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ARTMIS RISK

Invaziv pndmokok enfeksiyonlari
HBV’de siroza gidis ve HCC

Agir Influenza olgulari

HPV bulasi

Olumcil kizamik olgulari
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Recommended Immunizations for HIV Positive Adults

Associated
Dizease

Recommended for All HIV Posidve Adules

Immunization Name Diozage Comments and Warning:

Fecomnmended unless there is evidence of immmmity or active

3 shots over a 6- |hepatitis. Blood test to check for HBV anfibody levels should be
month period done after completion of immumization senes. Additional shots
may be necessary if antibody levels are too low.

H[I-EE:?)US B virus Hepatitis B

Must be given every year. Only mjectable flu vaccine should be
Influenza Flu 1 shot given to those who are HIV positive. The nasal spray vaccine
(Flublist LAIV) should not be used n this population

Should be given soon after HIV diagnosis. unless vaccmated

Polysacchande - - withmn the previous 5 years. If CDd count 15 = 200 cells/mm’ when
poeumococcal Paeaumi o dhots the vaccine is given, immmumiration should be repeated when CD4
count is = 200 cells/mm’ Pepeat one time after 3 years.
Tetams and Diphtheria |1. Lockjaw ;
Tozaid (LD 3. Diphtheria 1 shot Fepeat every 10 years.
1. Lockjaw Feconmended for adults 64 vears of age or younger and should
Tetamus, Diphtheria, 5. Thedisia |1 kot be given in place of next Td booster, Can be given as soon as 2
and Pertussis (Tdap) e years after last Td for persons in close contact with babies under
3. Pertussis 12 months and health care workers.




2015 Recommended Immunizations for Adults: By Health Condition

If you have this
health condition, talk to your healthcare professional about these vaccines >
Flu TdTdap Shingles Prsumococeal Meningacoccal MMR HiV Chickenpox | Hepatitis A Hepatitis 8 Hb
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Chronic lung disease
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Chronie Liver Dicease

More Information: ™Mecae “Wywan You shaod These wretwo Bfkrentypesof  Your heatharg Fecommurded for you if you did not pel it wbes yus weie s child. Your heatheane

sl 1 Preonard, pou ot poaber prasrrocsceal cacome: PV proisoooel vl profeaucnsd wi
RO T ould el WRICIT Mo (ronpagets] and TSV Iot you know horw Fyouaeiobom  THhao o6 Des HEY vaccines B ot youknow
:u-h:h Fag vaczine 1 youlve (pabpacchansie] Iakwen My o youo -"'!”\,a i atdy 0re HAV vt 1Gafdnd® Pony g de e
WK 0 o durirg the hod shingles.  your healhoaee profezsional need ancidoritheme s shyoud 2a gia 10 TetL pou need
hesitheane Iuimemer  bodoe 0 find o (f one of beth cnmkclbobng i
m;ﬂ\:;'j:tw_ of cvery POCUIOCOCial vaodnes I RTINS (¥ yous aew x rrade 22 throsch % *Homuo paieth:
abtoct whech pregnancy \o rwcrerene rededd S0 you hasdng tad YA o0 anct hres B AR e lil"ll..dl
fus xaexinm hele protect ks, mavge  pou should complate the HPY tmapled
mnghtioryme - yoorbalses - ardntol FIIG 521 i o e ek

from partuszls 15k 0 your A0ady Goow 0.

(whooping Pt

coughl o

Aboan bow
Recommended For Your 1ha vacane o tor gl
RE RACC AV £ PN g ed For more information, call 1-800-CDC-INFO

you uadess your bealthoae peofessonsd 1els you thet you
N0 S0 FECehes X Of TRAT You 30 NOE need it

May Ra Racommesdad For You: This vidne &
recommended for you ¥ you hawve certadn other nsk factors
e 10 your age health joly, o Bfestdo g aos not istd
hera. Tak to your haslthcns professional 30 e ¥ you neod
this vacane,

YOU SHOULD NOT GET THIS VACCINT

If you are traveling outside the United States, you

may need additional vaccnes.

ek yaur healthcare professional about which vaccines
you ey Nneed st least 6 weeks priof 1o your traved

{1-800-232-4636) or visit www.cdc.gov/vaccines
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Vaccine Information for Adults

\
Adult Yaccination Home

Yamsmus Homse ~ Adult Yecnnabes Home - Reconunwoshe Yacsines fur Adubls

Reasons ta Vaconate
»Recommendad Vaccines n u

for Adults \

Adult Vazanation Records | HIV |Infection and Adult Vaccination

Finding end Paying for

Vacoines. Vaccines are especially critical for people with chronic health condtions such 25 HIV infection,
$ V§Cﬁi€:ﬁ€"mm Adull ‘ 1f you have NIV infection and your CD4 count ts 200 or greater[1], talk with your doctor

Dizeases aboult;

Resources | o Influenza vaccine each year to peatect aganst seasonal filu

* Tdao vacoine to protedt agaimnst whooping cough and tetanus
Related Links

+* Pneumococcal vaccine to protect against pneumoenia and other pneumococcal diseases
Recommended
Immunizations for
Adults z 2 payus) * HPY vacoine series to protect againﬁt human papillomavieus f You are 3 man ar aaman up to age
25 years

* Hepatts B wvaccine senes to pratect against hepatitiz B

Vaccines: The Basics

Vacane Information
Statemonts

ACTIP Vaccaaton
Recommendations

have not gotten this vaccine or have immunity to these diseasas
+ Varicella vaccine to protect against chickenpox if you weare born ir 1330 or sfter and have not
gotten two dases of ths vacone o have immunty to this dasease

If yau have HIV Infection and your CD4 count is less than 200[2], talk with your doctor

| .
Adult Yaccination abaats

Resources For Healthosre

Professionale = Inlluencs vaccine sach yedr Lo prolect sgansl e=asvonal llu

+ Tdap vaccine to protect against whaoping cough and tetanus

* Pncumocoscal vacoine to pratect against pacumonia and other pncumocaccal diseases

* Hepatbits B vacome senes to protedt against hepatds B

* HFV vaccine series to protect against human papillomavirus if you are a man or soman up to age

25 years
Footnotes

L. 1¥ CD4 percentages are avatable. CO4 percentage zmould be 13% or grasten
2. 1 CD4 percantages are available, CO4 percentage is lass than 15%,

* MMR vaccine to protect agamnst measles, mumps, and rubells if you weare born in 1557 or after and

Yacanes Hoeme
accines &
Immunizations

a Frint page

Contact Us:

ed Centers for Dizeaze
Ceontral and
Srevention
160G Clften Rd
At aras, Ga 30332
&3 300-COZ-INFO
1800-232-4626)
TTY: (868} 222-6348
c,."! "s cm:'.l‘ﬁg




Figure 2. Vaccines that might be indicated for adults based on medical and other indications’
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Human papiliomavirus (HPV) Male™ 3 doses through age 26 yrs ' :mmq-mm
Measles, mumps, rubefla (MMRY™” 0 d d 1 or 2doses
Preumnococcal 13-valent conjagate (PCV13) 1
Pneumococcal polysaccharide {PPSY23)" 1o0r2doses
Meningococcal™
Hepatitis A"
Hepatitis B 3doses
Hoemophilus influenzae type b (Hib)'™
“C Ly the Va 2
pary I Ihwmmnw::mme ugfuhmntsmdwl:l;’dm Rmmm;ﬂe?;mmnﬁw :Nommmn!ndmon

vaccine recommended regardless of prior episode of 2oster

yie otod\ermdmbms)



TURKIYE ENFEKSIYON HASTALIKLARI VE KLINIK
MIKROBIYOLOJI UZMANLIK DERNEGI

Eriskin Bagisiklama Rehberi Calisma Grubu

%

SAGLIK BAKANLIGI HALK SAGLIGI TURK GERIATRI TURK HEMATOLOJI
UZMANLARI DERNEGI DERNEGI DERNEGI

TURK i¢ HASTALIKLARI  TORK TORAKS DERNEGI TURKIYE AILE VIiRAL HEPATITLE

UZMANLIK DERNEGI HEKIMLERI UZMANLIK SAVASIM DERNEGI
DERNEGI
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4.5. HIV ile Enfekte Hastalarda Asilama

4.5.1. Giris

HIV ile enfekte hastalarda hicresel immin yetmezlik, B hiicre
fonksiyvonunda bozukluk wve yetersiz humoral immiin cevap hastanin
immiinsupresyon  durumunu  belirler.  Imminsupresyon  ilerledikee
enfeksivonlara  yatkinhk artar ki, bunlarin bir kismi asy ile onlencbilir
hastaliklardir. Bu yiizden, bu hastalarda asilama dnemlidir. Ancak,
enfeksiyonlara yathkinli@ arttiran immiinsupresyon, ne yazik ki, asiya cevabi
da olumsuz vonde etkiler. HIV ile enfekte hastalarda as1 dnerisinde

bulunurken hem hastanin immunsupresyon durumu hem de uygulanacak
asimn tipini dikkate almak gerekir.



AMA PRATIK HAYAT BIRAZ FARKLI

* Hangi asi?

e Nezaman?

 Hangi dozlarda?
* Odeniyor mu?

* Biz yapalim



Bagisikligi Baskilanan Hastalar
icerisinde Ayri bir Grup

Bazi asilar hem yapilabilir hem kontredikedir
Bazi asilar gerektiginde yapilabilir
Ne zaman ?

Hangi dozda?

Takip?
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Vaccination in HIV positive adults: Need to address

Bhumika Bhatt, Harashish Jindal, Shashikantha Sk, Jagbir Singh Malik,
Kalpana Sangwan & Junior resident

 OlU ve inaktive asilarda risk yok, kullanabilirsin

* Dusuk CD 4 duzeyi varsa canli asi kullanmal



Immunization for HIV-positive individuals
Anna Maria Geretti®® and Tomas Doyle®

*Department of Virology, Royal Free Hampstead NHS
Trust and ®Department of Virology, University College
Medical School, London, UK

Correspondence to Dr Anna Maria Geretti, MD, MSc,
PhD, FRCPath, Departiment of Virology, Royal Free
Hampstead NHS Trust & University College London
Medical School, Pond Streef, London NW3 20QG, UK
Tel: +44 20773940500;

e-mail: agereti@medsch.uclac.uk

Current Opinion in Infectious Diseases 2010,
23:32-38

Purpose of review

This review summarizes recent literature addressing i
infection, with a specific focus on emerging evidence
positive adults.

Recent findings

There are few controlled studies on the clinical efficacy
in HIV-infected adults receiving highly active antiretrovi
data indicate that HAART restores vaccine immunoge
persistence of immune responses, while reducing the

* CD4 >200 olanlarda etkinlik daha iyi

* Cok dusuk CD4 dlzeylerinde asi ise

yaramayabilir



AIDS PATIENT CARE and STDs CLINICAL AND EPIDEMIOLOGIC RESEARCH
Volume 28, Number 8, 2014

@ Mary Ann Liebert, Inc.
DOl 10.108%apc.2014.0121

Vaccination in HIV-Infected Adults

Nancy F. Crum-Cianflone, MD, MPH“ and Mark R. Wallace, MD"*

* Olabilirse once HART baslansin

* ART altinda RNA (-), CD4> 200 hiicre/mm3
(%15 < ise) herhangi bir asi yapilabilir

* CD4 dusukse asla canli asi kullanma



CURRENT OPINION MLy i ) e ]

& M08 Ads Dara information BV Al fghts resended.

Immunization in Patients with
HIV Infection

Are Practical Recommendations Possible?

Brian Eley

Paediatric Infectious Diseases Unit, Red Cross Children’s Hospital, School of Child and
Adolescent Health, University of Cape Town, Cape Town, South Africa

* Asilama HIV viral yika kisa bir stre arttirabilir
Bu dnemsizdir

 Herhangi bir asilama sonrasi viral yuk yaklasik
dort hafta olcilmemelidir



HADI ASILARA BASLAYALIM




TUM HiV (+) HASTALARA ONERILEN
ASILAR

Recommended for All HIV Positive Adults

Hepatitis B virus

(HBV)

Influenza

Hepatitis B

3 shots over a 6-
month period

Recommended unless there 1s evidence of immunity or active
hepatitis. Blood test to check for HBV antibody levels should be
done after completion of immunization series. Additional shots
may be necessary if antibody levels are too low.

Must be given every vear. Only injectable flu vaccine should be

Should be given soon after HIV diagnosis, unless vaccinated

Polysacchande Pne nia 1 or 2 shots within the previous 5 vears. If CD4 count 1s = 200 cells/mm’ when
pneunmococcal the vaccine 15 given, immunization should be repeated when CD4
count 1s = 200 cells/mm’. Repeat one time after 5 years.

Tetanus and Diphtheria |1. Lockjaw _ .
Toxoid (Td) 2. Diphtheria 1 shot Repeat every 10 vears.

1. Lockjaw Fecommended for adults 64 vears of age or yvounger and should
Tetanus, Diphtheria. > Diohtheria |1 shot be given in place of next Td booster. Can be given as soon as 2
and Pertussis (Tdap) ; p P _ years after last Td for persons in close contact with babies under

. Pertussis

12 months and health care workers.




MESHUR iNFLUENZA
(INAKTIF SUBUNIT ASI)

* Asiileilgili polemikler

» Etkisiz ! Ben olmuyorum !

» Asl olsam da yine grip oluyorum
» Adjuvan sorunu!

» Squalen !

» Yonetim ile saglik otoritesi arasinda gorus farklilig



MESHUR iNFLUENZA
(INAKTIF SUBUNIT ASI)

* ASILAMA ORANI ABD'DE % 42



INFLUENZA

e Artmis risk var mi?

Contents lists available at ScienceDirect

Vaccine

journal homepage: www.elsevier.com/locate/vaccine

Influenza vaccination in HIV-infected individuals: Systematic review
and assessment of quality of evidence related to vaccine efficacy,
effectiveness and safety

Cornelius Remschmidt*, Ole Wichmann, Thomas Harder

Immunization Unit, Robert Koch Institute, Berlin, Germany

Since influenza infection in patients with human immunode-
ficiency virus (HIV) is associated with prolonged duration and
increased severity of illness compared to the general population
[T-6], annual vaccination against seasonal influenza is recom-
mended by many national immunization guidelines. Trivalent




INFLUENZA ASISI

Trivalan inaktive subunit asisi her yil influenza
sezonu oncesinde dnerilmektedir

Canli atente asi (LAIV) kullanimi 6nerilmez
Yeterli veri yok
Potansiyel enfeksiyon riski



ancak 57 hastanin icinde oldugu bir
calismada yan etki gorilmemis

CONCISE COMMUNICATION

Comparison of the Safety, Vaccine Virus Shedding, and Immunogenicity
of Influenza Virus Vaccine, Trivalent, Types A and B, Live Cold-Adapted,
Administered to Human Immunodeficiency Virus (HIV)-Infected

and Non-HIV-Infected Adults

James C. King, Jr.,' John Treanor,* Patricia E. Fast,® 'University of Maryland Medical Center, Baltimore, ’ EMMES Corp.,

Mark Wolff,” Lihan Yan,” Dominic Iacuzio,™ Potomac, and *National Institute of Allergy and Infectious Diseases,

Bernard Readimondy Diane O'Biich:* Kenneth Mallon.® National Institutes of Health, Bethesda, Maryland; *University
] 2 : ]

of Rochester Medical Center, Rochester, New York; * Aviron
illiam E. Highsmith," John S. Lambert, Mountain View, California; “Saint Louis University School of Medicine,

and Robert B. Belshe® St. Louis, Missouri

Tiffrr carvran himan imamnana Aafnianarr anivnie (LITUY infantad (0OTW alace A1 M and €4 nan

cantly more common in LAIV recipients regardless of HIV status. No prolonged shedding
of LAIV was observed in HIV-infected participants. HIV RNA levels were not increased and
CD4 counts were not decreased in HIV-infected LAIV recipients compared with placebo
recipients after immunization. Shedding of LAIV and increases in antibody titers were infre-




Subunit Asinin yanetkileri HIV(-)
kisilerle ayni

* 30000 den fazla hastada influenza asisi
sonrasinda HIV-RNA duzeyleri ve CD+

sayllarinin etkilenmedigi goézlenmis



Asiya yanit HIV(-) kisilerle ayni

Clinical InfeSlinicgLlatgetious Diseases Advance Access runﬁhed Ni\rembem
MAJOR ARTICLE !

HIV/AIDS

Randomized Controlled Trial to Compare Immunogenicity
of Standard-Dose Intramuscular Versus Intradermal
Trivalent Inactivated Influenza Vaccine in HIV-Infected
Men Who Have Sex With Men in Bangkok, Thailand

Shikha Gary'? Prasert Thongekaroen,® Prabda Praphasin,® Asupony Chitwarskom * Pornchai Sathirspanys.® Stefan Femuond ez ®
Kamonthip Rungrojcharoenkit * Wame e Chonwattana? Philip A. Mock ! Wichada Sukwicha,® Jacqueline M. Kotz?® Marc Alsin Widdowsen *
Mascel E Cudin,'* Bobert V. Gibbaws® Timothy H Holtz'? Fatimad S. Dawood.? and Sonja J. Oisee®

Ancak 2009 epidemisinde dusuk antikor
yanitlari gézlenmis



ANTIKOR YANITINI NASIL ARTTIRALIM?

e 2.doz asI?

AIDS. 1994 Apr;8(4).469-76.

Antibody response to influenza, tetanus and pneumococcal vaccines in HIV-seropositive
individuals in relation to the number of CD4+ lymphocytes.

Kroon FP?, van Dissel JT, de Jong JC, van Furth R.

Author information

"Department of Infectious Diseases, University Hospital Leiden, The Netherlands.

Abstract
OBJECTIVE: To establish when the formation of antibodies against T-lymphocyte-dependent and -independent antigens is
impaired during HIV infection.

DESIGN: Prospective study on antibody formation before and 30 days and 60 days after vaccination with tetravalent influenza
vaccine, tetanus toxoid and pneumococcal vaccine; booster with influenza vaccine was administered 30 days after initial
vaccination.

RESULTS: In HIV-infected individuals with < 100 x 10(6)/I CD4+ lymphocytes almost no influenza antibodies were formed;
CD4+ counts between 100 and 300 x 10(6)/I correlated with suboptimal antibody formation; CD4+ counts > or = 300 x 10(6)/1
yielded more individuals with protective antibody titres. Thirty days after vaccination, protective antibody titres against the
four influenza strains had been achieved in 24% of all HIV-infected individuals for A/Beijing (H3N2) (controls, 90%), 59% for
AfTaiwan (H1N1) (controls, 80%), 18% for B/Beijing (controls, 30%) and 37% for B/Panama (controls 90%). Booster
vaccination after 1 month did not increase antibody levels. Anti-tetanus toxin antibody formation, which im-
dependent, was correlated with the number of CD4+ lymphocytes. After pneumococcal vaccination (T-lymphocyte-
independent), normal antibody formation was observed in HIV-infected individuals, including those with low CD4+ counts.

CONCI USIONS: Influenza vaccinatinon shauld not he administered tn HIV-infected individuals with CD4+ counts < 100 x 10



Abstract « Sen

Clin Infect Dis. 2011 Jan 1;52(1):122-7. doi: 10.1093/cid/ciq003.

Immune response after two doses of the novel split virion, adjuvanted pandemic H1N1
influenza A vaccine in HIV-1-infected patients.

Bickel M', von Hentig N, Wieters |, Khaykin P, Nisius G, Haberl A, Stephan C, Herrmann E, Doerr HW, Brodt HR, Allwinn R.

A._A _ _2_ B e _A> __
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METHODS: Diagnostic study of adult HIV-1-infected patients scheduled for HIN1 influenza A vaccination. Blood samples
where taken before and 21 days after the first dose and 21 days after the second dose of the vaccine. Antibody (AB) titers
were determined by hemagglutination inhibition assay. Seroconversion was defined by either an AB titer < 1:10 before and =
1:40 after or =2 1:10 before and a = 4-fold increase in AB titer 21 days after vaccination.

RESULTS: One hundred thirty-five patients received 2 doses of the H1N1 vaccine and were analyzed. The rate of
seroconversion was 68.2% (95% confidence interval, 59.6-75.9) after the first dose and 91.9% (95% confidence interval, 85.9
-95.9) after the second dose. Patients who did not seroconvert had a lower mean nadir CD4 cell count (+ standard dewviation;
81+ 99 vs 190 + 148 cells/pL; P = .006), had a longer duration of HIV infection (+ standard deviation; 13.1+59vs 8.8 + 6.8
years; P = .04), and were more likely to have an AB titer = 1:40 before vaccination (4% vs 55%; P < .001) when compared
with patients with seroconversion. No other differences were found between the 2 groups, including AIDS status, highly
active antiretroviral therapy status, HIV RNA - polymerase chain reaction load <50 copies/mL, CD4 cell count, sex, body
mass index, and chronic hepatitis.

CONCLUSION: Among HIV-infected patients, the rate of seroconversion after the first dose of an adjuvanted H1N1 influenza
A vaccine was 68% and increased to 92% after a second doses.




ANTIKOR YANITINI NASIL ARTTIRALIM?

e Antijen miktarini arttirallm

Annals of Internal Medicine ‘ ORIGINAL RESEARCH

Improved Immunogenicity With High-Dose Seasonal Influenza Vaccine
in HIV-Infected Persons

A Single-Center, Parallel, Randomized Trial

Noah McKittrick, MD; lan Frank, MD; Jeffrey M. Jacobson, MD; C. Jo White, MD; Deborah Kim, RPh; Rosemarie Kappes, RN, MPH;
Carol DiGiorgio, RN; Thomas Kenney, BS; Jean Boyer, PhD; and Pablo Tebas, MD, for the Center for AIDS Research

RESULTS: 195 participants enrolled, and 190 completed the study (93 in the standard-dose group and 97 in the high-dose

group). The™SETOprotection rates aner vaccmaton were nigner in the high-dose group for the HIN1 (96% vs. 87%; treatment
difference, 9 percentage points [95% CI, 1 to 17 percentage points]; P = 0.029), H3N2 (96% vs. 92%: treatment difference, 3

percentage points [Cl, -3 to 10 percentage points]; P = 0.32), and influenza B (91% vs. 80%; treatment difference, 11
percentage points [CI, 1to 21 percentage points]; P = 0.030) strains. Both vaccines were well-tolerated, with myalgia (19%),
malaise (14%). and local pain (10%) the most frequent adverse events.

LIMITATIONS: The effectiveness of the vaccine in preventing clinical influenza was not evaluated. The number of participants
with CD4 counts less than 0.200 x 109 cells/L was limited.

CONCLUSION: HIV-infected persons reach higher levels of influenza seroprotection if vaccinated with the high-dose trivalent
vaccine than with The stanaara-aose.

PRIMARY FUNDING SOURCE: National Institute of Allergy and Infectious Diseases and Center for AIDS Research of the
University of Pennsylvania.




BU ARADA

* Aslyl ne zaman yapalim?
» Yeni asl piyasaya cikar cikmaz
» Soguklar baslayinca

> Influenza olgulari gdriilmeye baslayinca

» Olabildigince gec
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Recommended for All HIV Positive Adults

Hepatitis B virus

Hepatitis B

3 shots over a 6-

Recommended unless there 1s evidence of immunity or active
hepatitis. Blood test to check for HBV antibody levels should be

(HBV) month period done after completion of immunization series. Additional shots
may be necessary if antibody levels are too low.
Must be given every vear. Only injectable flu vaccine should be
Influenza Flu 1 shot given to those who are HIV positive. The nasal spray vaccine

Polysacchande

pneunmococcal

(FluMist/LAIV) should not be used in this population.

Should be given soon after HIV diagnosis, unless vaccinated
within the previous 5 vears. If CD4 count 1s = 200 cells/mm’ when
the vaccine 15 given, immunization should be repeated when CD4
count is = 200 cells/mm’. Repeat one time after 5 years.

etanus and [hphthenia |l. Lockjaw ] .
Toxoid (Td) 2. Diphtheria 1 shot Repeat every 10 vears.
1. Lockjaw Fecommended for adults 64 vears of age or younger and should
Tetanus, Diphtheria. > Diohtheria |1 shot be given in place of next Td booster. Can be given as soon as 2
and Pertussis (Tdap) ; p P _ years after last Td for persons in close contact with babies under
. Pertussis

12 months and health care workers.




PPV ve PCV

e PPV23 ...... 1983’ ten beri
e PCV 13......2010'dan beri

* Pnédmokok enfeksiyonlariicin artmis risk var mi?

Contents lists available at ScienceDirect .
\‘/accme

Vaccine

journal homepage: www.elsevier.com/locate/vaccine Journal logo|

Review

Humoral immune responses to Streptococcus pneumoniae in the @mm,k
setting of HIV-1 infection

Lumin Zhang?, Zihai Li?, Zhuang Wan”, Andrew Kilby*, J. Michael Kilby*¢, Wei Jiang**



ABSTRACT

Streptococcus pneumoniae | pneumococcus | remains one of the most commonly identified causes of bacte-
ridl infection in the general population, and the risk is 30-100 fold higher in HIV-infected individuals. Both
innate and adaptive host immune responses to pneumococgl infection are important against pathogen

invasion. Pneumococcal-specific 1gA antibody (AD) is key tqcontrol infection at the mucosal sites. AD

GENEL POPULASYONA
GORE 30-100 KAT
YUKSEK!!!



Polisakkarit asi oldugu icin sorun yok

* CD4 duzeyinden bagimsiz olarak yapilabilir

* Ancak CD4 dusuk olanlarda yanit orani da
dusecektir
* Ama CD4’Un dusukligl nedeniyle asiyi

ertelememek gereklidir



The NEW ENGLAND JOURNAL ¢f MEDICINE

ORIGINAL ARTICLE

A Trial of a 7-Valent Pneumococcal

Conjugate Vaccine in HIV-Infected Adults

Neil French, Ph.D., F.R.C.P., Stephen B. Gordon, M.D., F.R.C.P,,
Thandie Mwalukomo, M.B., B.S., Sarah A. White, Ph.D.,
Gershom Mwafulirwa, Dip.Med.Sci., Herbert Longwe, M.Phil.,
Martin Mwaiponya, M.B., B.S., Eduard E. Zijlstra, M.D., Ph.D.,
Malcolm E. Molyneux, M.D., F.R.C.P., and Charles F. Gilks, D.Phil., F.R.C.P.

RESULTS
From February 2003 through October 2007, we followed 496 patients (of whom 44%
were male and 88% were HIV-seropositive) for 798 person-years of observation.
There were 67 episodes of pneumococcal disease in 52 patients, al! in the HIV-infect-
ed subgroup. In 24 patients, there were 19 episodes that were caused by vaccine sero-
types and 5 episodes that were caused by the GA serotype. Of these episodes, 5 oc-
curred in the vaccine group and 19 in the placebo group, for a vaccine efficacy of

74% (95% confidence interval [CI], 30 to 90). There were 73 deaths from any cause
In the vaccine group and 63 in the placebo group (hazard ratio in the vaccine group,
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Abstract « Send to: «

J Infect Dis. 2015 Jun 1:211(11):1703-11. doi: 10.1083/infdis/jiu819. Epub 2014 Dec 23.

Quantitative and Qualitative Antibody Responses to Immunization With the Pneumococcal Polysaccharide
Vaccine in HIV-Infected Patients After Initiation of Antiretroviral Treatment: Results From a Randomized Clinical
Trial.

Rodriguez-Barradas MC', Serpa JA?, Munjal I¥, Mendoza D', Rueda AM*, Mushtag M*, Pirofski LA®.

% Author information

Abstract
BACKGROUND: Pneumococcal vaccination is recommended for human immunodeficiency virus-infected (HIV+) persons; the best timing for
immunization with respect to initiation of antiretroviral therapy (ART) is unknown.

METHODS: Double-blind, placebo-contrelled trial in HIV+ with CD4(+) T cells/yL (CD4) = 200 randomized to receive the 23-valent pneumococcal
polysaccharide vaccine (PPV23) or placebo at enroliment, followed by placebo or PPV23, respectively, 9-12 months later (after =26 months of ART).
Capsular polysaccharide-specific immunoglobin (Ig) G and IgM levels to serotypes 1, 3, 4, 6B, and 23F, and opsonophagocytic killing activity (OPA) to
serotypes 6B and 23F were evaluated 1 month postvaccination.

RESULTS: One hundred seven subjects were enrolled, 72 (67.3%) were evaluable (36/aroup). Both groups had significant increases in pre- to

1-month postvaccination IgG eVt e e T T T T T T T TS {0 serotype 6B but not to 23F. There were no
significant differences between groups in serotype-specific 1gM or |gG levels or OPA titers. For the combined groups, there was a significant

correlation between serotype-specific IgG and OPA titers fo 23F but not to 6B. There was no correlation between CD4, viral load and IgG responses.

CONCLUSIONS: In HIV+ with CD4 = 200, delaying PPV22 until 26 months of ART does not improve responses and may lead to missed opportunities
for immunization.

Published by Oxford University Press on behalf of the Infectious Diseases Society of America 2014. This work is written by (a) US Government
employee(s) and is in the public domain in the US.

KEYWORDS: HIV; antibody; antiretroviral treatment; pneumococcal capsular polysaccharides; pneumococcal vaccine

PMID: 25538270 [PubMed - indexad for MEDLINE] PMCID: PMC4471434 [Avsiiable on 2018-08-01]
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23-Valanli Pnomokokal
Polisakkarid Asi

o ATP-binding
cassette
I transporter

Capsule
Cell wall
Cell membrane

PspC}

4
_ Choline-
binding

proteins

LPXTG-anchored
neuraminindase proteins

Kapsiil

 PPA-23, pnomokokal

kapsul polisakkaridlerinin
23 farkh serotipini iceren
bir asidir.

65 yas ve uzeri grupta,
ayrica 2-65 yas arasi risk
gruplarinda endikedir.

2 yastan kucuk cocuklarda
koruma saglamaz.

39



Polisakkarid asilar bagisikhigi nasil uyarir? 1-8

T-lenfositlerle etki|e§im yok Polisakkarid Asilar (T-lenfositten bagimsiz)
+@ Q@
IgM antikorlar
* DU§UK afiniteli antikorlar Etkilesme ve Proliferasyon g} Etkilesim yok
» Bagisiklik bellegi olusmaz
T-lenfositlers

B- Ienfosﬂler

< 2 yas ¢ocuklarda ve
yaslilarda antikor yanitlari
genellikle tutarsizdir

» Aktive olmaz
» Bagisiklik yanitina
katilim yok

'@0? 6)

Bellek
; % %% B-lenfositleri

Salginlanmig IgM
antikorlar

Plazma hucrelerl

* Olusmaz



Konjuge Pnémokok Asisi

T bagimli
Antijen
T hicre
uyarilmasi
A (ARG)
(0 ' 1
/ i TH
[
T-B etkilesimi —
] Bslinme
B
8 i ('8

Diferansiasyon

Bwm
AFC AFC

MW > PCV13

T bagimsiz

Antijen T bagimsiz yaniti T bagimli hale getirir

T-helper hiicreleri uyararak 2 yasindan

o kiigiiklerde bagisiklik saglar

Antijenle yeniden karsilasma giiglii
booster yanitini saglar

Primer immunizasyonla émir boyu
bagisiklik saglanabilir

AFC



DIKKAT

* T hicreli bagisikligl, yani anamnestik yaniti

saglamak icin 13 valanli konjuge asi,

e Serogrup kapsayiciligini arttirmak icin ve

konjuge asi sonrasl antikor duzeyini arttirmak

icin de 23 valanli polisakkarit asi 6nerilmekte



TANI KONDUKTAN SONRA

# BiR DOZ PCV
%

0 SEKiZ HAFTA
SONRA PPV 23

| BES YIL SONRA
PPSV 23 LE RAPEL




KISI DAHA ONCE PPV23 OLDUYSA

!

e EN AZ BIR YIL SONRA PCV 13

* BES YIL SONRA RAPEL PPV23
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Recommended for All HIV Positive Adults

Hepatitis B

3 shots over a 6-
month period

Recommended unless there 1s evidence of immunity or active

hepatitis. Blood test to check for HBV antibody levels should be

done after completion of immunization series. Additional shots
be necessary if antibody levels are too low.

Must be given every vear. Only injectable flu vaccine should be

Influenza Flu 1 shot given to those who are HIV positive. The nasal spray vaccine
(FluMist/LAIV) should not be used in this population.
Should be given soon after HIV diagnosis, unless vaccinated
Polysacchande : within the previous 5 vears. If CD4 count 1s = 200 cells/mm’ when
Pneumonia 1 or 2 shots T . o
pneunmococcal the vaccine 15 given, immunization should be repeated when CD4
count 1s = 200 cells/mm’. Repeat one time after 5 years.
Tetanus and Diphtheria |1. Lockjaw _ .
Toxoid (Td) 2. Diphtheria 1 shot Repeat every 10 vears.
1. Lockjaw Fecommended for adults 64 vears of age or yvounger and should
Tetanus, Diphtheria. > Diohtheria |1 shot be given in place of next Td booster. Can be given as soon as 2
and Pertussis (Tdap) ; p P _ years after last Td for persons in close contact with babies under
. Pertussis

12 months and health care workers.




HBV acisindan

Orta dlzeyde endemik
Ortak bulas yollari
Mutlaka tani aninda tarama testleri istenmeli

Kisinin HBV acisindan durumu belirlenmelidir



20 mcgr rekombinan as

* Yanit orani kisinin immunitesi ile yakindan
igilidir

* CD4 duzeyi 350’nin tzerinde olanlarda yuksek
antikor duzeyleri gorulmektedir

 Maalesef yanit oranlari normal populasyona
gore daha dusuktur



HIV ile Infekte Hastalarda Standard Doz Hepatit B Asisina Karsi
Antikor Yaniti

Antibody Response to a Standard Dose of Hepatitis B Vaccine in HIV-Infected
Patients

Ayse Inci’, Muzaffer Fincanci

Artvin Devlet Hastanesi, Infeksiyon Hastalikiari ve Klinik Mikrobiyoloji Klinigi, Artvin, Tirkiye
?|stanbul Egitim ve Arastirma Hastanesi, Infeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Istanbul, Tirkiye

Tablo 1. HIV ile Infekte Olgularda Standard Doz Hepatit B
Asisina Yamit Oranlan

Arastirmacilar Yil Yanit (%]
Bruguera ve arkadaslarn (9} 1992 23.8
Collier ve arkadaglan (10} 2001 37.1
Loke ve arkadaslan (11) 1990 33.3
Rodrigo ve arkadaslan (12) 1992 43.6
Landrum ve arkadaslar (13) 2009 35
Owverton ve arkadaslarn (14) 2005 17.5
Paitoonpong ve Suankratay (15) 2008 71.4
Tedaldi ve arkadaglan {16) 2004 37.2
Wong ve arkadaslan {(17) 1996 42.9
Rey ve arkadaglarn (18) 2000 55

Bu calisma 2010 26.8



HIV ile Infekte Hastalarda Standard Doz Hepatit B Asisina Karsi
Antikor Yaniti

Antibody Response to a Standard Dose of Hepatitis B Vaccine in HIV-Infected
Patients

Ayse Inci’, Muzaffer Fincanci®
Artvin Devlet Hastanesi, Infeksiyon Hastalikiari ve Klinik Mikrobiyoloji Klinigi, Artvin, Tirkiye
?|stanbul Egitim ve Arastirma Hastanesi, Infeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Istanbul, Tiirkiye

Calismamizda CD4 duzeyinin asi yanitini etkilemedigi go-
rultirken, antikor olusmayan olgularin HIV RNA degerlerinin,
antikor olusturan olgulardan istatistiksel olarak anlamli dere-
cede dahayuksek oldugu goralmustur. Konuyla ilgili yapilmis
calismalara bakildiginda yanith ve yanitsiz olgularda CD4 sa-
yisi ve HIV RNA duzeyinin etkili oldugunu bildiren caligsmalar
oldugu gibi etkili olmadigini bildiren calismalar da vardir.




Antikor yanitini arttirmak icin

* CIFT DOZ ASI

Vaccine. 2005 Apr 22;23(22):2902-8.

standard dose to a double dose.
Fonseca MO' Pang LW, de Paula Cavalheiro N, Barone AA, Heloisa Lopes M.

Author information

sala 12, CEP 05403-000 Sdo Paulo. SP, Brazil. marisefonseca@medicina.ufmg.br

Abstract

Because HIV and hepatitis B virus share many common risk factors, it is important to try to vaccinate HIV patients against
hepatitis B. There are numerous reports describing a variety of dose schedules, limited success and markers associated
with impaired response to HBV vaccine in these individuals. All studies have been small in size making it difficult to draw
conclusions within and between studies. The purpose of this study was to evaluate a double dose of hepatitis B vaccine
under more definitive guidelines: double blinded, randomized, controlled, with numbers for statistical validity. Two hundred
and ten HIV infected subjects received a standard dose (20 microg) or a double dose {40 microg) of recombinant hepatitis B
vaccine IM 0, 1 and 6 months. Ninety-four receiving standard dose and 98 receiving double dose completed the study. The
seroconversion rate (anti-HBs > or = 10 miU/mL) was 47 and 34% for double dose and standard dose, respectively (p =
0.07). A statistically significant higher seroconversion rate was associated with double dose comparing with standard dose
for patients with CD4 cell counts > or = 350 cells/mm3 (64.3% x 39.3%; p = 0.008) but made no difference to
seroconversion in those with CD4 <350 (23.8% x 26.3%; p = 0.80). Double dose also improved seroconversion comparing
with standard dose for patients with HIV viral load <10,000 copies/mL (58.3% x 37.3%:; p = 0.01) but made no difference to
seroconversion in those with HIV viral load > or = 10,000 copies/mL (16% x 17%; p = 0.7). Based on the results of this
study, the best current strategy for hepatitis B vaccination in HIV patients would be to use a double dose as a primary series
when the viral load is likely to be low and CD4> or = 350, when there is likely to be an adequate immune response.

Randomized trial of recombinant hepatitis B vaccine in HIV-infected adult patients comparing a |

"Infectious Deseases Department, University Medical School of Sdo Paulo, Av Dr Eneas de Carvalho Aguiar 500, 100 andar,

* UCKEZ
CIFT DOZ
ASI

* %34 TEN
%47 YE



Abstract

Because HIV and hepatitis B virus share many common risk factors, it is important to try to vaccinate HIV patients against
hepatitis B. There are numerous reports describing a variety of dose schedules, limited success and markers associated
with impaired response to HBY vaccine in these indviduals. All studies have been small in size making it difficult to draw
conclusions within and between studies. The purpose of this study was to evaluate a double dose of hepatitis B vaccine
under more definitive quidelines: double blinded, randomized, controlled, with numbers for statistical validity. Two hundred
and ten HIV infected subjects received a standard dose (20 microg) or a double dose (40 micrag) of recombinant hepatitis B
vaccing IM 0, 1 and 6 months. Ninety-four recenving standard dose and 98 receiving double dose completed the study. The

seroconversion rate (anti-HBs » or = 10 miU/mL) was 47 and 34% for double dose and standard dose, respectively (p =
0.07). A statistically significant higher seroconversion rate was associated with double dose comparing with standard dose

for patients with CD4 cell counts > or = 350 cells/mma3 (64.3% x 39.3%; p = 0.008) but made no diference to

seroconversion in those with CD4 <350 (23.8% x 26.3%: p = (.80). Double dose also improved seroconversion comparing
with standard dose for patients with HIV viral load <10,000 copies/mL (58.3% x 37.3%; p = 0.01) but made no difference to

seroconversion in those with HIV viral load > or = 10,000 copies/mL (16% x 17%; p=0.7). Based on the results of this
study, the best current strateqy for hepatitis B vaccination in HIV patients would be to use a double dose as a primary series
when the viral load Is likely to be low and CD4> or = 350, when there is likely to be an adequate immune respanse.



Antikor yanitini arttirmak icin
CIFT DOZ, DORT VE UZERI SERI

Orginal Contribution | April 13, 2011

Safety and Immunogenicity of 4 Intramuscular
Double Doses and 4 Intradermal Low Doses vs
Standard Hepatitis B Vaccine Regimen in Adults
With HIV-1

A Randomized Controlled Trial

Odile Launay, MD, PhD; Diane van der Vliet, MD; Arielle R. Rosenberg, MD, PhD; Marie-Louise Michel, PhD; Lionel
Piroth, MD, PhD; David Rey, MD; Nathalie Colin de Verdiere, MD; Laurence Slama, MD; Karine Martin, PhD; Olivier
Lortholary, MD, PhD; Fabrice Carrat, MD, PhD; for the ANRS HB03 VIHVAC-B Trial

[+] Author Affiliations

JAMA. 2011;305(14):1432-1440. doi:10.1001/jama.2011.351. TextSize: A A A



(anti-HBs) of at least 10 mlU/mL in patients who received at least 1 dose of vaccine. Patients with missing anti-HBs titer
measurement at the final follow-up visit at week 28 were considered as nonresponders in the primary (efficacy) analysis.

RESULTS: A total of 437 patients were randomized to the 3 study groups, of whom 11 did not receive any vaccine. Of these,
396 had available anti-HBs titers at week 28. The percentage of responders at week 28 was 65% (95% confidence interval
[CI], 56%-72%) in the IM20 x 3 group (n = 91), 82% (95% Cl, 77%-88%) in the IM40 x 4 group (n = 119) (P < .001 vs IM20 x
3 group), and 77% (95% Cl. 69%-84%) in the ID4 x 4 group (n = 108) (P = .02 vs IM20 x 3 group). No safety signal and no
effect oRQD4 cell count or viral load were observed.

CONCLUXON:Mgadults with HIV-1, both the 4 intramuscular double-dose regimen and the 4 intradermal low-dose regimen
improved seNlogical ™egonse compared with the standard HBV vaccine regimen.

TDOIAI DECCIC ATINM. ~LAS lbrimla maus ldAamdifia- NiIOTANAONATON

3 KEZ TEK DOZ IM ASI ILE %65
4 KEZ CIFT DOZ IM ASI iLE %82

4 KEZ TEK DOZ ID ASI ILE %77



Full Text (PDF)

Does increased hepatitis B vaccination
dose lead to a better immune response in
HIV-infected patients than standard dose
vaccination: a meta-analysis?

Int J STD AIDS February 2013 24: 117-122,
first published on April 30, 2013

883 HIV(+) hasta
e Meta analiz

* Yuksek doz ile yanit oranlarinin daha
yvukseldigini belirtiyor



Yanit oranlari boyle olduguna gore

Asilama sonrasi antiHBs kontroll yapalim mi?

Ne zaman?
Negatif cikarsa ne yapalim?

Adjuvan kullanimui ile ilgili yeterli veri yok



Salt antiHBc olumlulugu

Al ¢ 1doz agl ve antiHBs kontrolu
ecirilmis

enfeksiyon?

"« HBV-DNA
SNl e Alt| parametre

negatifse

e DNA negatifse
2 * Asiya devam

negatifse

ANAMNESTIK YANITIN MAALESEF % 16-48
OLDUGUNU AKILDA TUTALIM



ASIYI YAPTIK, KORUYUCU TITRE VAR

Bu titre diser mi?
Ne zaman ne kadar duser?
Kontrol edelim mi?

Rapel yapalim mi?



CALISMALARA iHTIYAC VAR

* Genel populasyonda 20 yil sonra yapilan

testlerde koruyuculuk %44

* Anamnestik yanit %97

 HIV (+) hastalarda ?



HEPATIT B ICIN caisici
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REHBERI
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Zoster
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HEPATITE GIRMISKEN

HEPATIT A ASISI, INAKTIVE VIRUS
1440 iu/Ml

MM DUYARLI

IV uyusturucu OLAN
Karaciger hastaliklari HERKESE
YAPALIM

Endemik bolgeye gidis



 Tarama yapalim mi?

* 1440 iu/mL, 0,6 veyal2. aylar

* Serokonversiyon orant %68-100



Safety and Immunogenicity of an Inactivated
Hepatitis A Vaccine among HIV-Infected Subjects

Mark R. Wallace,' Carolyn J. Brandt,' Kenneth C. Earhart,' Barbara J. Kuter,” Anthony D. Grosso,? Hassan Lakkis,?
and Sybil A. Tasker'

'Naval Medical Center San Diego, San Diego, California, and “Merck, West Point, Pennsylvania

Methods, Ninety HI\’-uninfe vaccine (VAQTA; Merck), and 90

HIV-infected subjects were randomized, in double-blind fashion, to receive either the vaccine or placebo, The
HIV-infected subjects were stratified by CD4 cell count, with 45 subjects having CD4 cell counts of =300 cells/
mm’ and 45 subjects havmg CD4 cell counts of <300 cells/mm’, Vaccine was given at weeks 0 and 24 of the study.

s Seroconve o5 af week 28 of the study were 94% among the HIV-infected subjects and 100%
cted subjects with CD4 cell counts of <300 cells/mm’ had a
HIV-infected subjects with CD4 cell counts of 300 cells/mm’ had a seroconversion
rate of 100%. The vted, and no adverse effect on either HIV load or CD4 cell

count was found.

r‘AAlﬁ,‘lF‘.M‘ unnﬂ‘:‘:r “ Ilﬂ.'P:l\ﬂ AN ‘\ﬂ"\ :I\\n\"ﬂl\ﬁl\l\:ﬂ ﬂﬂf‘ nn[n AR AN N U", :H:ﬂﬁ‘nl‘ A.!k:ﬂﬁ‘ﬂ




AsI kontrolu?

* Son asidan bir ay sonra kontrol edelim
* Negatifse yeniden asilayalim

e Kac doz?



HEPATIT A ICIN catsidi o
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Rutin asilardan sonuncusu

Recommended for All HIV Positive Adults

Hepatitis B virus

Hepatitis B

3 shots over a 6-

Recommended unless there 1s evidence of immunity or active
hepatitis. Blood test to check for HBV antibody levels should be

(HBV) month period done after completion of immunization series. Additional shots
may be necessary if antibody levels are too low.
Must be given every vear. Only injectable flu vaccine should be
Influenza Flu 1 shot given to those who are HIV positive. The nasal spray vaccine
(FluMist/LAIV) should not be used in this population.
Should be given soon after HIV diagnosis, unless vaccinate_}t‘i
3 " ] 7 rq 3 3 1 =2 » s T
Polysacchande Pne nia 1 or 2 shots within the previous 5 vears. If CD4 count 1s = 200 cells/mm” when
pneunmococcal

Tetanus and Diphtheria
Toxoid (Td)

. Lockjaw
2. Duphtheria

the vaccine 15 given, immunization should be repeated when CD4
- L3 :
= 200 cells/

Repeat every 10 vears.

Tetanus, Diphtheria.
and Pertussis (Tdap)

. Lockjaw
. Diphthernia
. Pertussis

Fecommended for adults 64 vears of age or younger and should
be given in place of next Td booster. Can be given as soon as 2
years after last Td for persons in close contact with babies under
12 months and health care workers.




Td/TdaP

* Tetanoz
e Difteri
* Aselltler bogmaca

* Aslinda genel populasyonla ayni
* Asilanma oykusu yoksa 0,1,6-12
* 10 yilda bir rapel

* Rapellerden birisinin TdaP olmasi gerekli



Clin Infect Dis. 1995 Nov;21(5):1197-203.

Antibody response to diphtheria, tetanus, and poliomyelitis vaccines in relation to the number
of CD4+ T lymphocytes in adults infected with human immunodeficiency virus.

Kroon FP' van Dissel JT, Labadie J, van Loon AM, van Furth R.

Author information

'Department of Infectious Diseases, University Hospital Leiden, The Netherlands.

Abstract

A prospective study of antibody production by adults infected with human immunodeficiency virus (HIV) after vaccination with
T lymphocyte-dependent diphtheria toxoid, tetanus toxoid, and inactivated trivalent poliovirus vaccine was conducted.
Individuals were divided into three groups according to CD4+ T-lymphocyte count: group 1 had a count of < or = 100-300 x
10(6)/L; and group 3, > 300 x 10(6)/L. After vaccination, 61%, 70%, and 73% of the individuals in groups 1, 2, and 3,
respectively, developed protective titers of antibody to diphtheria toxin; the mean postvaccination antibody titer of HIV-

infected individuals was significantly lower than that of healthy controls not infected with HIV. Furthermore, the mean titers of
antibodies to tetanie tavin and nalinvirie wera cinnificanthy lnwer in H\-infartad indniduale with CD4+ |ymphocy‘te counts of

<300 x 10(6)L TdaP ".E ".G".l VERI YOK ainst tetanus and 78%-100%

against polio. V S 00 x 10(6)/L have an impaired
(secondary) antibody response after receipt of T lymphocyte-dependent vaccines.
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RISK DURUMUNDA YAPILMASI
GEREKLI ASILAR

Human papilloma virtsu asisi
Meningokok asisi

MMR

Varisella

Seyahat ile ilgili asilar



Human Papilloma Virus asisi

AIDS PATIENT CARE and STDs CLINICAL AND EPIDEMIOLOGIC RESEARCH
Volume 28, Number 8, 2014

© Mary Ann Liebenrt, Inc.

DOI: 10.1089/apc.2014.0121

Vaccination in HIV-Infected Adults

Nancy F. Crum-Cianflone, MD, MPH!“ and Mark R. Wallace, MD?

* HIV(+) hastalarda HPV enfeksiyonu icin risk I
* Asi konjuge 2 ve 4 valanl
* Dokuz valanl yakinda



J Med Virol. 2014 Mar;86(3).419-25. doi: 10.1002/jmv.23831. Epub 2013 Oct 24.

Distribution of human papillomavirus genotypes, assessment of HPV 16 and 18 viral load and
anal related lesions in HIV positive patients: a cross-sectional analysis.

Tamalet C!. Obry-Roguet V. Ressiot E. Bregigeon S, Del Grande J. Poizot-Martin |.

# Author information

Abstract

Natural history of anal intraepithelial neoplasia and anal cancer is not fully understood. Factors associated with cytological
abnormalities and predictors of progression to high-grade anal intraepithelial neoplasia still deserve investigation. The aim of
this cross-sectional study was to assess the prevalence of HPV types, the relationship between HPV genotypes, HPV 16/18
wral load and cytologlcal abnormalities in mgls s lyventy-two (72.6%)

+ 16 (9 8%) 6+16 + 18( .2%), 16 + 18 (6.o : g edlan HPV16 and 18 viral
loads were 6.1 log10 copies/10(6) cells [IQR 5.0-7.3] and 6 1 Iog10 copies! 1D ceIIs [IQR 5 7-6.0], respectively. Male gender
(P =0.03, OR: 1.2 [1.0-1.4]) and homo/bisexual transmission routes (P = 0.044. OR: 1.4 [1.0-1.9]) were associated with HPV
16 infection. An HPV 16 viral load cut-off 25.3 log10 copies/10(6) cells and a CD4+ cell count £200/pl were independent
factors associated with abnormal cytology. In the absence of national consensus guidelines, a strict regular follow-up at
shorter intervals is recommended for HIV-infected patients with abnormal cytology, especially low grade squamous
intraepithelial lesions, an HPV 16 viral load 25.3 log/10(6) cells and a CD4+ cell count <200/pl.

© 2013 Wiley Periodicals, Inc.

* Hastalarin %77’sinin HPV enfeksiyonu icin yliksek risk faktori var
* En sik saptanan serotipler 16, 6, 18, 53, 33



Oneriler

Asl oncesi test onerilmiyor

Zaten hastalik bulgusu (genital sigil, anormal
sitoloji, HPV-DNA pozitifligi gibi) olmasi asi

olmaya kontrendikasyon yaratmiyor
0,1-2, 6.aylar 6neriliyor

Cinsel aktif cag 6ncesi olmasi en iyi



e« HIV(-)

o« HIV(+)

Koruyuculuk

Adolesan
Adult kadin

Adult erkek

>%95

>%96

%92-100

> %95

Levin MJ, Maoscicki AB, Song LY, et al. Safety and im-
munogenicity of a guadnvalent human papillomavirus
(types 6, 11, 16, and 18) vaccine in HIV-infected children
7 to 12 years old, J Acguir Immune Defic Syndr 2010:
S5:197-204.

Kahn JA, Xu J, Kapogiannis BG, Rudy B, Gonin R, Liu
N, Wilson CM, Warrell C, Squires KE, Immunogenicity
md safety of the human papillomavirus 6, 11, 16, 18
vaccine in HIV-infected young women. Clin Infect Dis
2013:57:735-744.
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Safety and immunogenicity of a quadnvalent human papillomavirus

vaccine in HIV-infected and HIV-negativ
and young adults Table 2
itk 2 g L S e B Cumulative incidence of side effects as detected immediately after the admin-
vg?cl:)i Cfﬁgﬁg;ébré?fgzcgerﬁggzg;';’ia' cf;&iﬁﬂj: istration of the first, second and third vaccine dose in Hiv-infected (HIV+) and
Giorgio Bedogni, Gian Vincenzo Zuccotti® HIV-negative (HIV-] subjects.
HIV- HIV+
N(x) N(%)
Local
Pain 26(188) 46(32.6)
Erythema 8(5.8) 16(11.3)
Edema 10(72) 11{7.8)
Induration 14(10.1) 18(12.8)
Systemic
Fever 0(0) 4(2.8)
Malaise 2(14) 10{(7.1)
Headache 3(2.2) 19{135)




CSIRO PUBLISHING
Sexual Health, 2014, 11, 511-523
http2//dx.doi.org/10.1071/SH 14015
Vaccination against oncogenic human papillomavirus infection

in HIV-infected populations: review of current status and future
perspectives

Lars Toft™®, Martin Tolstrup™, Merete Storgaard®, Lars Ostergaard”™ and Ole S. Sogaard™

ADepartment of Infectious Diseases, Aarhus University Hospital, Skejby, 8200 Aarhus, Denmark.
®Corresponding author. Email: larsnise@rm.dk

e 463 MAKALENIN iIRDELENDIGI META-ANALIZ
e 3263 HIV(+) HASTA



Conclusions

Based on the current available knowledge reviewed inthis paper,

both HPV vaccines appear to be safe and highly immunogenic in
people infected with HIV. In the light of their high nsk of HPV-

associated cancers, recommending HPY vaccination in HIV-
positive individuals ofboth sexes up o the age of 26 years seems
to be very reasonable. Furthemmore, it may also be justified to

recommend HPY 'l.rau:matmn in HIV-infected women aged
26—45 but .n-.-- g pathic d be less than

; - re—TIT 1|1mt;-,r
against vaccine- spf:clﬁc HP‘!.-" mfﬂclmn in persons with HIV.
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MENINGOKOK ASISI

4 valanl Konjuge asi
Polisakkarit asi
Cocukluk asilariicinde

Yurtta kalma

Aspleni

Kompleman eksiklikleri
Endemik bolgeye seyahat
Meningokoklarla calisma



Centers for Disease Control and Prevention (CDC). Notes from the field: Serogroup C invasive
meningococcal disease among men who have sex with men — New York City, 2010-2012. MMWR Morb
Mortal Wkly Rep 2013 Jan 4; 61:1048. (http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6151a4.htm)

PubMed abstract (Free)

* New-York

e Agustos 2010- Aralik 2012

18 olgu (12’si 2012’de, 10'u HIV(+), 5’i ex)
* Normalde yuzbinde 0.16

e MSM vyizbinde 12.6 !!]
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MMR

Canli, atenue asi
CD4 200’un altindaysa kontrendike!
lhtiyac var mi?

HIV(+) hastalarda kizamik mortalitesi yuksek
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High need for MMR vaccination in HIV infected adults in Austria

K. Grabmeier-Pfistershammer?-*, W. Poeppl”, H. Herkner®, V. Touzeau-Roemer?,
Emilia Huschka?, A. Rieger?, H. Burgmann”
* Diviston of Immunofogy, Aller gy and Infectious Diseases, Departinent of Dermatology, Medical University Vienng, Austria

b Diviston of Infectious Diseases and Tropical Medicine, Department of Medicine I, Medical University of Vienna, Austria
© Department of Emergency Medicine, Medfcal Unmiversity of Vienna, Austria

Current guidelines recommend screening for HIV infected patients susceptible for vaccine preventable
diseases and offering of immunization. However, data regarding the vaccination coverage among this
group are largely missing. This study analyzed the serostatus for Measles, Mumps and Rubella of more
than 700 HIV infected patients residing in Austria, These patients were representative for the Austrian
HIV cohort regarding sex, age, transmission risk and HIV progression markers. 73.6% were on suppressive
HAART, mean CD4 cell count was 603 ¢/p.l. Seronegativity was 8.4% for Measles, 33.4% for Mumps and
18 8% for Rubella. In total, out of the 713 HIV infmé aauits analyzed, almost hall |47.8%) would require

VacCnation. Ina MUILIVANALe analysis MIZTation was SIgnicantly a5sociated Wilh seronegativity for
Measles (OR 0.5, (0 0.27-0.9) and Mumps (OR 0.57, C10.39-0,81 ), Importantly due to the well preserved
immune status of nearly all participants vaccination would be feasible in the majority of the seronegative

patients. Thus, a proactive approach would largely reduce the number of patients at risk for vaccine-
preventable diseases.



Figure 2. Vaccines that might be indicated for adults based on medical and other indications’
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VARISELLA ASISI

Canli atenie asl

CD4 G <200 olanlarda kontrendike

HIV (+) hastalarda artmis risk s6zkonusu
Kontrol edildiginde bizde cogu hasta gecirmis
Ancak seroloji negatifse



SU CICEGI

Nztional Institutes of H=alth Adavanced

Abstract « Send to: =

AIDS Res Hum Retroviruses. 2007 Jun;23(6):782-83.

Evaluation of modified vaccinia virus Ankara as an alternative vaccine against smallpox in chronically HIV type
1-infected individuals undergoing HAART.

Cosma A'. Nagarsj R. Staib C, Diemer C, Wopfner F. Schatzl H, Busch DH, Sutter G, Goebel FD, Erfle V.

+ Author information

Abstract

The fear of malevolent use of variola virus by terrorists has led to the impiementation of a health care worker vaccination program and to the
consideration of vaccination for the general public. However, due to concerns about side effects of the classical smallpox vaccine, especially for
immunocompromised individuals, a safer vaccine is urgently needed. We characierized the immunogenicity of modified vaccinia virus Ankara (MVA),
one of the more promising alternative smallpox vaccines, in a conhort of 10 chronically HIV-1-infected individuals undergoing highly active antireiroviral
therapy (HAART). Nine subjects received smallpox vaccination as children while one subject was never vaccinated against smallpox. All the subjecis
had CD4 counts =400 cells/mm(3) and 8 out of 10 had undetectable wral Ioads MVA was able to ehcn humoral and cellular immune responses in the
majerity of individuals. Vaccinia-specific antibodies were main® =" ° T ’ voommr s

riecea namce wes compned 0 smapociscenmea e € 010Jisi negatif olan 10 hastaya
v e 2 d0Z ast yapilmis (8 hasta
B> © ¢ocuklugunda asilanmis)

CD4 duizeyleri>400



Figure 2. Vaccines that might be indicated for adults based g d other indications’
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ZOSTER ASISI

Figure 2. Vaccines that might be indicated for adults on medical other indications’
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ARV Therapies and Therapeullc Strategies

The 19th Conference on Retroviruses > M...

and Opportunlsnc Infections (CROI)

X ‘.\.’ M
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Zostavax® is Generally Safe and Immunogenic in HIV-
Infected Adults with CD4 Counts 2200 Cells/pL
Virologically Suppressed on ART: Results of a Phase 2,
Randomized, Placebo-Controlled Trial

CA Benson, L Hua, JW Anderson, JH Jiang, DR Bozzolo, K Bergstrom, PW Annunziato, SW
Read, R Pollard, D Rusin, J Lennox

for the ACTG A5247 Team

Abstract #96




e Multicenter (43 sites), double-blind, randomized (3:1),
placebo-controlled safety, tolerability and immunogenicity
study (N=395) of 2 doses of ZV administered on day ) and at
week 6

@ Inclusion Criteria:

= HIV-infected person age >18 years on stable ART; undetectable
plasma HIV RNA; CD4 2200 cells/uL

= Hemeglabm 270 gm/dj., plagelei count = 50,000/pL; creatinine
<3 x ULN; AST, ALT and alkaline phosphatase
<5 x ULN

= History of varicella or HZ >1 year prior to entry or VZV
seropositive at any time prior to entry

Benson CA, et al. 15 CROI; Seattle, WA; March 5-8, 2012; Abst. S6.




ZV (N=295)
N

Placebo (N=97)
N

(Estimate % [95% CI]) (Estimate % [95% Cl])

Primary Safety 15
Endpoints 5.1%[2.9, 8.2]*
Injection Site 124
Reactions 42.0% [36.3, 47.9]
15
j Bt 5.1%[2.9, 8.2]
Fever e

4.1%[2.1,7.0]

2
2.1%[0.3, 7.3]

12
12.4% [6.6, 20.6]

4
4.1%[1.1, 10.2]

6
6.2% [2.3, 13.0]

0.261

<0.001

1.00

0.405

*Based on exact permutation, ad]. for 2-stage design;
** Fisher's exact test

Benson CA, et al. 15" CROI; Seattle, WA; March 5-8, 2012; Abst. 96.




Low CD4 Stratum

700 A

500 A

¢ Mean Titer (95% Cl)

ﬂi.

2

0 6 12 0 6
T n 140 134 130 149 150
GMT  283.4 EYERY 506.8 296.8 594.9
95%Cl (245.7,338.6)  (407.1,55L.6)  (437.6,586.9) (248.5,354.5)  (51L7,6817)
" a7 a6 a3 50 50
GMT 2031 213.9 198.5 304.2 319.6
95%Cl (142.5,289.6)  (147.6,310.0)  (135.8,290.0) (2109, 438.9)  (223.1 457.8)

Benson et 3l 10 CROI. Seattle Wa- March 5-E, 2012; abst 96.

1

143
552.6
{476.1, 641.4)

4
309.5
{212.1, 451.5)




SEYAHAT iLE iLGiLi ASILAR

* Hepatit A

 Polio

e Sart Humma

* Japon ensefaliti

* Tifo



POLIO ASIS|

Rehberlerde oneri yok

Ancak endemik bolgeye gidilecekse inaktive
polio asisi dnerilmekte

CD4>300, as! yaniti %78-100

Oral canli polio asisi kontrendikedir!!!



Sart Humma Asisi

Canli atente asl

Yellow fever Gliney Amerika ve Afrikada endemik
Mumkunse hastalarimiz buralara gitmesin
CD4<200, asi sonrasi ensefalomyelit!!!

Sinek isirigindan korun ©

llla bu bolgelere gidecek ise CD4 >200 ise
vapilabilir

Yanit orani%383

Franco-Paredes C, Hidron A, Tellez L. Lesesne J, Del Rio
C. HIV infection and travel: Pretravel recommendations
and health-related risks. Top HIV Med 2009:17:2-11.



TIFO ASIS

 Endemik bolgeye gidilecekse

* |naktive kapsuler polisakkarit asi kullaniimali
* Yanit orani dusuk

e CD4<200 ise daha da dlisik ®

* Gida-su hijyenine dikkat daha 6n planda

Kroon FP, van Dissel JT, Ravensbergen E, Nibbering PH,
van Furth R. Impaired anubody response after immuni-
zation of HIV-infected individuals with the polysaccha-
ride vaccine against Salmonella typhi (Typhim-Vi).
Vaccine 1999:17:2941-2945.



JAPON ENSEFALITI

ARABIA

SEA PHILIPPINE PACIFIC

SEA OCEAN

BAY OF 'S
BENGAL /

KA

INDIAN

OCEAN CORAL

SEA



* Japon ensefaliti sezonunda, kirsal alanlariicine
alan bir aydan kisa donem icin gidenlere

* Japon ensefaliti salgini olan bdlgelere gidenlere
* Ne yapacaklarini bilmeyenlere oneriliyor

* Inaktive asi HIV(+) hastalarda kullanilabilir

(28 glin arayla 2 doz, bir yil sonra rapel)



SONUC

Rutin asilari atlamamak gerekiyor
CD4 sayisinin yuksekligi asiya yanit icin 6nemli
CD4<200 olanlarda canli asilar kontrendike

Risk durumunda asi 6nemli
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