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KOSICE
* 8000 studentov

* 50 krajin

* Vysoka denzita Studentov na internate

» Vyssi vyskyt infekcii moze byt realny pocas prvych 2
tyzdnov semestra a najma u novych Studentov
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NAJCASTE]JSIE INFEKCIE NA UPJS h PARK

KOSICE
Respiracné infekcie

- Chripka
- Pneumokokové infekcie

- Meningokokové infekcie

- Osypky



Virusoveé respiracné infekcie (u dospelych)

Virus Nadcha Faryngitida Tracheobr. Pneumonia

+

+++ ++ + +
++

Rhinovirusy
Virus chripky A
Virus chripky B
Coronavirus
Adenovirus 4,7
Adenovirus 1,2,3,5
V. herpes simplex
Epstein-Barr. v.
RS virus

V. parainfl. 1,2,3
Coxsackievir. A,B
Echovirus
Poliovirus

+

+
+
+
+
+
+

Lendnon
*

+4+++++++++
+ +
.

++ + + +

* u vojakov ++++
(podla Douglas, R.G.: Respiratory Diseases, 1984)



Chripka - charakteristika

- vysoko nakazlivé ochorenie s postihnutim

dychacich ciest a vyraznymi celkovymi priznakmi

- zavazné komplikacie, Casto smrtelné

- vyskyt v epidémiach i pandémiach



Chripka - aktualne problémy

— najcastejsi problém v klinickej praxi

— problém veterinarnej mediciny
- ojedinely prenos na l'udi

- obava z mutacie (moznost interhumanneho prenosu)

— trvala hrozba pre l'udstvo
charakterizovana mnozstvom zavaznych ochoreni

s vysokym poctom umrti



Etiologia chripky

ORTHOMYXOVIRUSES

HA - hemagglutinin

NA - neuraminidase

helical nucleocapsid (RNA PLUS
NP protein)

lipid bilayer membrane

polymerase
(3 PROTEINS)

M1 protein

type A, B, C : NP, M protein
sub-types: HA or NA protein
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Etiologia chripky

Povrchové antigény: hemaglutinin (H)
neuraminidaza ()

Zmeny antigénnych vlastnosti:
»drift® - mensie zmeny v désledku genetickej mutacie =

epidémia

»Shift - zmena antigénu H alebo/a N zmieSanim genémov
dvoch subtypov (len pri chripke A) = pandémia



Virusy chripky — charakteristickeé

Typ

Hostitelia

Epidemio-
légia

Klinickeé
Crty

Chripka A

Ludia, oSipané,
kone, vtaci, morské
cicavce

Antigénny shift a
drift

Mo67Zu sposobit’
pandémie s vysokou
mortalitou mladych

l'udi

vlastnosti
Chripka B Chripka C
Len l'udia Ludia a oSipané
Len antigénny drift Len antigénny
drift
Tazké pripady Mierne ochorenia
u starSich osob bez sezonneho
a s vysokym vyskytu

rizikom, nevyvolava
pandémie



Epidemiologia chripky

Zdroj nakazy: infikovany cClovek

Vylucovanie: sekrétmi dychacich ciest pri rozpravani,
kasli, kychani

Prenos: kvapockovou nakazou, kontaminovanymi

Vstupna brana: dychacie cesty

Inkubacna doba: 18-72 hod

PriCiny explozivneho Sirenia: masivne vylucovanie
mala infekCna davka

kratka inkubacna doba



Klinicky obraz chripky

nahly zaciatok - z plného zdravia po kratkej inkubacnej dobe

celkové priznaky: horucka 38 - 40°, zimnica, bolest hlavy,

bolestivé pohyby oci, nechutenstvo, pocit na vracanie, vyrazna

unavnost, vyCerpanost, bolesti svalov (dolné koncatiny, chrbat)

priznaky postihnutia dychacich ciest: suchy drazdivy kasel,

bolesti na hrudniku, opuch nosovej sliznice, zapal spojoviek

ustup celkovych priznakov - do 3 - 4 dni, ostatnych do tyzdna



Symptomy

Diferencialna diagnostika

Chripka

Prechladnutie

Hordcka

Bolesti hlavy

Celkové bolesti
/kiby, svaly, "celé
telo"/

Slabost, dnava
Extrémne vyEerpanie
Upchaty nos

Kychanie

Bolesti hrdla
Diskomfort na hrudniku

Kasel

charakteristicky vysoka
(39-40°C)
Trva 3-4 dni

trvajuce

obycCajne pritomné, ¢asto vyrazné

moze trvat 2-3 tyZzdne
véasné a pretrvavajice
niekedy

niekedy

niekedy

beZine

moze sa stat tazkym

zriedkavo

zriedkavé

len mierne

celkom mierna

nikdy nebyva pritomné
beZzne

obycéajne pritomné
bezne

mierny-stredny

pokasSliavanie




Komplikacie chripky

Vyskytuju sa hlavne v rizikovych skupinach pacientov s chronickymi chorobami
(KVS, CHOPCH, DM), u starSich oséb >70 r. a u imunodeficientnych pacientov.

Komplikacie zo strany respiracného systému:

Primarna pneumaonia: vyvolana samotnym chripkovym virusom
- rozvija sa kratko po pociato¢nych priznakoch
- zhorsSujuci sa kaSel, dusnost, cyandza, aktutna dychova nedostatocnost
- aj pri v€asnej intenzivnej terapii je smrtnost 50%
Sekundarna pneumonia (bakterialna): Strept. pn. Staph. pyog. aureus, Haem. infl.
- rozvija sa neskor, po ustupe celkovych priznakov novy vzostup teploty
- kasel s velkou expektoraciou hnisavého sputa
- fyzikalny nalez pneumoénie a typicky rtg obraz
Akutna stenozujuca laryngotracheitida

- rizikové su malé deti... (sy nahleho umrtia kojencov/malych deti)

Bronchiolitida, sinusitida, otitida



Komplikacie chripky

Reyov (hepatocerebralny) syndrom
- vyskytuje sa u deti (kys.acetylosalic.) - 50% smrtelny edém mozgu

Komplikacie zo strany CNS:
Encefalitida - aj ked' nie je vidy smrtelnd mava zavazné nasledky
Polyradikuloneuritida Guillain-Barré — zriedkavy vyskyt
Febrilné kice — hlavne u deti

Komplikacie zo strany KVS:
Akutna myokarditida, perikarditida
Zlyhanie srdca — Casta priCina umrti najma u starsich oséb



Diagnostika chripky

V obdobi epidémie:
na zaklade klinickej symtomatoldgie a epidemiologickych
suvislosti

Pri sporadickom vyskyte:
- sérologické vySetrenie (vzostup titra protilatok),
- 1zol4cia virusu
- rychle testy (pritomnost antigénov v slinach)
- PCR
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Chripka v UN LP Kosice do 31.12.2009.

146 pacientov hospitalizovanych od zadiatku pandémie so
zavaznym Kklinickym priebehom “chripkovych” ochoreni
(KICM 125,KPF 21)

69 pripadov komplikovanych primarnou virusovou

pneumoniou
- KICM - 48
» KPE - 21

22 pacientov vyzadovalo hospitalizaciu na OAIM

19 amrti (v r. 2008 v SR nebolo evidované Ziadne umrtie na
primarnu chripkovi pneumoéniu)



Terapia chripky

Nekomplikované pripady

- moZno izolovat a lieCit doma
« kl'ud,tekutiny,vitaminy a symptomatologicka lieCba
- pri trvani menej ako 48 hodin mozno zvazit antivirotikum

Komplikované pripady a pacienti so zavaznymi
chronickymi ochoreniami

- mali by byt hospitalizovani
- ak netrva chripka viac ako 48 hodin je vhodné aplikovat
antivirotikum

- liecba komplikacii zavisi od ich charakteru



Antivirotika v lieCbe chripky

amantadin, rimantadin
k dispozicii na profylaxiu a terapiu chripky A od r 1966
NU: bolesti hlavy, nepokoj
rychly vyvoj rezistencie
pouzivanie obmedzené

zanamivir a oseltamivir
inhibiciou neuraminidazy znemoznuju vstup virusu do buniek
terapia aj profylaxiu - ucinné proti virusu chripky A aj B
zmiernenie symptémov
redukcia diZky ochorenia
redukcia vyskytu komplikacii



Zanamivir - ,,Relenza®*

zanamivir § mg kapsle na inhalaciu

davkovanie : 2 x 10 mg pomocou aplikatora pocas 5
dni

ucinna ak sa zaCne do 48 hodin od prvych priznakov
indikovana u dospelych deti od veku 5 rokov
neziaduce ucinky: hlavne zo strany GIT



Oseltamivir - ,, Tamiflu®

oseltamivir 75 mg v 1 kapsule, 12 mg/1 ml

u dospelych a deti nad 13 r./ 40 kg: 715 mg 2 x denne pocas 5 dni

deti od 1-12 r. je davkovaci rezim v zavislosti od hmotnosti:
< 15 kg: 30 mg 2 x denne
> 15 kg do 23 kg: 45 mg 2 x denne
> 23 kg do 40 kg: 60 mg 2 x denne
> 40 kg: 15 mg 2 x denne

u dospelych a adolescentov nad 13 rokov
po expozicii: 75 mg 1 x denne najmenej pocas 7 dni
pocas epidémie: 75 mg 1 x denne pocas 6 tyzdnov

hypersenzitivita na akukolvek zlozku pripravku



Staré antivirotika
Amantadin
Rimantadin

Noveé antivirotika
Oseltamivir
Zanamivir

Este nieco?

Liecba chripky



Chinese Medical Journal 2011;124(18):2925-2933

Original article

Natural herbal medicine Lianhuagingwen capsule anti-influenza
A (HIN1) trial: a randomized, double blind, positive controlled
clinical trial

DUAN Zhong-ping, JIA Zhen-hua. ZHANG Jian, LIU Shuang, CHEN Yu, LIANG Lian-chun, ZHANG Chang-qing,
ZHANG Zong, SUN Yan, ZHANG Shu-qin, WANG Yong-yan and WU Yi-ling

Keywords: influenza A (HIN1),; Lianhuagingwen capsule; clinical randomized controlled trial
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Enrollment

Allocation

405 Supected subjects of nfluenza A (HIN1) screened

v

362 Positive in rapid diagnosis

v

156 Subjects enrolled

v

256 Subjects randomized

128 recerved

LH 1.4 g, tid + Oseltamivir
Analogue | capsule, bid, 5 days
Administration, 7-day follow-up

Follow-up

5 Eacluded for negative

result with RT-PCR

1 Excluded for combined

medication of another Chinese medicine
122 Positive with RT-PCR

1 Lost to follow-up

Analysis

Intention to treat set 122
Safety set 128

DI
Administration, record body temperature & symploms,

lab test, RT-PCR chest X-ray, ECG

128 Received

Oseltamiver 75 mg, bid

+ LH analogue 4 capsules, tid,

S-day administration, 7-dav follow-up

D2-D5
Administration, record body temperature &
symptoms, RT-FCR

D6
Record body temperature & symptoms, RT-PCR

7
Record body temperature & symptoms, lab test, RT-PCR
chest X-ray, FCG

Safety index tracking

5 Excluded for negative result with RT-PCR
1 Excluded for no RT-PCR result

122 Positive with RT-RCR

3 Lost to follow-up

Intention to treat set 122
Safety set: 128
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Figure 3. Duration from onset to the first negative of HINI
virus by rRT-PCR.




Cas ustupu klinickych symptémov chripky

LHC vs. oseltamivir

Table 3. The median disappear time (hour) and their 95% CIs of
symptoms

LHC Oseltamivir
Symptoms : _
Case number Time (hours) Case number Time (hours)
Nasal obstruction 66 47.0 (38.0,62.0) 62 43.0 (38.0,57.0)

Headache 77 22.0(20.0.25.0) 76 34.50 (21 0 ) 0)

Chill 57 19.0 (14.0,21.0) 53 18.0 (16.0.21.0)
Sweating 29 19.0 (15.0,26.0) 30 21.0 (18.0,38.0)

"P <0.05 compared with Oseltamivir group.




Chinese Medical Journal 2011;124(18):2925-2933

Original article

Natural herbal medicine Lianhuagingwen capsule anti-influenza
A (HIN1) trial: a randomized, double blind, positive controlled
clinical trial

DUAN Zhong-ping, JIA Zhen-hua. ZHANG Jian, LIU Shuang, CHEN Yu, LIANG Lian-chun, ZHANG Chang-qing,
ZHANG Zong, SUN Yan, ZHANG Shu-qin, WANG Yong-yan and WU Yi-ling

Keywords: influenza A (HIN1),; Lianhuagingwen capsule; clinical randomized controlled trial

Zaver

Lianhuquingwen je minimalne rovnako ucinny ako oseltamivir — mikrobiologicky
a klinicky

Lianhuquingwen je minimalne rovnako bezpecny ako oseltamivir

Lianhuquingwen je vhodnou alternativou k oseltamiviru v lieCbe chripky
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Table 4. Changes in Viral Titer on Real-Time Reverse-Transcriptase Polymerase Chain Reaction*

Time Point

Baseline
Patients shedding virus, n (%)
Median titer (IQR)

During treatment

Day 1
Patients shedding virus, n (%)
Median titer (IQR)

Day 2
Patients shedding virus, n (%)
Median titer (IQR)

Day 3
Patients shedding virus, n (%)
Median titer (IQR)

Day 4
Patients shedding virus, n (%)
Median titer (IQR)

Day 5
Patients shedding virus, n (%)
Median titer (IQR)

P value for day-by-treatment interactiont

Control Group

(n =103)

35 (100)
2.7 (2.1-3.2)

34 (97.1)
2.3 (1.8-2.6)

32 (91.4)
2.3(1.8-3.1)

26 (74.3)
2.2 (1.5-2.7)

22 (62.9)
1.7 (0.0-2.2)

14 (40)
0.0 (0.0-1.9)

0.69

Oseltamivir Group

(n =102)

38 (100)
2.7 (2.3-3.7)

36 (94.7)
2.2(1.9-2.8)

29 (76.3)
1.9 (1.2-2.6)

19 (50)
1.3(0.0-2.1)

14 (36.8)
0.0 (0.0-1.8)

6 (15.8)
0.0 (0.0-0.0)

MY Group
(n =103)

39 (100)
3.1 (2.4-3.5)

38 (97.4)
2.7 (2.0-3.2)

32 (82.1)
2.0 (1.3-2.7)

27 (69.2)
2.1 (0.0-2.6)

19 (48.7)
0.0 (0.0-2.1)

12 (30.8)
0.0 (0.0-1.6)

Oseltamivir Plus MY
Group (n = 102)

36 (100)
2.4 (1.8-3.3)

34 (94.49)
2.0 (1.6-2.8)

26 (72.2)
1.8 (0.0-2.6)

18 (50)
1.5 (0.0-2.1)

12 (33.3)
0.0 (0.0-1.7)

6(16.7)
0.0 (0.0-0.0)

IQR = interquartile range; MY = maxingshigan—yingiaosan.
* This subgroup of patients had lower symptom scores; lower proportions with cough, headache, and fatigue; lower leukocyte counts; and longer interval from illness to

random allocation.

T Adjusted for randomization centers and time since onset of illness (=48 hours vs. 4872 hours).
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Results:
Significant reductions in the estimated median time to fever
resolution compared with the control group (26.0 hours
o
(34% [95% CI, 20% to 46%]; P < 0.001), maxingshigan—
yingiaosan (37% [CI, 23% to 49%]; P < 0.001),
47% [CI, 35% to
56%]; P < 0.001).
Time to fever resolution was reduced by 19% (CI, 0.3% to
34%; P = 0.05)

The interventions and control did not differ in terms of
decrease in symptom scores (P = 0.38). Two patients who
received maxingshigan-yingiaosan reported nausea and
vomiting.

Conclusion:
Oseltamivir and maxingshigan—yingiaosan, alone and in
combination, reduced time to fever resolution in patients
with HIN1 influenza virus infection. These data suggest that
maxingshigan—yingiaosan may be used as an alternative
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Appendix Table I. Chinese Simplified Script and Traditional
Script and English Translations of Traditional Chinese
Medicines Mentioned in This Article*

English Translation Chinese Simplified Script Traditional Script
Maxingshigan decocotion MREAHZS HEAHS
Yingiaosan R B SRS BY
King medicine = E=1

Minister medicine BE =5
Assistant medicine 1= %
Ambassador medicine &= &=
Zhimahuang X HE TRE
Zhimu pIRS. H 5
Qinghao B85 585
Shigao as as
Yinhua RIT $R I
Huangqin "= ==
Chaoxingren y S WA=
Liangiao EE 3 5

Bohe SEfET SE AT
Zhebeimu Ul £ ATE &
Niubangzi 45 G=F7
Gancao HE HE=

* Chinese herbs are usually prescribed in formulas that contain “king” medicines,
which provide the strongest therapeutic action; “minister” medicines, which assist
the “king” medicine in its therapeurtic actions; “assistant” medicines, which aid the
“minister” medicine in treating a lesser aspect of the discase; and “ambassador™
medicines that are intended to reduce the toxicity of the other medicines in the
formula or guide the formula to the targeted organ or region of the body (20).
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Savor Greece in a glass with your favorite mezedes (appetizers):
Uncork the ouzo that has captured the hearts of the Gree
rosucr or castce

Ouzo Plomari by Issidoros Arvanitis is smooth and bursting

with flavors and aromas of anis

Last year, 8 million bottles were uncorked. No wonder why!
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@ inaktivované kmene podla prevalencie v minulosti a
epidemiologickych odhadov

@ potrebné je ockovat pred zaciatkom epidémie

@ vakciny dostupné v SR:
(Sanofi Pasteur) - splitova vakcina
(GlaxoSmithKline) - splitova vakcina
(Solvay) - subjednotkova vakcina

(Novartis) - splitova vakcina




Najcastejsie infekcie na UPJS

® Respiracné infekcie

@ Gastrointestinalne infekcie

@ Uroinfekcie

@ Pohlavne prenosnée infekcie

® Infekcie koze a makkych tkaniv



PRENOS STD




7 MEDI

STD -TOP 5 -EUROPA 2019
£\ PARK

* HPV

Chlamydia trachomatis

KOSICE

Genitalny herpes
Gonorea
Hepatitida B



HPV Infection
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RAKOVINE?

Ustna dutina 23,5%

Oropharynx
Vulva

Penis
Vagina
Anus

Cervix

35,6%

40,4%

47%

AKOU MIEROU PRISPIEVA HPV K

69,9%

84,3%

7 MEDI

> 999,

0%o 20%

40%o

60%

80%

Zdroj: WHO/ICO Information Centre on HPV and Cervical Cancer, second edition 2009 (www.who.int/hpvcentre).

Odhadovana miera vychadza z 4 prehl'adov: Bosch et al, 2002; Kreimer et al, 2005; De Vuyst et al, 2008; Miralles-
Guri et al, 2009. Update: de Martel et al, Lancet 2012
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HPV
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MEDI

HPV SA TYKA OBOCH POH LAVI\7 ~'RK
\
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B Zeny
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Nédory Nadory
“Nadory Nadory _
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* Forman D et al. Vaccine., 2012;30(Suppl 8 F12-23.
" Executive summary: the state of world health, 1995, World Health Organization website. httpofwew whoint®wr/ 1995/ media_centre’aecutive_
summean1/an/indax.html. Accessad March 12, 2013,
= Greer CE et al. J Clin Microbicl. 1995;33:2058-2063.
4 Human papillomavirus and HPY vaccines: technical information for policy-makers and health profassionals, 2007, Werld Health Organization website. _—

http/fwhglibdoc. who.int'hg/2007/WHO _IB_07.05_eng.pdf. Accessed March 12, 2013.



Casova zavislost® HPV infekcie po prvom pohlavnom styku

StudentKky vyssej strednej $koly (N=603)

1

0.8

0.6

Kumulativny vyskyt
HPV Infekcie

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56

Mesiace od prvého sex. styku

Winer et al, Am J Epidemiol 2003



PREVALENCIA HPV INFEKCIE

60 - High risk/onkogénne HPV

. Low risk/non-onkogénne HPV

604>
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<25 25-34 35-44 45-54 >55 18-20 21-25 26-30 31-35 36-40 41-44

reva gr%%nop aé’#U%"ﬁW infection among 2,356 study participants who compieie: at leas: °Prevaiance of genital HPV infection among men age 18-44 years in Tucson, Arizona
1cI|n|caI visit. High-risk/oncogenic HPV types included 16, 18, 26, 31, 33, 35, 39, 45, 51, 52, (N=290). High-risk/oncogenic HPV types included 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58,
53, 56, 58, 59, 66, 68, 70, 73, 82. Low-risk/non-oncogenic HPV types 59, 66. Low-risk/non-oncogenic HPV types included 6, 11, 26, 40, 42, 53, 54, 55,62, 64, 67—
included 6, 11, 40, 42, 54, 61,72, 81, 89. 73, 81-84, 1S39, CP6108.

1. Goodman MT et al. Cancer Res. 2008;68:8813-8824. Adapted and reprinted by permission 2. Giuliano AR et al. J Infect Dis. 2008;198:827-835. Giuliano AR et al, Age-specific prevalence,
from the American Association for Cancer Research: Goodman MT et al, Prevalence, acquisition, incidence, and duration of HPV infections in a cohort of 290 US men, J Infect Dis, 2008, vol. 198,
and clearance of cervical human papillomavirus infection among women with normal cytology: ~ 827-835, by permission of the Infectious Diseases Society of America.

Hawaii Human Papillomavirus Cohort Study, Cancer Res, 2008, vol. 68, issue 21, 8813-8824.



VULVA (VONKAJSIE RODIDLA)
VAGINA (POSVA)

Vulvalna a vaginalna lézia (VIN, ValN)
Vulvalny a vaginalny karcinom

Obtiazna diagnostika
Neexistuje cieleny skrining
Pocet ochoreni stupa, vek pacientiek sa znizuje

Vonkajsie
rodidla



EPIDEMIOLOGIA
ANALNEHO KARCINOMU MEDI

- Priblizne ~ 5,800 novych pripadov v USA (2011) * PA R K

+ Incidencia stipa o 2% ro¢ne?®
 CeloZzivotné riziko v USA dnes je ~ 1 na 600 muZov a Zien? K o S l c E

Low grade AIN High grade AIN

. Rates per 100,000 and are age-adjusted to the 2000 US Std population.

1. American ?Rates per 100,000 and are age-adjusted to the 2000 US Std population.

seer.cancer.gov/faststats/selections.php?#Output. Accessed November 13, 2011.

gancere%o’ﬁiety (Ab(és%.acgrdﬁr Facts & Figures 2011. cancer.org/downloads/STT/Cancer_Facts_and_Figures_2011.pdf. Accessed November 8, 2011. 2. SEER Stat Fact Sheets: Anal Cancer. seer.cancer. html. Accessed 13,2011. 3. SEER Fast Stats. seer.cancer.gov/faststats/selections.php?#Output.
\ccessed November 13, 2011.




GENITALNE BRADAVICE -
NAJCASTEJSIE HPV OCHORENIE

HPV TYPY 6 A 11 SU ZODPOVEDNE ZA >90%
KONDYLOMOV

KONDYLOMY SU CASTE A VYSOKO
KONTAGIOZNE

Mo67Zu byt zdrojom znepokojenia a uzkosti
pacientov

Subklinické infekcie m6zu byt prenasané bez
toho, aby o tom pacient vedel

Inkubacna doba od 3 tyzdinov do 8 mesiacov;

vacsinou do 3 mesiacov od infikovania
VACSINOU RECIDIVUJU AJ NAPRIEK LIECBF
LEBO ERADIKACIA VIRUSU NIE JE MOZNA

V POSLEDNE] DEKADE 4-NASOBNY NARAS' RS =




STUPAJUCA INCIDENCIA KONDYLOMOV1A

50 000 === Muzi (heterosexualni)

—7eny
45 000 -

SR /

30 000

Incidencia kondylémovv

1999 2000 2001 2002 2003 2004 2005 2006 2007 2008

1. Health Protection Agency. Health Protection Report. 2009;31:30. www.hpa.org.uk/hpr/archives/2009/hpr3009.pdf. Accessed December 10, 201(51;2



Trendy v rakovine hlavy a hrdla 7 M E DI

suvisiacej s HPV ﬁ PARK
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PAPILOMATOZA HRTANU

Sposobuje tazké poruchy hlasu

Vyrastky v oblasti hrtanu a hlasiviek
mozu byt pricinou poruch dychania
a pocitov dusenia

Zakroky sa musia ¢asto vykonavat
v celkovej anestézii

Liecba tychto ochoreni je velmi
neprijemna a jedna navsteva u lekara
vacSinou nepostacuje

Tieto ochorenia navySe Casto

v poslednych rokoch vyrazne zvysil



Vaccinations with

HPV VLP
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HPV VAKCINY

Vakcina

Quadrivalentna

Bivalentna

HPV Typy

6/11/16/18

16/18

Schéma Adjuvant
3 davky Aluminium
siran hydroxyfosfore¢nanu
hlinitého
3 davky Aluminium
a MPL

(ASO4)

CielPova
skupina

ieny a
muzi

Feny
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Dopad a u€innost’ 4vHPV vakciny:

OXTFORD

Systematicky prehlad 10 rokov skusenosti z realneho sveta
UNIVERSITY PRESS

Clin Infect Dis. 2016;63(4):519-527. doi:10.1093/cid/ciw354

Vakcinovani 4vHPV vs Nevakcinovani

844%
Australia, 18-24 yo
(Tabrizi 2014)

HPV 6/11
Ausiralia, £25 yo genotypy

(Chow 20135)
P a8
B
B HPVE W HPY 11 B HPY 6/11

Australia

15, 20-24 yo
[(Markowitz 2016)

. 14-19 yo
[Markowitz i'jt:'ﬁj 80%

Us, 14-20 yo
{Schilecht 2012)

USA

LS, 20-22 yo
{Dunne 2015)

’ Sweden, 13-22 yo
Europa (Soderlund-
Slrand 2014)

0%  20%  40%  60%  80%  100%

Percento redukcie prevalencie HPV 6 /11 infekcii u vakcinovanych
v porovnani s predvakcina¢nou érou.

Tabrizi SN, Brotherton JM, Kaldor M, et al. Assessment of herd immunity and cross-protection after a human papillomavirus vaccination programme in Australia: a repeat cross-sectional study. Lancet Infect Dis 2014; 14: 958-966. Chow EP, Read TR, Wigan R, et al. Ongoing
decline in genital warts among young heterosexuals 7 years after the Australian human papillomavirus (HPV) vaccination programme. Sex Transm Infect 2015; 91: 214-219. Markowitz LE, Liu G, Hariri S, Steinau M, Dunne EF, Unger ER. Prevalence of HPV after
introduction of the vaccination program in the United States. Pediatrics 2016; 137: 1-9. Schlecht NF, Burk RD, Nucci-Sack A, et al. Cervical, anal and oral HPV in an adolescent inner-city health clinic providing free vaccinations. PLoS One 2012; 7: e37419. Dunne EF, Naleway
A, Smith N, et al. Reduction in human papillomavirus vaccine type prevalence among young women screened for cervical cancer in an integrated US healthcare delivery system in 2007 and 2012-2013. ] Infect Dis 2015 Soderlund-Strand A, Uhnoo I, Dillner J. Change in
population prevalence of human papillomavirus after initiation of vaccination: the high-throughput HPV monitoring study. Cancer Epidemiol Biomarkers Prev 2014; 23; 2757.

T2%




Dopad a u€innost’ 4vHPV vakciny:

OXTFORD

Systematicky prehlad 10 rokov skusenosti z realneho sveta
UNIVERSITY PRESS

Clin Infect Dis. 2016;63(4):519-527. doi:10.1093/cid/ciw354

Vakcinovani 4vHPV vs Nevakcinovani
Australia, 18-24 yo 80% HPV 16 / 18

I Tabrzi 2014) 77%

Austrdlia Aushralia, S25
: yo
{Chowr 2015) 76% genOtypy

US, 14-19y0 62%

(Markowilz 2016) 63%
US, 2024 yo
iMarkowitz 2016)

US, 14-20yo
USA (Schigcnt 2012)
US, 14-17 yo

L b e ——
. 72% B HPV 16 B HPV 18 B HPVY 16718
U5, 13-26 vo
(Kahn 2012)

US, 20-29 yo
(Dunne 2015) 40%
Sweden, 13-22 o0 42%
(Soderund-Strand 2014) 46%
Belgium, 15-19 yo 39%

Eurépa Mercs 2014)
Belgium 20-24 yo
(Merckx 2014)

Germany, 2025 yo
[Delere 2014)

I S 0

38%
0% 20% 40% 60% 80% 100%

Percento redukcie prevalencie HPV 16/18 infekcii u vakcinovanych
v porovnani s predvakcina¢nou érou.

Tabrizi SN, Brotherton JM, Kaldor JM, et al. Assessment of herd immunity and cross-protection after a human papillomavirus vaccination programme in Australia: a repeat cross-sectional study. Lancet Infect Dis 2014; 14: 958-966. Chow EP, Read TR, Wigan R, et al. Ongoing
decline in genital warts among young heterosexuals 7 years after the Australian human papillomavirus (HPV) vaccination programme. Sex Transm Infect 2015; 91: 214-219. Markowitz LE, Liu G, Hariri S, Steinau M, Dunne EF, Unger ER. Prevalence of HPV after
introduction of the vaccination program in the United States. Pediatrics 2016; 137: 1-9. Cummings T, Zimet GD, Brown D, et al. Reduction of HPV infections through vaccination among at-risk urban adolescents. Vaccine 2012; 30: 5496-5499. Kahn JA, Brown DR, Ding L, et
al. Vaccine-type human papillomavirus and evidence of herd protection after vaccine introduction. Pediatrics 2012; 130: e249-256.Schlecht NF, Burk RD, Nucci-Sack A, et al. Cervical, anal and oral HPV in an adolescent inner-city health clinic providing free vaccinations.
PLoS One 2012; 7: e37419. Dunne EF, Naleway A, Smith N, et al. Reduction in human papillomavirus vaccine type prevalence among young women screened for cervical cancer in an integrated US healthcare delivery system in 2007 and 2012-2013. | Infect Dis 2015
Soderlund-Strand A, Uhnoo |, Dillner J. Change in population prevalence of human papillomavirus after initiation of vaccination: the high-throughput HPV monitoring study. Cancer Epidemiol Biomarkers Prev 2014; 23; 2757. Merckx M, Vanden Broeck D, Benoy I, Depuydt
C, Weyers S, Arbyn M. Early effects of human papillomavirus vaccination in Belgium. Eur | Cancer Prev 2014; 24: 340-342. Delere Y, Remschmidt C, Leuschner ], et al. Human Papillomavirus prevalence and probable first effects of vaccination in 20 to 25 year old women in
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KOSICE

HPV

* Chlamydia
trachomatis
Genitalny herpes

Gonorea
Hepatitida B



CHLAMYDIOVE INFEKCIE < MEDI
UROGENITALNEHO TRAKTU &\ pApK

K0 SEGRE
* Problém medicinsky, epidemiologicky, spolocensko-
ekonomicky

* Podl'a WHO viac ako 89 mil. novych pripadov ro¢ne

* NajCastejSie pohlavne prenosna urogenitalna choroba (
50% urogenitalnych nakaz)

* Riziko nakazy pri nechranenom pohlavnom styku asi
60% ( pri HIV 0,3-0,6%)

* Asymptomaticky priebeh — u muzov az 50%

—u zien az 80%



CiAEr Y MED
A PARK

KOSICE

* G- obligatorne intracelularne mikroorganizmy
* Intracelularne parazity

= rastovy cyklus 48-72 hod.

* Bez liecby iba minimalna eradikacia

* Nutnd notifikacia a lieCba partnera / partnerov

* Dokaz PCR metodikou (Specificita 92- 97%, senzitivita 91- 95%)



Prejavy infekcie C. trachomatis v dospelosti

Muzi Zeny PID 40% !
uretritida cervicitida
prostatitida endometritida
epididymitida salpingitida
proktitida periadnexitida
perihepatitida: Fitz-Hughov- uretritida
Curtisov syndrom perihepatitida: Fitz-Hughov-

artritida: Raynaudov syndrom Curtisov syndrom

infek¢na artritida artritida: infek¢na artritida

reaktivna postinfek¢na artritida reaktivna postinfek¢na artritida
konjunktivitida (Raynaudov syndrom
( Reiterov syndrom) zriedkavo)

konjunktivitida

proktitida




POTRATOVOST V DOSLEDKU INFEKCIE
C.TRACHOMATIS SLOVENSKA REPULIKA 2014

(UZIS)
Vek Potraty Potraty Mimomaternicové Mimomaternicové
spontanne | spontanne - tehotenstvo tehotenstvo -
C.trachomatis C.trachomatis
0-14 6 2 0 0
15-19 377 121 11 10
20 - 24 1042 333 47 42
25 - 29 1409 451 126 113
30 - 34 1021 327 92 83
35 -39 641 205 47 42
40 - 44 241 ’f 15 14
45 - 49 31 10 3 3
50 + 0 0 0 0
Spolu 4768 1526 341 307




ORGANIZOVANY SKRINING C.TRACHOMATIS
VO VYBRANYCH KRAJINACH EU

Krajina Narodny/ regionalny ESSTI/ | Povinné hlasenie /
skringovy program CTSG notifikacia
Rakusko + +/+ -
Ceskar. - -/ + -
Dansko + +/ - +
Finsko i w h
Franctizsko + +/ - +L
Nemecko i ot R -
Taliansko + -/ - 7
Slovensko - -/ + +
Slovinsko + iRt -
Velka Britania + +/+ +




7 MEDI
LABORATORNA DIAGNOSTIKA h PARK

KOSICE

* Odber lekarom
- vyter z kr€ka maternice
- vyter z mocovej rury

* Samoodber vzorky
- moc¢

- vyter z posvy / kr€ka maternice



7 MEDI

PODMIENKY SAMOODBERU U ZENY h

KOS ICE
* Musi byt pouzity dakronovy tampon, pacientka
musi mat' k dispozicii 2 dakrénové tampony

* Prvym tamponom si odstrani hlien a tampon
vyhodi

* Potom si druhym tamponom krazivym
pohybom vytiera 20-25 sekind posvu / krcok
maternice

* Obsah druhého tampoénu “vymixuje” do
transportnej skimavky

* Transportnu skumavku odosle do laboratoéria
alebo odovzda investigatorovi



7 MEDI
DIAGNOSTIKA h PARK

KOSICE
* EU zlaty $tandard - amplifikacia nukleovych kyselin PCR, LCR, TMA

* V SR temer 30 laboratorii

* vyuzivaju sa iné metodiky - IFT, Latex, protilatky.....



7 MEDI
LIECBA SEX. PARTNEROV h PARK

. ! : : o Y K0 SEGRE
* cielené interview 120 pacientov (78 muzi, 42 zeny)

* 12 partnerovi CT neoznamilo a nepreliecilo ho

* 24 partnerovi CT neoznamilo ale skusili mu ,dat' ATB
pod inou zamienkou®

* 84 sucasne bol identifikovany sex. partner - kto ho ma
diagnostikovat a lieCit?



v MEDI
EA%E[;‘IRII(];IS{TOI\II(QSEI))(ILIECBOU h PARK
- 84 pacientov KOoSICE

* 69 diagnostika pred lieCbou navrhnuta

* 15 pacientom diagnostika pred liecbou nenavrhnuta

* 16 pacientov diagnostiku pred lieCbou odmietlo

* 53 pacientov testovanych 41 pozitivnych



7 MEDI
LIECBA SEX. PARTNEROV h PARK

: KOS ICE
* 84 pacientov

38 pacientov liecba tym istym lekarom, ktory
diagnostikoval partnera

8 pacientov liecba vSeob. lekarom

30 pacientov liecba Specialistom (gynekolog, urolog,
infektolog, dermatolog)

6 pacienti lieCba lekarom, s ktorym som v kamaratskom
vztahu



7 MEDI

DIAGNOSTIKA SEX. PARTNEROV PO LIECB PARK

KOS ICE
* 72 pacientov

* 14 pacientov uz nekontaktovalo lekara

* 6 pacientom test nebol (adekvatne?) navrhnuty
* 52 navrhnuty test / 5 odmietli

* 47 testovanych/ 2 pozitivity



REALNA EPIDEMIOLOGIA 7 M EDI

C. TRACHOMATIS h PARK
KOSI1CE

* 120 partnerov

* 84 odoslanych k lekarovi

* u 12 negativita - nebola potrebna liecba

* u 45 potvrdena negativita po lieCbe (u 2 pozitivita)

 ? zvysnych 63 pacientov?



7 MEDI
DIAGNOSTIKA h PARK

KOSICE
* EU zlaty $tandard - amplifikacia nukleovych kyselin PCR, LCR, TMA

* V SR temer 30 laboratorii

* vyuzivaju sa iné metodiky - IFT, Latex, protilatky.....



STD -TOP 5 -EUROPA 2019 ¥ MEDI

A PARK

KOSICE

HPV

Chlamydia trachomatis

* Genitalny herpes
Gonorea
Hepatitida B



HERPES SIMPLEX VIRUS




Tabulka 1. Rozdiely medzl HSV-1 a HSV-2 (upravené podfa Mandella, 2000)

Charakteristika

Urogenitalne infekcie

Nongenitalne infekcie
* |abiglne infekcie
» keratitida

» encefalitida

Neonatalne infekcie
Prenos
Zvieraci model —mys

Termosenzitivita (40 °C)

HSV-1
10-30%

80-90%
+
+
+

~ 30%
prevazne negenitaine
nizky neurotropizmus

HSV-2
70-90%
10-20%

+

~ 70%
prevazne genitalne
vysoky neurotropizmus

4



HSV INFEKCIA - PRENOS

Prenos kontaktom

Vysoka kontagiozita az 50%

Prezervativ nechrani na miestach, kam nezasahuje

Prenos z matky na dieta pocas poérodu



HSV INFEKCIA - EPIDEMIOLOGIA

(USA)

* HSV 1 - 175 mil ludi (70%)
* HSV 2 - 50 mil. I'udi (20%)

HSV1 HSV?2
Nezavazna infekcia 80% 5%
Recidivujuce infekcie CastejSia ako 4x do roka 1% 2%
Zivot ohrozujuce infekcie 0,02% 0,02%

35000 |10000




HERPES GENITALIS - EPIDEMIOLOGIA

mozna genitalna infekcia HSV 1 aj HSV 2

infekcie CastejSie u Zien ako u muzov (NHANES Il muzi - 17,8%, Zeny 25,6%)
aj v elitnych intern. skolach prevalencia okolo 10%

prostitutky prevalenicia viac ako 70% (Rio de Janeiro)

protilatky proti HSV 1 zniZuju Sancu vyskytu HSV 2



PRIEBEH HERPETICKE] INFEKCIE HSV1,2
Priebeh herpeticke] infekcie

Primoinfekcia

Dozivotné nosicstvo HSV

Asymptomaticky priebeh @ Ojedinele recidivy Frekventné recidivy

» l, o - | W Psychicky dyskomfort
Klinicky zavazne Klinicky nezavazne
Psychicky dyskomfort J Klinicky zavazné Klinicky nezavazné




KLINICKY OBRAZ PRIMOINFEKCIE HSV 2.

[J Diagnostikovany GH
20%

B Asymptomaticky GH
20%

l Symptomaticky
nespoznany GH 60%




oD COHO ZAvisi KLINICKA 7 MEDI
MANIFESTACIA HSV INFEKCIE?£

K 'O Sl CEE

* Mnozstvo HSV virusu, ktory sa replikuje v gangliach
* Geneticka vybava HSV virusu
* Rychlost mnoZenia HSV virusu (replication speed)

* Imunitny stav hostitela, najma celularna imunita



ZABRANENIE KLINICKE]
MANIFESTACIE RECIDVUJUCE]
INFEKCIE

Supresia virusu
- Primoinfekcia
Primoinfekcia - Rekurentné infekcie
Recidiva infekcie

Rekurentné infekcie



HSV VIRUS JE UCENLIVY

by Modifikacia imunitného
Supresia virusu systému

- Primoinfekcia

- Primoinfekcia - Rekurentné infekcie

- Recidiva infekcie

- Rekurentné infekcie

Vi : : Ovplyvinuje vznik a
Ovpll}glfréﬁé eizevzmk a priebeh priebeh infekcie



LIECBA REKURUJUCEHO HSV1,2

A) Epizodicka B) Dlhodoba supresivna terapia

: F Klovir 2x250
Famcyklovir 2 -3 x 125 - G i S
250 mg acyklovir 3x200 ev.2x400 mg

valaciklovir 1x500mg

acyklovir 5x200 - 400 mg

minimalne 3 mesiace

valacyklovir 2x500-1000 sti¢asna edukdcia a lie¢ba vsetkych STD
mg

-l’ahéie, menej frekventé - recidivujuce inf. 4-6x roc¢ne

fOrmy GH - imunokompromitované pac.

- zavazny priebeh recidiv

- psychosocialny dyskomfort




DST - NASE UDAJE

PocCet pacientov: 101 (Zeny 81, muzi 20)
Imunokompromitovani pac.: 47 (6 AIDS)
Priemerny pocet recidiv: 5,32 / rok

Davka acykloviru 3x200 mg

Pocet recidiv pocas DSP: 11 (0,11 / rok)

Pocet recidiv po ukonceni DSP: 123 (1,22 / rok)

Vsetky recidivy boli s klinicky velmi lahkym aZ temer asymptomatickym priebehom.



7 MEDI

vaveentreune - F\PAR K

Pocet pacientov 101 KO S
(muZi 83, Zeny 18)

Pocet pacientov s protilatkami proti HSV1 7

Pocet pacientov s protilatkami proti HSV2 27

Pocet pacientov s klinicky prezentovanym GH 24

Stanovena liecba (pocet vyhodnotenych

pacientov 21) 6

Ziadna 3

Epizodicka 7

Dlhodoba supresivna

PouZité lieCiva - epizodicka liecba

Aciclovir 1

Valaciclovir 6

Famciclovir 1

Pouzité lieciva - DSP

Aciclovir 0

Valaciclovir 7

Famciclovir 0



SUBOR SLEDOVANYCH PACIENTOV S

REKURENTNYM GH
Pocet pacientov 27
(Zeny 17, muzi 10)
Imunokompetentni pacienti 14
Imunokompromitovani pacienti 13
Z nich:
HIV pozitivni pacienti 7
Onkologicki pacienti 1
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Results summary




3.2 Antimicrobial susceptibility and resistance

Resistance to cefixime, azithromycin and diprofloxacin over time is summarised in Figure 1 and Table 3.

Figurs 1. Percentage of resistant VMe/ssers gonorrfioeae by antimicrobial and year, Euro-GASP,
2009—2017
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Map 1. Proportion of gonococcal isolates with cefixime resistance by country, EUfEEA, 2017
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Gonorrhoea: drug resistance compromises
recommended treatment in Europe

28 Feb 2019

Gonorrhoea is the second most commonly notified sexually transmitted infection across the EU/EEA countries

with almost 500 000 reported cases between 2007 and 2016. The infection is treatable but Neisseria gonorrhoeae

keep showing high levels of azithromycin resistance according to latest results of the European Gonococcal
Antimicrobial Surveillance Programme. This antibiotic agent is part of the currently recommended therapy

regimen for gonorrhoea and observed resistance patterns threaten its effectiveness. M cooki

Lietba Cceftriaxon (cefixim) + azitromycin
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* Chripka

* Meningokok (pozor sk. B)
* Pneumokok

* HPV

* Cestovatelské vakciny



Univerzita— 17. -19. storocie

FAKULTY FACILITY
Pravnicka Univerzitny kostol
Teologicka/filozoficka Univerzitné vinice
Lekarska (chirurgovia, Univerzitné rybniky

holidi)
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LISTY APOSTOLOV h PARK

KOSICE
List sv. apostola Pavla Timotejovi

Nepi len samotnu vodu, ale aj trocha vina pre Zaludok a casté
choroby”

(1 Tim 6:12)




NAJCASTEJSIE MEDITERANSKE < MEDI
INFEKCIE GIT - 50 R.N.L.(CITLIVOST

NA 10% ETYLALKOHOL) h PARK

Rickettsia spp.

Brucella melitensis +
Shigella sonnei +
Pasteurella pestis +

Vibrio cholerae
Salmonella typhi +

Campylobacter jejuni +




INFEKCIE RAN, KOZE A 1.
(CITLIVOST STREPTOKOKOV A 7 M EDl

STAFYLOKOKOV

NA 10% ETYLALKOHOL) h KPARCKE
S. aureus +

S. viridans

S. pyogenes o

S. pneumoniae
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KOSICE
* Respiracne infekcie

* Gastrointestinalne infekcie
* Uroinfekcie
* Pohlavne prenosné infekcie

* Infekcie koze a makkych tkaniv
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21 ROKOV PRIDANEHO ZIVOTA
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21 ROKOV PRIDANEHO ZIVOTA




21 ROKOV PRIDANEHO ZIVOTA

Neinfek¢né choroby

InfekCné choroby

ATB + vakcinacia Kardio, onko,..
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News » Science

British study's claim 10 million people a
vear could die because of antibiotic
resistance dismissed as 'unreliable’

UK estimate of 10 million deaths a year globally ‘undermines fight against antimicrobial
resistance’, say authors of new study as they warn against overuse of antibiotics

Hristio Boytchev and Victoria Parsons | Saturday 17 December 2016 22:47 GMT | [J10 comments

1 72 mﬂ'tk to follow
shares iThe Independent Online
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Superbugs Could Kill 10 Million Each Year By 2050,
Overtaking Cancer
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Antibiotic Resistance Will Kill 300
Million People by 2050

New report says pharma companies make more money from other drugs, so shy away from
new antibiotic development
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