 if
MSM. Use 9-valent vaccine if available.

Vaccinate if seronegative. Repeat doses until
anti-HBs antibodies = 10 |U/L
/=100 IU/L

Vaccinate if seronegative.. Weaker immune
response expected with HAV/HBV co-vaccine.

Use conjugated vaccine (2 doses 1-2 months
apart) if available. Booster

every five years if exposure continues.
Polysaccharide vaccine not recommended
anymore



AVTOTOKPLOT 6€ EUPOAMOGUO EVOVTL
HBYV og cvilholpmin

87% oe CD4 > 500

33% o CD4 200-500

Ye acbBeveic ue younio apopnd CD4 (< 200/ul)
ko HIV wupio, Ba mtpémel Tpo tov epPfortacpov
va, yiveton Evapén ART

e CD4 200-500, cvotvovtot 4 00celg euPoriov:
Mnvogc 0, 1, 2, and 6-12
Y& un ovtomokpion, eravainym pe 40 pug (otwAn d6on)

ATOAELD TPOGTATEVTIKOV AVTICOUATOV £0G 30% /éT0C

Soriano et al, AIDS 2005, 19:221-240
Tenaldi et al, Clin Inf Dis 2004°38:1478-1484.



Vaccination

Streptococcus pneumoniae

EACS

Evropean AIDS Clinical Society

One dose of conjugated(iii) 13-valent
vaccine (CPV-13) for all individuals,
also if pre-vaccinated with PPV-23

polysaccharide vaccine. No general
recommendation for any booster dose.

Varicella Zoster Virus (VZV)

Yellow Fever Virus

Vaccinate if seronegative

Contraindicated if past or current
haematological neoplasia or thymus
affection (thymoma, resection/radiation).
Booster g 10 years.
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ORI1GINAL RESEARCH

Acute systemic inflammation induced by influenza A
(H1N1) vaccination causes a deterioration in endothelial
function in HIV-infected patients

C Viachopoulos,! P Xaplanteris,' H Sambatakou,” E Mariolis,“ A Bratsas,' E (hristoforatou,’ A Miliou," K Aznacuridis” and
C Stefanadis’

Conclusions

Acute systemic inflammation induced by vacdnation against the influenza A/HIN1 virus resulted in
a deterioration in endothelial function in HIV-infeced patients, and this effed was sustained for at
least 48 h Our findings may have important implications in view of the high cardiovascular risk that
HIY infection camies. The effect of the nowvel vacane on endothaial function should be weighed
against the immunological protection that it confers.



Drug-drug Interactions between Antimalarial
Drugs and ARVs

European AIDS Clinical Society

EAGS

Antimalarial drugs | ATWic [ ATVIr |DRWIc |DRVIF | LPWIr | EFV | ETV | NVP | RPV |MVC | BIC |DTG |EVGIc| RAL | ABC | FTC | 3TC | TAF | TDF
amaodiaquing a | “a | f f 17 |120%E| = | s | e [ e | e | e | e | e | e | e | e
aremisinin t t t t T 1=50%| |D ID | D | D| D[] t []|m|]a|a]|=]a
E dlovaquone = ||46%% - 1" | 174%® || 75% (| EsS%RY |® S T L i I T R O I

chiomguins . b P s sl e - i - i PP —r = | e | es M S
L fomdamyon | t | t [t |t |t | 4] 4 | & |=|a|a|a|t|a|a|c|c|=]=
§ | doxycycline o [ = [ e [ o [o [17 [ 7 [ 47 [ o [ oo [o [ o= [o ==
§ Ienatantrine o t t £ oU=a0% | [ID4E%| Lf | e [ e e [ 1 [ e | e | e [ o | e [ e
Folmefoqune | g | ¢ |t | 1 [ | 4| &[4 | f e w1 [w o] w]e]e
= | pimaguine e s i it i 4 wad ] - i P - - PR I s | e | ws
% praguani = |la1%d = | 1P 3%l |aRBEsSRY P | 2 (e e | = | ew | e e e e e
E pyrimethamine i “a i i i e ik i ik i > - i — e E E " e

quinina | 1 1 i | ! I | o | E [ | = | | &= | = ]| 0| =]

sufadoxing i “d i i i e ik i s iy s - i L iy = E e ey




HIV Aotpmin,

EAGS

European AIDS Clinical Society

GECOVUMKMC LETAOLOOUEVE. VO LU TO,

HIV DISEASE
Virology Confirmation of HIY Ab pos More frequent monitoring of HV-VL at start of ART | 11-13
Plasma HIV-WL + 16 months Perform genotypic resistance test before starting
ART if not previously tested or if at risk of super-
infection
Genotypic resistance test +i- . .
Sl Eilﬂg ogres!
RS tropism (if available) +- Screen if considering RS antagonist in regimen
Imimunodogy CD4 absolute count and 9%, & 36 months Annual CD4 count if stable on ART and 11-13
CD4/CDE ratio (optional: CD4 count = 350 cellsiul
CD& and %) CD4/CDE ratio iz a stronger predictor of senious
outcomes
HLA-B*37:01 (if available) +- Screen before starting ABC containing ART, if not
previously tested, pages 11-12, 24
CO-INFECTIONS
5T= Syphiliz serclogy Annuall as Consider more frequent screening if at risk 14, B0
indicated
STl screen Annuall as Screen if at risk and during pregnancy

indicated




B EONIKO KAl KAMOAIZTPIAKO MANEMIZTHMIO AOGHNQN
IATPIKH 2XOAH
EPFAZTHPIO YTIEINHZ, EMIAHMIOAOTIAZ KAl IATPIKHZ ZTATIZTIKHZ

EONIKO KENTPO ANA®OPAS PETPOIQN

EAEI'XOX 'ONOTYIIIKHY ANTOXHE *E ANTIPETPOIKH OEPAIIEIA

APXIKA (Emifeto - Ovopa) : MII. KQ. HM/NIA TEN: 8/1/1965 ®YAO: APPEN
APIOMOX ATOMOY: HIVRES -000014

AP.KEEAIINO:

HM/NIA AHYHX AEITMATOX: 14/11/2011 @P«: IIAPAAABH : 14/11/2011 ©PA:
IATPOZX: XAMITIATAKOY E.

NOZOKOMEIO/MON. YT'EIAX: IIIIOKPATEIO-MEA

Eywe RT-PCR otV neproyn g npotedong (PR) kot oo tpmipo (keodikdvia 35 - 244) g aviictpogng
petaypapdong (RT).

211 GLVEXELD TOVTOTOWONKE 1] VOLKAEOTIOKT GAANAOLYIC TV TOPUTAVOD TEPLOYADV KUl AVLLVELON KOV O
axodAov0eg peTAAAAYES TOV GLVIEOVTOL PE OVOEKTIKOTITO GE OVTIPETPOLIKY Bepameia :

O Mepioxn AvrtioTpoeng Metaypagdong (RT)
E138A,K70G,M184V

O Neproxn MNpwredong (PR)
HB69K,113V,162V,K20R,L89M,M361,V771

ExTipdpevi) ovOEKTIKOTITO 6E GYECT] LE TIG TAPOTPOVREVES LETUALAYEG.
Dappoko  XopokTnpioudg @dppoko  Xopokmnpopés Pdappoxo  Xopokmnpiopds Pdappaxo  Xopoknpioudg

NELFINAVIR S KALETRA S ZIDOVUDINE S EFAVIRENZ S
ATAZANAVIR S SAQUINAVIR/R S DIDANOSINE I NEVIRAPINE S
FOSAMPRENAVIR S INDINAVIR/R S LAMIVUDINE R ETRAVIRINE S
TIPRANAVIR/R S STAVUDINE S
DARUNAVIR/R S ABACAVIR I
ATAZANAVIR/R S TENOFOVIR I
FOSAMPRENAVIR/R S  EMTRICITABINE R
Eneéiyno

R Ioyvpn avroy 1 oty dwdikaosio avantving Loyvpric avroyis.

AT T e T S ¢ .’ - A



L~ EGNIKO KAl KAMOAIZTPIAKO MANEMIZTHMIO A©@HNQN
IATPIKH ZXOAH

EPTAZTHPIO YTIEINHEZ, ENIAHMIOAOTIAZ KAl IATPIKHZ ZTATIZTIKHZ

EAEI'XOX TPOINIXMOY TOY HIV-1

APXIKA (EmiBeto - Ovopa) : MIL KQ. HM/NIA T'EN: 8/1/1965 ®YAO: APPEN
APIOGMOZ ATOMOY: HIVTROP -000079

AP.KEEAIINO:

HM/NIA AHYHX AEI'MATOZX: 24/1/2012 QPA: MMAPAAABH :24/1/2012 OPA:
IATPOL: ZAMITATAKOY E.

NOZOKOMEIO/MON. YIT'EIAZ: IIIIOKPATEIO-MEA

LYMIIEPAZMA :  Katomy tavtonoinong g vovkieotidumg aliniovyiog g
reployng V3 g mpoteivng gpl20 and delypo HIV-RNA Bpébnke
411 0 10¢ £yet Tpomio o Yo Tov cuvorodoyéo CXCR4.
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EAGS

European AIDS Clinical Society

Viral Hepatitis

HAY =creen

HBY =creen

HCY sereen

As indicated

Screen if ongoing risk (e.g. MSM); vaccinate if non-
imrmiLres

Annual screen if ongoing rizk; vaccinate if
non-immune. Use ART containing TDF or TAF in
vaccine non-responders

Further screen based on risk behaviour and local
epidemiology.

Meazure HCV-RMA if HCV Ab pos or if recently
acquired infection suspected

79, 95
g7

HOW screen

As indicated

All Persons with positive HBs-Ag should also be
screened for HOVW co-infection

95, 103

HEY =creen

As indicated

Screen persons with sympioms consistent with
acute hepatitiz, unexplained flares of aminotrans-
ferases or elevated liver function tests, neuralgic
amyotrophy, Guillain-Bamé, encephalitis or protein-
uria. Include anti-HEY IgG and Ighl and MAT for
HEV-RMA in blood and if possible in stool

103




Xvilrownmées- TB, arleg

EAGS

European AIDS Clinical Society

Tuberculosis CXR + Consider routine CXR in persons from high TB 20,
PPD + prevalence populations. 114
3 : : Re-screen if Some national guidelines consider the ethnicity,
ﬁﬁé‘;ﬂﬁeﬁdﬁg&;;’* * exposure CD4 count andg.lﬂ-.FtT usage to define indimtigrnty for
latent tuberculosis infection scresning.
Uze of FPIVIGRA depending on availability and
local standard of care. IGRA should, however, be
tested before PPD if both are to be used, given the
potential fior a false positive IGRA after PPD.
See Diagnosis and Treatment of TB in PLWH
Others Varicella zoster virus + Offer vaccination where indicated T3
serology
Measles/Rubella serology + Offer vaccination where indicated
Toxoplasmosis serclogy +
CMY zemology + 79
Cryplococcus antigen +i- Consider screening for cryplococcus antigen in
serum in persons with CD4 count < 100 calls/plL
Leishmania serology +- Screen according to traved histonyforigin
Tropical screen (2.g. Schis- +- Screen according to traved histonyforigin
tosoma serology)
Influenza virus + Annual In all PLWH, =ee Vaccination T3
Streplococcus preumaonias + Mo recommendations available regarding the need | 79
for a booster dose, see Vaccination
Human papilloma virus + As indicated Vaccimate all PLWH with 3 doses between ages 9 | 79

and 40. If HP infection is established, efficacy of
vaccine is guestionable, see “accination




EACS:

ZDVVOG" péTnng European AIDS Clinical Society
CO-MORBIDITIES
Haematology FBC + + 3-12 monthes
Haemoglobinopathies + Screen at risk persons
GEPD + Screen at risk persons
Body Body-mnass index + + Aniriual a3
Composition
Cardiovascular Risk assessment . + + 2 years Should be performed in all men = 40 years and o4
Dizease (Framingham score ) women = 50 years without CWVD
BECG + +/- Az indicated Consider baseline ECG prior to starting ARVs
associated with potential conduction problems
Hypertension Blood pressure + Aniriual ]
Lipids TC, HDL-c, LDL-c, '|'|:3ﬁ + Annual Repeat in fasting state if used for medical interven- | G0
tion (i.e. = 8h without caloric intake)
Glucose Serum glucose + + Annual Consider oral glucose tolerance test / HbA ¢ if fasting | 55-59
glucose levels of 5769 mmolL (100-125 mgfdL)
Plllrrmnar].r Hmmturyﬂsyn‘pm and + + Aniriual If zevers sl'u'lrlem of breath is I'Epﬂl'tﬂd with 89
Digease rizk factors preserved spirometry, echocardiography may
be perfomed to rule out heart failure andfor pulmo-
nary hypertension
Spirometry As indicated Snmmeﬂ;.r should be perdiormed in all symptomatic
persons
Liver Disease Risk assessment + Annual 69-72
ALT/AST, ALF, Bilirukin + 312 months More frequent monitoring prior to staring and on
treatment with hepatotoxic drugs
Staging of liver fibrosis 12 months In HCY andior HBV co-infected persons (eg. 69-72
FibroScan, seum fibrosis markers)
Hepatic ultrasound & months Persons with liver cirrhosis™ 6972




2OVVOoNPOTNTES

EACS:

European AIDS Clinical Society

Renal Dissase Risk assessment! Annual More frequent monitoring if eGFR < 90mbLfmin, 64-65
eGFR (CKD-EPIy+ 9312 months CKD risk factors present andfor prior to starting
and on treatment with nephrotoxic drugs™
Urine dipstick analysis™ Annual Every 6 months if eGFR = 60 mL'min or rapid
decline in eGFR, if proteinuria = 1+ andfor eGFR =
60 mbLfmin perform UAC ar UPAC
Bone Dizease Bone profile: calcium, POy, 6-12 monthes 61-63
ALP
Risk assessment™ 2 years Consider DXA in specific persons (see page 61 for
(FRAX®< in persons = 40 details)
years)
Vitamin D 23{0OH) vitamin D As indicated Screen at rizk persons 62
Cognitive imipair- | Scresning questionnaire As indicated Screen all persons without highly confounding con- | 58
ment ditions. If abnormal or symptomatic, see algorithm
page 85 for further assessment.
Depression Cluestionnaire As indicated Screen at rizk persons 84-85
Cancer Mammography 1-3 years Women S0-70 years 52
Cervical PAP or liguid based 1-3 years HIV-positive women = 21 years
cytology
Rectal exam and ancscopy 1-3 years MSM and persons with HPV-associated dysplasia.
Evidence of benefit not known
Ultrasound and alpha-foe- & months Controversial, persons with cirmhosis and persons
toprotein with HBY co-infection at high risk of HCC=*

Crthers

Corntroversial




Screening ywo. ve@piki] v060 6¢
HIV (+) ac0gveig

Baseline extiunon:

Extipmon eG,FR (1 CrCl) > 1+ mpwreivovpia oe dipstick
Mikpockonnon yia eGFR 1 CrCl < 60 ml/min
TPpOT:ivovpia

[Tocotikn pétpnon
TPOTEIVOLPTLOG
(protein:creatinine )
YEPNY0 VEQPPOV
Extiunon and veppordyo

Ye Kivouvo? yio ovamTvén
YPOVIOGC VEQPPIKNG VOGOL?

Etmoia extipnon GFR kot
UIKPOGKOTIKNG OVP®V

# mmapayovrteg Kivouvou yia XNN: éyxpwpog, Z.A., utrépraon, HCV, CD4 counts < 200
cells/mms3, HIV RNA > 4000 copies/ml

Gupta SK, et al. Clin Infect Dis 2005; 40:1559-158
*Infectious Diseases Society of America



IIepintmwon acBevoc

AcBevnc 47 etov pe HIV Loluwén otadiov C3 (PP ).
[ik6 poptio 120.000 cop/ml, 120 CD4
vIEPMTIOUUI
tot cholest: 2400mg/dl, HDL: 39mg/dl,

AII: 136/90mmHg ( 6yt avtivmepTactkn aywyn )
KOTTVIGTNC
T etooc HAART 0Oa yopnynoovue? AAAN ayoyn?



WA — AT

Information about your risk score:

Age:

Gender:

Total Cholesterol:

HDL Cholesterol:
Smoker:

Systolic Blood Pressure:
On medication for HBP:

Risk Score*

Wednesday, June 29, 2016

47

male

240 mg/dL
39 mg/dL
Yes

136 mm/Hg

Means 19 of 100 people with this level of risk will have a heart
attack in the next 10 years.

* Your risk score was calculated using an equation. Other NCEP
products, such as printed ATP III materials, use a point system to
determine a risk score that is close to the equation score.



AQaipeST TOL KOATVIGUOTOC. . ..

Systolic Blood Pressure: 136 mm/Hg
On medication for HBP: No
Risk Score* 6%

Means 6 of 100 people with this level of risk will hay



KMVIKEG EKONAMGELS KOTA TNV UPYLKT
oLaYVMOoT)

%pmrokoium@]
NoonUoTo-KAIVIKEC EKONAMGELS KaTtnyopiac B
(xatd CDC)

Nocotl mov kabopilovv to AIDS
(otaowo C xatd CDC)



Emioyn apyunc HAART. Xe mo1ov
acOevn?

‘Evapén 6e mpocpatn Aoiumen

‘Evapén o€ acbevn pe cuvvoenpotntec

‘Evapén ce acbevn ue mpoyopnuévn HIV
AOTU®EN



NeoowyvmoOeic HIV ao0evic

2VYYOPNYOVUEVO GAPLLOKOL?
20VVOoNPOTNTEC
Xvirowuanéec (HCV, HBV, TB)?
KAnpovouiko 16toptko?
‘ECelg, ouvnoetec?
Yuyotpikn katactaon?
Etowotnta yia Evapén, copuopemon otnv HAART?



Etowpotnto yia £vapin, copuop@mon otny
HAART
( adherence vs compliance )

. XopokTnplroTiKd vocov
1. Kowoviki etipién
. Xyéon a60evovc-y1oTpov

Iv. IInyéc whnpoopnong
v. Ileprarrov mapoyng vyetog




[Towo avTIpETPOIKN] aywy™n emAEYoLUE?



2tativeg, avtwneptactkd: AAAniemopdoeic ue HAART

Hon-ARY drugs ATVic | ATVIr | DRVie | DRVIr | LPVir EFVY ETV | NWP | RPV | MVC | DTG |EVGIc | RAL |ABC | FTC | 3TC | TAF | TDF | ZDV
Ftorvastatin 1822%| 1 [1200%| 1 [teoom| gean (3T | S (S [ ¥ e [ | |00 |02 | = | &
2 | pravastatin (] 1 i f81% — 1445 1 — — A - i = T N e —+
% | rosuvastatin 1242% | 1213% | 103% | reE% [1107%| = o | 2 | & | o | 2= |PEK| & | or | 45 | 0 | 2 | 2 | &
amlodipine " " t 1 1" 1 1 1 - — o t + | [ =] o
_§ dittiazem 'S 1 t 1 t 169% IE 1 E E - t o+ | o || =] =] ] =
§ | metoprolol t t t 1 t —- = | e - - - t RN R UR U U R
O | verapamil 'S 1 t 1 t 1 IE 1 E E . t o+ || = |=|E|E]| =
warfarin T [teri| 1 1 L [ torl | 1 (1o o= [ = | = [ 1 [ |o][o]eo|o]e] o




EmAoyn apyiknc Oepameiog

[Hapdyovteg Tov PAPUAKOL

Ap1Ouog yammv, nEyeboc, cuyvoTNTA Kol OLTPOPIKES OVAYKEC
OTOTEAECULATIKOTITOL

[Ipo@ik avoyng/toSikoOTnToC

[Hapdyovteg acBevoic

IIpo Bepameiac apOpuoc CD4+ kvttdpov

2vvvoonpotntec ( Kopdioyyelakog Kivouvog, youyloTpikn vocoq)

Svyyopnyovueva eapuoxa ( aviipopatikd, PPl ....), cuAloinmén

[Ipotiunon acBevoic, cuuudpemon

IIpoomTIKY) £YKLUOGVVNG

[Tapdyovteg Tov 100

Yropén mpmToyevovg avToyns
HIV-1 RNA tpo ™ évaping




[Hoc emAéyom HAART?

AvemOounTteg evépyereg | embouio Yo 0tA0VGTELON
I'vootn 1 avopuevopuevn un couuopPOon
IIpoomTiKI) €yKvHOGUVNG

Xviroipoén (HCV, TB)

2 VVVOOTPOTNTES



CONVENIENCE BEYOND ONCE-DAILY DOSING

No boosting
required

No time-of-day

Small tablet size restrictions

Can be taken with Few DDIs with

_ commonly used
or without food medications




AMniemopdoelc ART ue otativeg

Antiretroviral
RPVI]

EVG/COBI/FTC/

TDFI
DTGI12
ATV/RTVI

DRV/RTVI

EFVIY

RALI

ATV/COBI or
DRV/COBI

Contraindicated

Titrate Dose

Atorvastatin
Rosuvastatin

Metformin

Atorvastatin
Rosuvastatin

Atorvastatin
Pravastatin
Rosuvastatin

Atorvastatin
Simvastatin
Pravastatin

Rosuvastatin

No Dose Adjustment
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HAART kot avtikotoOAuttikd

Anftidepressants ATVWIr | DRWIc | DRVIr | LPWir | EFW ETV HVP RPY MV DTG EVGIle RAL
S5RI citalopram 14 1 1 pd | 1 | - — - 1 -
escitalopram 14 1 1 13 l ! l il — i 1 M
fluvoxamine 1 1 i} 4 . E . — 4 1 i
fluoxetine I 1 1 1 +5 o — i — +5 1 +a
paroxetine 117 12 L38% T2 — . — 4 — 4 117 5
serraline 1 1 L48% l 138%% l | e — 4 i 4
SNRI duloxetine tl 1 tl 11 — - — - - - 1 —
venlafaxine T 1 1 1 1 l £t o £t 1 i
TCA amitriptyline | 1 1 1 . o — — — ’e 1 -
clomipramine i 1 1 P ! | ! - ~— i 1 -
desipramine i 1 1 15%3 o - — o —- o 1 -
doceepin 1 1 t 1 4+ e — B — 4+ T +n
imipramine ) 1 t 1e l | l - - - t -
narriptyline 12 1 1 § 3 - . — o — - 1 -
trimipramine 1 1 1 1 - = = o — - 1 +
TeCA maprotiline 1 1 1 T - - — o — - 1 i
miansering T 1 1 1 l i l £t i £t 1 £t
mirtazapine T 1 1 T | i | * = * T +
Others bupropion 1 e 1 157% | |55% 4 1 4 e 4 12 —
lamotrigine 132% e 1 150% | 4 — 4 e 4 e —
nefazodone t 1 1 T JE 1E 13 E E — T —
St John's wort (] o D o D i) o D D Do D -
trazodone T 1 1 1 l ! l i i £* 1 £t
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Interaction Report from www.hiv-druginteractions.org

www.hiv-druginteractions.org

Interaction Report

o

-
"r

Page 1 of 2

UNIVFRSITTY OF

[ IVERPCOON

Report ID: DE EY
Date Produced: 09 June 2016
Antiretroviral Treatment Co-medications
Cobicistat (with ATV or DRV) Clopidogrel
Darunavir Diltiazem
Fish oils
Perindopril

Rosuvastatin
Trazodone









.ITowo STR givon kataAANAOTEPO?
Triumeq, Stribild?

A e e e S e A i e s rrin e e n

Triumeq' |
600 Mg/50 Mg/300 M0 N |

film coated tablets o
abacavir/dolutegravir/lamivudine Tr‘iumgq

®y
Oral use

600 mg/50 mg/300 ™
* fim coated tablets ‘

abacavyiy/

' Olutegravir/
AMmivudine
30 film-coated tablets ~

30 tablets
. iy Healthcare UK Lim'"

S
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ART is recommended in all adults with chronic HIV infection,
rrespective of CO4 counts™

I needs to be initiated before genotypic testing re

available, it is recommended to include a drug with high gen
bamier to resistance n the firstdine regimen (e.g. a Pl'r, Plic or
ODTG). ldeally, before starting treatment, the HIV-VL level and
should be repeated to obtain a baseline to assess
quent re
Use of ART should also be recommended with any CD4 count
in orger to reduce sexual transmissson, nsk of AIDS event and
mother-to-child transmission of HIV (before third tnmester of

pregnancy).




Hoc emiéym apypikn HAART o€ cvvvoonpotntes?

"2€ QUENUEVO KOPOLOYYELOKO KIVOUVO, OmToQLYN
ABC, LPV/RTV, or FPV + RTV
"2e EKTTMOTN VEQPPIKNG Agttovpyiag, To TDF Oa mpémer va
amopevyetat, Wiaitepa ue boosted Pl
=Xe ovENuévo Kivouvo KaToylatmy, O? 9 .
(v e el
elvol KaAO Vo amoQEVYETAL TO l‘ f |
m > 8

TDF, wwitepa pe boosted Pl - S

B =



IIpotewvouevn o’ ypopupung ywo Evapén

Regimen Main requirements Additional guidance (footnotes)
Recommended regimens
2 NRTl= + INSTI
ABCIITC + DTG HLA-B*S7.01 negative | (ABC: HLA-B*37-01, cardiovascular risk)
ABCITCIDTG HB=sAgQ negative Il (Weight increase (DTG))
TAF/FTC or TDRFTC or TDRATC Il (Weight increase (DTG, TAF))
+ DTG I (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)
TAFFTCIBIC Il (Weight increase (BIC))
TAF/FTC or TDOR/FTC or TOFATC I (TDF: prodrug types. Renal and bone toxicity.
+ RAL qd or bid TAF dosing)
YW (RAL: dosing)
1 NRTI + INSTI
3TC + DTG or ATCIDTG HBsAgQ negative

HIV-VL < 500,000 copies/imL
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EvoilokTiki] oyoyn yia £vapén

Alternative regimens

2 NRTIs + NMRTI

TAF/FTC or TOFR/FTC or TDFI3TC v (TDF: prodrug types. Renal and bone toxicity.
+ DOR or TAF dosing)

TDFATCDOR V1 (DOR: HIV-2)

TAFFTC or TDRFTC or TOFR3TC
+ RPV ar

CD4 count = 200 cellsful
HIV-VL < 100,000 copies/mlL

I (TDF: prodrug types. Renal and bone toxicity.
TAF dosing)

TAFIFTCIRPY or Mot on proton pumip inhibitor VI (RPA: HIV-2)

TDFFTC/IRPY With food

2 NRTIl= + Plir or Plic

TAF/FTC or TOR/FTC or TDFI3TC | With food v (TDF: prodrug types. Renal and bone toxicity.
+ DREMNe or DRV or TAF dosing)

TARFTC/IDRN YT {DRNVIT cardiovascular rizk)
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From 1998 until 2000, the US DHHS guidelines recommended that all PWH be
This threshold was then increased to 350 cells/mm3 from 2006 to 2009, then tc

A

AZT

Protease Inhibitors INSTIs

Tolerability

Toxicity Efficacy

ART Resistance

HAART Single Tablet

pre-HAART

1987 1995 2006 2018



Recommendations for initiation [ A P
AL VA
of ART in HIV-positive persons J -
(before 2013) Evropean AIDS Clinical Society 2::3,;'
) e
350-500 > 500
Asymptomatic HIV infection C D
Symptomatic HIV disease (CDC B or C conditions) incl. tuberculosis R R
Primary HIV infection C C
Pregnancy (before third tnmester) R R
Conditions (likely or possibly) associated with HIV, other than CDC stage B or C disease:
HIV-associated kidney disease R R
HIV-associated neurocognitive impairment R R
Hodgkin's lymphoma R R
HPV-associated cancers R R
Other non-AlDS-defining cancers requiring chemo- and/or radiotherapy C C
Autoimmune disease — otherwise unexplained C C
High risk for CVD (= 20 % estimated 10-yr nisk) or history of CVD C C
Chronic viral hepatitis
HBV requiring anti-HBY treatment R R
HBV not requiring anti-HBY treatment C/R ¥ D
HCV for which anti-HCV treatment is being considered or given R D b
Hi™V for which anti-HCY tfreatmant nnt feaazihle R [




IMPQIMH VS OYIMH ENAPEZH ANTIPETPOIKHX AT'QI'HX

The NEW ENGLAN D
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 AUGUST 27, 2015 VOL. 373 NO. 9

Initiation of Antiretroviral Therapy in Early Asymptomatic
HIV Infection
The INSIGHT START Study Group*

ation group be offered andrerrovira! therapy. The primary end point occurred in
42 patients in the immediate-initiaton group (1.8%; 0.60 events per 100 person-
years), as compared with 96 patients in the deferred-initiation group (4.1%; 1.38
events per 100 person-years), for a hazard rario of 0.43 (95% confidence interval
[CI], 0.30 to 0.62; P<0.001). Hazard ratios for serious AIDS-related and serious
non-AIDS-related events were 0.28 (95% CI, 0.15 w 0.50; P<0.001) and 0.61 (95%
CONCLUSIONS

The initiation of antiretroviral therapy in HIV-positive adu!ts with a CD4+ count
of more than 500 cells per cubic millimeter provided net benefits over starting
such therapy in patients after the CD4+ count had declined to 350 cells per cubic
millimeter. (Funded by the National Institute of Allergy and Infectious Diseases
and others; START ClinicalTrials.gov number, NCTO0EG7048.)




‘Evapén avtipetpoikne aymyng TQPA

Me v oudyvoon, aveEdptnta amd tov oplfud tov CD4
AELLOOKVTTAP WV



Guidelines for Treatment of HIVV-Infected Pts

AIDS or CD4+ Cell Count, cells/mm3
Guideline HIV-Related
e — < 350 350-500 > 500
EACS! Yes Yes Yes Yes
DHHS Yes Yes Yes Yes
IAS-USAEI Yes Yes Yes Yes
WHOH Yes Yes Yes Yes

ART initiation now recommended for all pts, regardless
of CD4+ cell count

1. EACS HIV Guidelines. V 8.0. October 2015. 2. DHHS Guidelines. April 2015.
3. Giinthard H, et al. JAMA. 2014,;312:410-425. 4. WHO When to Start
Guidelines. September 2015



.and HOW SOON

'NOT NOW!
how BECOMES

SOON IS  'NEVER.




Rapid ART by the Guidelines

DHHSI and 1AS-USAL] Rationale for Recommendations

Encourage rapid initiation of ART, _ . _
including same-day start if feasible *Rapid HLA-B*5701 testing may be

Avoid ABC, DTG/3TC, and NNRTI- unavailable

based regimens during rapid start *Transmitted NNRTI or NRT] resistance
Recommended regimens more likely than PI or INSTI resistance
BIC/FTC/TAF *Second-generation INSTIs are potent and

DTG + (3TC or FTC) + (TAF or TDF)  have high barriers to resistance

DRV/(RTV or COBI) + (3TC or FTC) + *Resistance to DRV emerges slowly
(TAF or TDF) *Empiric HBV coverage

*Treatment suitable for patients with
CrC1> 30 mL/min

1. DHHS Guidelines. December 2019. 2. Saag. JAMA. 2018;320:379.



Recommendations for Initiation of ART in PLWH with Chronic
Infection without prior ART Exposure

ART is recommended in all adult PLWH,
irrespective of CD4 counts"

I ART is recommended irrespective of the CD4 count. In certain situations
(i.e lower CD4 count or pregnancy), there is a greater urgency to start ART
immediately
. In persons with Ols, ART initiation may have to be deferred, see
page 104, for ART initiation in the presence of specific Ols. For
ART initiation in persons with TB, see page 20
. A possible exception to immediate start of ART might be HIV con-
trollers, persons with high CD4 counts and HIV-VVL < 1000 copies/
mL, although even in such persons ART initiation has been shown
to increase CD4 count, decrease inflammation, lower the risk of
clinical events and prevent HIV transmission
. Genotypic resistance testing is recommended prior to initiation
of ART, ideally at the time of HIV diagnosis; otherwise before
initiation of ART
If ART needs to be initiated before genotypic testing results are
available, it is recommended to select a first-line regimen with a
high barrier to resistance (e.g. a Pl/b, DTG or BIC combined with
TDF/FTC, TAF/FTC, TDF/3TC or ABC/3TC)
newly diagnosed persons or postponed until complementary
assessments depends on the setting and medical circumstances,
medical indications to start ART more urgently and risk of loss
from care. To reduce loss to follow-up between diagnosis and
ART initiation, structural barriers delaying the process should be
addressed




AVTIPETPOIKN Y®YN] GUGTIVETUL Y10 OAOVS TOVS
HIV (+) ao0¢gveic, aveCaptitme apiOuov CD4
v X¢ aobeveic ue Ols, ovotrivetat évapén ART egvtdc 2 efdopddmv
amo T OLdYVMOOoT
Eapeiton 11 KPOATOKOKKIKY UNVIyyiTidq, e cUGTAGT Y1
Kabvotépnon Evaping ART >4 gfoopdoeg amd tnv Evapén
OVTILVKNTIOKNC ay®myNS ( kivouvog yia amelAntiko yio ) (o1 IRIS.
v T évapén ART og cviloinmén pe TB:
cvotnvetal og 1 ypauung ARV
TDF/FTC + RAL or TDF/FTC/EFV
< 50 cells/uL:'Evapén ART 1o cvvtoudtepo kot evtoc 2 gfdop.
and v Evapén avti-1B ayoync.
> 50 cells/uL: H ART umopei va kaBvotepricel Eoc 8 pe 12 €Bo
amd TV Evapén avti- 1B ayoyng



Real-world practices in HICs

In the UK, Chelsea and Westminster Hospital HIVV Department actively recommends
ART initiation at diagnosis, to help reduce the risk of onward HIV transmission [1]
and foster immediate patient engagement (the first dose is not administered in an
observed setting).

Spanish guidelines recommend that ART initiation is personalized, to suit lifestyle,
comorbidities, possible interactions, and risk of poor adherence [2].

Italian guidelines recommend ART in all PLWH, independent of CD4 count .
Immediate-start ART (without waiting for HLA-B*5701 and GART results) is
recommended for people with acute HIV infection, with the aim of reducing the

latent viral reservoir [3].

1 Nwokolo N, et al Not just PrEP: other reasons for London’s HIV decline. Lancet HIV 2017, 4: el53
2. AIDS Study Group GeSIDA of the Spanish Society of Infectious Diseases and Clinical Microbiology and the National
AIDS PlanEnferm Infecc Microbiol Clin 2018 May 11.
3. Ministry of Health. Italian guidelines on the use of antiretroviral drugs and on the diagnostic-clinical management
of people infected with HIV-1 - year 2017.
Available at: http://www.salute.gov.it/portale/documentazione/p6_2 2 1.jsp?lingua=italiano&id=2696.



Meyarovovtog pe tov HIV.....

Avoxotovoun Mmoug
AvcAumioouio
20KYOPOONC O TNg

> Kivovuvog 2N

Neppikn vocog
Octeomevio, 06TEOTOPMOO
Hroatotolikdtnta






TTapayovTrec KivoUvou yia kapdiayyeiakn vooo

Mn perapinroi Metapintoi
nicio Kdénvioua
OWKOYEVEIRKO 1GTOPIKO uUTTépTaON
Efvicomra au€nuéva eTrireda oAIKA¢ Kal LDL-
QUAO C
xapnAa emritreda HDL-C
; . . OOKXapwong diapATNg
AM\ol TrapayovTeg duvnTika TTayUoapKia
oxemndopevol pe Ty HIV "EAAEIYN Copaticic Goknonc

= Avénpuéva enineda tprylvkepdimv
" DAeyHOVDOELS OETKTES
=  Avchiertovpyio evoobniiov

= AvTtoy1n 6TV WVGOLAIVY

Me KOKKiva YPAULOTO, Ol CTIULAVTIKOL TTaPAyOVTEG
o duvnTikA cuoxeTi(ouevol pe Tnv HIV kair tTnv HAART

Hackam et al. JAMA 2003; 290: 932-940






Artery Research (2009) xx, 1-7

available at www.sciencedirect.com
J—— ARTERY
-, . R ’
s’ ScienceDirect
journal homepage: www.alsevier.com/locate/artres -

Impact of human immunodeficiency virus infection
on arterial stiffness and wave reflections in the
early disease stages

Charalambos Vlachopoulos **, Helen Sambatakou ®, DimitrisTsiachris 2,
llias Mariolis ®, Konstantinos Aznaouridis 2, Nikolaos loakeimidis 2,
Athanasios J. Archimandritisb,ChristuduulosStefanadisa

Pulse Wave Velocity (PWV)

A distance

Non-invasive
evaluation
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New York Magazine 11-9-09
The New HIV Scare

B

Couger, Bad Co Hotmiay g OHY
e ugarby Emily Nussbaum / Sam Anderso

+TheowHIVSeare. BrookiyssBoboKibbty

g GRIGORI
POWERFUL, REVILED, EFFECTIVE, OBLIVIOUS,
SINCERE, BISTIC, MISUNDERSTOOD

A STRIKING NUMBER OF HIV PATIENTS
ARE LIVING LONGER BUT GETTING
OLDER FASTER—SHOWING EARLY SIGNS
OF DEMENTIA AND BONE WEAKNESS
USUALLY SEEN IN THE ELDERLY.

BY DAVID FRANCE




EDITORIAL COMMENT

HIV-associated neurocognitive disorders: is there a
hidden epidemic?

Justin C. McArthur® and Bruce . Brew”

AIDS 2010, 24:1367-1370

Torti et al. BMC Medicine 2011, 138

ht tpzffwrwnw biomed cemtraloom1741-7 01551 38 . .
BMC Medicine

COMMENTARY Open Access

Asymptomatic neurocognitive disorders in
patients infected by HIV: fact or fiction?

Carlo Torti', Emanuele Foca', Bruno M Cesana® and Franoois X Lescure



Prevalence and predictors of liver steatosis and
fibrosis in unselected patients with HIV mono-infectior

Rosa Lombardi, H. Sambatakou, I. Mariolis, D. Cokkinos
, G. Papatheodoridis,E. Tsochatzis
Dig Liver Dis 2016

Digestive
and Liver
Disease

&




CrCl Cutoffs for Single-Tablet Regimens

Single-Tablet Regimen FDA Approved for Pts
With CrCl, mL/min
EVG/COBI/TDF/FTCLH 270
EFV/TDF/FTCL] > 50
RPV/TDFE/ETCE] 2 50
DTG/ABC/3TCI4 > 50
EVG/COBI/TAF/FTCP > 30




Moaokpdc opacemc eveéaiun aywyn?? To ueArov?
Cabotegravir, Rilpivirine

and can we lalk openly =
about imperlect adherence?

! /\




MéEBooor mpoAnync petadoonc HIV?

1994:
TTPOANWN 1997:

KGOETNG PEP: post-

HETAOOONG Exposure
ATTO UNTEPQ Prophylaxis
o€ TTaudi

TASP:

Treatment
as
Prevention

Test and
treat

2012:
Truvada®

PreP

~

J




Jerome A.Singh, Edward J. Mills*

PLoS Medicine  Septermber 2005
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

22 July 2016
EMA/CHMP/496941/2016
Press Office

Press release

First medicine for HIV pre-exposure prophylaxis
recommended for approval in the EU
Truvada to enhance existing HIV prevention strategies

The main interventions currently used to prevent HIV-1 transmission in the EU are voluntary testing to
allow people to learn about their HIV status, risk counselling and the promotion of condom use.

Howewver, in view of the increasing number of new HIV infections worldwide, the current range of
prevention with screening, counselling and condom use needs further intensification.




IIpopviaktikn aymyn ( PrEP ) og vy dtona
LLE VYNAOD KIVOUVOL GUUTEPLPOPA?
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) PrEF:
’ The Revolution That
Didn’t Happen




erence

STOP PrEP
NOW

v, US v" Kenya
v France ¥ UK - still waiting

v Canada
#PrEPnow

o

Temence
HIGGINS 4

‘m»mg,u}lﬁ;‘. 1= ‘_‘.- St

2
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PrEP bought online: no fakes and good blood
levels Nneka Nwokolo of the 56 Dean Street clinic in Soho

155! m_m DOCTOR

KEEPS \m HIV NEGATIVE

WWW.Iwantprepnow.co.uk



http://www.dean.st/
http://www.iwantprepnow.co.uk/

The new 90-90-90: $90-$90-$90

Anarev

: ..\




The new 90-90-90: $90-$90-$90

In 2016 the US a year’s prescription of Truvada was $21,120.

UK list price for Truvada was $5553.
A generic tenofovir/emtricitabine pill is currently available for $67 .
Efavirenz and lamivudine are already available as generic products
abacavir/lamivudine and lopinavir/ritonavir: as generic products
In the end of 2016

In 2017 generic versions of emtricitabine and tenofovir
tenofovir/lamivudine already widely used in low- and middle-
Income countries

In 2018 atazanavir/ritonavir available as a generic

In 2019 darunavir went off patent, allowing it to be co-formulated
with generic ritonavir as a boosting agent.
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* Generic HIV drugs are becoming more available and can

lead to large cost savings. They can be used as long as they
replace the same drug and do not break recommended fixed
dose combinations



How Accessible are Generics?
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Hepatitis C treatment for under $300
CLUB

coming soon




You know that question
that goes through your mind
when you take your

generic drug?

Here's the answer.

FDA ensures that all generic drugs are put through a rigorous,
multi-step review process. From manufacturing to labeling,
everything must meet FDA's high standards. We make it tough to
become a generic drug in America so you can feel confident.

Generic Drugs: Safe. Effective. FDA Approved.
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Tnv enoyn e COVID-19, n tayeia evapén ART amotelet
ONUAVTIKO LEGO Vo peyieTonombel n tpocsPacmn kot vo,
ela1eTomToMOoVV O1 UN ATOPOLTNTEG EMCKEYELC




