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NeocCkovani a prulomové infekce

> Symptomaticka terapie; antikoagulace
> Antivirotika

» remdesivir, favipiravir, molnupiravir
> Imunizace

 Rekonvalescentni plasma
* Monoklonalni protilatky

> Imunosupresiva proti cytokinové bouri

e dexamethason
e baricitinib, toculizumab



Antibioticky stewardship

vyssi vék, delsi hospitalizace, zvl. v
intenzivni péci, ventilace

bakterialni koinfekce pri prijeti u 1,2%,
ale ATB pro pneumonii 69%o
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Antibioticky stewardship (2)

azitromycin / CEF3,4 / karbapenemy

superinfekce 6 — 48%o, zvl. JIP, MDRD
> Acinetobacter (22,3%), Pseudomonas (10,8%)
> Aspergillus (13,5%0)
> Casto kultiva¢né negativni, PCR multilpex
neg.
> empiricka lécba pro ,klinické zhorseni*
> konzultace obtizne



Rekonvalescentni plasma

imunoglobuliny: botulismus, vzteklina, zaskrt,
tetanus, hepatitida B, neStovice, CMV

rekonvalescentni plasma u covidu-19
> puvodné v kritickém stavu
> vysledky studii kontroverzni (Recovery)

> efekt SNAD d prvni 3 dny, vysoky titr
neutralizacnich protilatek

> logistika nevyhodna



Monoklonalni protilatky

bamlanivimab + etesivimab
> BLAZE-1, 70% redukce hospitalizace a umrti

REGN-COV2: casirivimab + imdevimab
> COV-2067, 70% redukce hospitalizace a umrti

léCebné podani: prevence progrese covidu-19

postexpozi¢ni profylaxe u kontaktu
> COV-20069, -66% redukce nakazy, -81% symptomii

pro dospé€lé a déti od 12 let a 40kg



Monoklonalni protilatky (2)

LécCebné podani:
vysoké riziko progrese
pozitivni PCR Ci antigenni test
do 10 dnu od pocatku priznaku
stav nevyzaduje

> hospitalizaci pro covid-19
> 1écbu kyslikem pro covid-19



Monoklonalni protilatky (3)

Postexpozicni profylaxe:
vysokeé riziko progrese
do 4 dnu od kontaktu

neoCkovany nebo predpoklad nedostatecné
imunitni odpovédi po oCkovani
uzky kontakt



Monoklonalni protilatky (4)

Postexpozicni profylaxe — uzky kontakt:
do 2 metru vice nez 15 minut
fyzicky kontakt (objimani, libani)
jidlo Ci piti ze spolecného nadobi
expozice aerosolu (kychani, kasel)
v pobytovém zarizeni na stejném useku

vV nemocnici ve stejném pokoji



Pacient s vysokym rizikem

BMI > 35 kg/m?

chronické onemocnéni ledvin vCetné dialyzovanych
chronicke onemocnéni jater

diabetes mellitus
primarni nebo sekundarni imunodeficit
imunosupresivni 1écba

chronické plicni onemocnéni v dispenzarizaci (napi. CHOPN,
intersticialni plicni onemocnéni, bronchialni astma, plicni
hypertenze, cysticka fibroza, spankova apnoe)



Pacient s vysokym rizikem (2)

onkologické onemocnéni s aktualni IeCbou

trombofilni stav v dispenzarni péci

neurologickd onemocnéni ovliviujici dychani

stav po transplantaci solidniho organu nebo kostni diené
vek > 65 let

vek > 55 let a souCasné alespon jedno: kardiovaskularni
onemocnéni, hypertenze, chronicke respiraCni onemocnént,

BMI > 30 kg/m?



DOPORUCENY POSTUP

Doporuc¢eny postup péce o dospélé infikované HIV
a postexpozicni profylaxe infekce HIV

Doporuéeny postup Spole¢nosti infekéniho Iékafstvi Ceské 1€kaiské spolecnosti, J. E. Purkyné
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Odborny garant: Terapeutickd skupina Narodni komise pro feSeni problematiky HIV/AIDS v CR
1

Schvileno: Vyborem Spole¢nosti infekéniho Iékarstvi dne 21. 1. 2016

SOUHRN
Snopkova S., Rozsypal H., Aster V., Sedlacek D., Kapla J., Jerhotova Z., Olbrechtova L., Zjevikova A., Dlouhy P., Jilich D., Vesely D.:
Doporudeny postup pé&e o dospélé infikované HIV a postexpozi¢ni profylaxe infekce HIV
V uvedeném textu jsou predkladany obecné principy postupu pii prijeti ¢lovéka infikovaného HIV do péce AIDS centra, zahajeni an-
tiretrovirové 1é¢by a dalsiho sledovani. Védecky vyzkum, vyvoj léciv a nova klinicka data béhem poslednich let vedly ke zméné nékte-
veh teranentickveh nohledii a preferenci pii lécbe infekce HIV. Tsou lépe konkretizovany a specifikovany urcité stavy, které ovlivinuji




Moderni 1éCba

VAR

Pripravkem
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Obr. 4 Proteazové inhibitory.



Zahajeni 16¢by — studie START

Mezinarodni randomizovana studi . L e
¢ o domizovana studie Interim vysledky: zavazné AIDS a

> 215 center v 35 zemich non-AlIDS udalosti, n

Randomized 1:11
ART-naivni dospéli s CD4+ lhned ART 41
> 500/ mm?3

(N = 4685) \ Odlozeni ART

(dokud CD4+ neklesnou 86
< 350 / mm3)

Studie ukoncena piedéasné na zaklad¢ interim analyzy:

» Riziko zavaznych komplikaci ¢1 smrti
redukovano o 53% u 1¢cby 1hned

2015



Kdy zacit 1écit

IHNED - aktivné nabizeno vSem HIV+ :

lepsSi prognoza pacienta

nizsi riziko Sireni infekce

U =U ... nedetekovatelny virus = neinfekc¢ni
LECBA JAKO PREVENCE

dozivotni lécba

nelze vylécit ... nelze eradikovat



People (%)

90 — 90 - 90

Cil1:
90% HIV+ 90%
diagnostikovano léceno

36.9 90%
million 33.2

million 29.5
million

HIV Positive Diagnosed On ART
People

million

Viral
Suppression



Postexpozicni profylaxe

Zdravotnici:

do 72 hodin, na mésic trojkombinace
Ostatni:

poranéni

pohlavni styk

stejné rezimy
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Preexpozicni profylaxe = PreP
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Pre-exposure prophylaxis to prevent the acquisition of HIV-1
infection (PROUD): effectiveness results from the pilot phase
of a pragmatic open-label randomised trial

Sheena McCormack*, David T Dunn®, Monica Desai, David | Dolling, Mitzy Gafos, Richard Gilson, Ann K Sullivan, Amanda Clarke, lain Reeves, m
Gabriel Schembri, Nicola Mackie, Christine Bowman, Charles J Lacey, Vanessa Apea, Michael Brady, Julie Fox, Stephen Taylor, Simone Antonucci,
Saye H Khoo, James Rooney, Anthony Nardone, Martin Fisher, Alan McOwan, Andrew N Phillips, Anne M Johnson, Brian Gazzard, Owen N Gill

Summary
Background Randomised placebo-controlled trials have shown that daily oral pre-exposure prophylaxis (PrEP) with Lancet2016;387:53-60
tenofovir—emtricitabine reduces the risk of HIV infection. However, this benefit could be counteracted by risk published Online

compensation in users of PrEP. We did the PROUD study to assess this effect. September 10, 2015
http://dx.doi.org/10.1016/
$0140-6736(15)00056-2

Methods PROUD is an open-label randomised trial done at 13 sexual health clinics in England. We enrolled HIV-
negative gay and other men who have sex with men who had had anal intercourse without a condom in the previous
90 days. Participants were randomly assigned (1:1) to receive daily combined tenofovir disoproxil fumarate (245 mg)

and emtricitabine (200 mg) either immediately or after a deferral period of 1 year. Randomisation was done via :::::iz:"i::'"i"suni' stucL:
web-based access to a central computer-generated list with variable block sizes (stratified by clinical site). Follow-up  (pof s mcCormack Msc,

was quarterly. The primary outcomes for the pilot phase were time to accrue 500 participants and retention; secondary Prof DT Dunn PhD,
outcomes included incident HIV infection during the deferral period, safety, adherence, and risk compensation. The M Desai MPH, D1 Dolling MSc,
trial is registered with ISRCTN (number ISRCTN94465371) and ClinicalTrials.gov (NCT02065986). MGafos EhD): HIV & oT)

Department, Public Health
England Centre for Infectious
Findings We enrolled 544 participants (275 in the immediate group, 269 in the deferred group) between Nov 29, 2012, Disease Surveillance and
and April 30, 2014. Based on early evidence of effectiveness, the trial steering committee recommended on Control. London, UK (M Desai,
Oct 13, 2014, that all deferred participants be offered PrEP. Follow-up for HIV incidence was complete for 243 (94%) :r:;’::";::g)_TM P—
of 259 patient-years in the immediate group versus 222 (90%) of 245 patient-years in the deferred group. Three HIV  pma ket centre, Central and
infections occurred in the immediate group (1-2/100 person-years) versus 20 in the deferred group NorthWestLondon NHS
(9-0/100 person-years) despite 174 prescriptions of post-exposure prophylaxis in the deferred group (relative F°z‘_f:d“i;’r‘:':5‘s' '-‘":‘d""" uK
reduction 86%, 90% CI 64—-96, p=0-0001; absolute difference 7-8/100 person-years, 90% CI 4-3—11-3). 13 men E:Ren,;rs:n(hels);a:n:ep ke
(9092 CI 9-23) in a similar population would need access to 1 year of PrEP to avert one HIV infection. We recorded westminster Healthcare NHS
no serious adverse drug reactions; 28 adverse events, most commonly nausea, headache, and arthralgia, resulted in Foundation Trust, London, UK
interruption of PrEp. We detected no difference in the occurrence of sexually transmitted infections, including rectal f)"‘ 'i;”c'"““ Z‘;’D Clava
gonorrhoea and chlamydia, between groups, despite a suggestion of risk compensation among some PrEP recipients. N'iocol c:::z' Roya); s:s:e:
County Hospital, Brighton &
Interpretation In this high incidence population, daily tenofovir—emtricitabine conferred even higher protection SussexUniversity Hospitals
against HIV than in placebo-controlled trials, refuting concerns that effectiveness would be less in a real-world 1”;71“5;':"9"”"' s
setting.:ljhere was no evidence of an increase if'l other sexually transmitted.infections. Our ﬁndings stro.ngly support f,rof:; :isher’ FRCP); Homerton
the addition of PrEP to the standard of prevention for men who have sex with men at risk of HIV infection. University Hospital NHS
Foundation Trust, London, UK

Funding MRC Clinical Trials Unit at UCL, Public Health England, and Gilead Sciences. (I Reeves MBChB); Manchester

See Comment page 6
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On-Demand Preexposure Prophylaxis
in Men at High Risk for HIV-1 Infection

J.--M. Molina, C. Capitant, B. Spire, G. Pialoux, L. Cotte, |I. Charreau, C. Tremblay,
J.-M. Le Gall, E. Cua, A. Pasquet, F. Raffi, C. Pintado, C. Chidiac, J. Chas,

P. Charbonneau, C. Delaugerre, M. Suzan-Monti, B.

A. Cheret, J. Timsit, G. Girard, N. Lorente, M. Préau, J.F. Rooney, M.A. Wainberg,

Rozenbaum, V. Doré, L. Marchand, M.-C. Simon, N. Etien,

and J.-F. Delfraissy, for the ANRS IPERGAY Study Group™*

Loze, J. Fonsart, G. Peytavin,

D. Thompson, W.

J.-P. Aboulker, L. Meyer,

ABSTRACT

BACKGROUND

Antiretroviral preexposure prophylaxis has been shown to reduce the risk of hu-
man immunodeficiency virus type 1 (HIV-1) infection in some studies, but con-
flicting results have been reported among studies, probably due to challenges of
adherence to a daily regimen.

METHODS

We conducted a double-blind, randomized trial of antiretroviral therapy for pre-
exposure HIV-1 prophylaxis among men who have unprotected anal sex with men.
Participants were randomly assigned to take a combination of tenofovir diso-
proxil fumarate (TDF) and emtricitabine (FTC) or placebo before and after sexual
activity. All participants received risk-reduction counseling and condoms and were
regularly tested for HIV-1 and HIV-2 and other sexually transmitted infections.

RESULTS

Of the 414 participants who underwent randomization, 400 who did not have HIV
infection were enrolled (199 in the TDF-FTC group and 201 in the placebo group).
All participants were followed for a median of 9.3 months (interquartile range, 4.9 to
20.6). A total of 16 HIV-1 infections occurred during follow-up, 2 in the TDF-FTC
group (incidence, 0.91 per 100 person-years) and 14 in the placebo group (incidence,
6.60 per 100 person-years), a relative reduction in the TDF-FTC group of 86% (95%
confidence interval, 40 to 98; P=0.002). Participants took a median of 15 pills of
TDF-FTC or placebo per month (P=0.57). The rates of serious adverse events were
similar in the two study groups. In the TDF-FTC group, as compared with the
placebo group, there were higher rates of gastrointestinal adverse events (14% vs. 5%,
P=0.002) and renal adverse events (18% vs. 10%, P=0.03).

CONCLUSIONS
The use of TDF-FTC before and after sexual activity provided protection against
HIV-1 infection in men who have sex with men. The treatment was associated with
increased rates of gastrointestinal and renal adverse events. (Funded by the Na-
tional Agency of Research on AIDS and Viral Hepatitis [ANRS] and others;
ClinicalTrials.gov number, NCT01473472.)

Preexpozicni profylaxe = PreP

The authors’ full names, academic de-
grees, and affiliations are listed in the Ap-
pendix. Address reprint requests to Dr.
Molina at the Department of Infectious
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*A complete list of investigators in the
France Recherche Nord et Sud Sida-
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Preexpozicni profylaxe = PreP

Pravidelné:
studie PROUD, UK, 1 rok
Truvada 1 x 1 tbl. denné
n=>544
HIV+: 3 vers. 20, 13/ 1/ rok



Preexpozicni profylaxe = PreP

Jednorazové (on demand):
studie IPERGAY, Francie, 9 mésicu
Truvada 2-1-1 tbl.
n =400
HIV+: 2 vers. 14



Vyskyt VHC v CR

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020

VHA 862 264 284 348 673 723 930 772 211 240 183
s 244 192 154 133 105 90 73 85 54 41 27
cvomik 136 162 147 147 193 193 208 248 269 276 142

VHC 709 812 794 873 867 945 1103 992 10571

VHE 72 163 258 218 299 409 339 344 272 268 223

ISIN, prvozachyt?



Epidemiologie

krvi ve zdravotnictvi — transfuze do
roku 1992, dialyza, opakované pouzité
pomiucky, ...?

krvi dnes — IUD, tetovani, piercing,
Ziletka

pohlavnim stykem (riziko 7%, MSM)
z matky na dité (riziko 5%)



Interferon-free rezimy

2-3 mésice, 1 nebo 3 thl. jednou denné, bez NUL
jiz Po0 mésici virémie = 0
rezimy-.

> glecaprevir + pibrentasvir (Maviret)

» sofosbuvir + velpatasvir (Epclusa)

> sofosbuvir + velpatasvir + voxilapevir (\Vosevi)
> elbasvir + grazoprevir (Zepatier)




Cile lécby HCV

eliminace viru z téla dnes u 99% léCenych
prevence
> cirhozy, transplantace

> hepatocelularniho karcinomu (-719%0)
> mortality (-43%o)

neinfekénost: LECBA JAKO PREVENCE
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Cely soubor IUD vSichni IUD aktivni
(n=400) (n=340) (N=91)

poslednich 400 pacientu léCcenych DAA
(2018-2021, Usti n.L.)

6/% GT1, 33% GT3



WHO globalni plan (2013)

CILE 2030

90% diagnostikovano

80% léd&eno

Incidence
< sniZzeni poctu novych pripadu o 90%
% (0 30% do roku 2020)

mortalita

< redukce amrti na HCV 0 65%
< (0 10% do roku 2020)

WHO. Global health sector strategy on viral hepatitis 2016-2021. http://www.who.int/sdg/targets/en/
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HCYV kaskada péce

Anti-HCV

Follow up

anti-HCV nejméné 1x rocné u aktivnich IUD
rizikove skupiny — verejnost - zdravotnici
HCV Ab + Ag (skrinink a konfirmace v jednom)

u kazdeé pozitivity anti-HCV
u anti-HCV+ aktivnich IUD 1x roéné (reinfekce)
point of care testy

1x denné po 8-12 tydnu, pangenotyp. rezimy
bez omezeni — vSechna stadia, aktivni IlUD
dostupnost v misté a ¢ase, uhrada

vysledek IéCby ve FU12
motivace k méné rizikovému chovani

= reinfekce - testovani a opakovana IéCba




Vyloucené skupiny

aktivni uzivatelé drog

v substitu¢nim programu
bezdomovci

veézni

nepojisténi
non-adherence



Vyloucené skupiny

aktivni uzivatelé drog

v substitu¢nim programu
bezdomovci
veézni
nepojisténi

Tradi¢ni model zdravotni péce:
non-adherence pacient si hleda Iékare

Il Casto nefunguje !!



Prizpusobit sluzby

nizkoprahovost

> bez objednani, doporuceni, Cekacich lhut
> vhodné ordinacni hodiny

bez vycCitek a moralizovani
upominky (Iéky, navstévy)

pomoc psychiatra/adiktologa,
socialnich a peer pracovniku
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DAA v CR (2019)

ZP IFN+RBV Celkem
VZP 2176 1671

Ostatni ZP 97 1126
celkem 373 2797




Priklady

pasivni imunizace — monoklonalni protilatky
HIV/AIDS

> 1écba jako prevence u HIV+

> profylaxe post- nebo pre-expozicni (PrEP)
hepatitida C

> eliminac¢ni program WHO do roku 2030

> snizeni poctu novych pripadu o 90%



Vyznam pro nemocnicni hygienu

méné infekénich pacientii v nemocnici

HIV infikovany pacient

> léceny ... neinfekcéni (U=U)

> zdrayv. sluzby v plném rozsahu vSem HIV+
HCYV pozitivni pacient (anti-HCV+)

> spontanni eliminace nebo vyléCeny

> anti-HCV+ nemusi byt infekéni

> rozhodne PCR HCV RNA
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