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Ja 50% EI ha I u n nut {ral contraception 16 [£2.1)
Intrauterine device 1 [2.8]
1 Implant 1 (2.6
lapsia. o (269
{ther methods 2 [5.2]

by - N LA Voluntary interruption of pregnancy [ = 47] 32 [63.1)
o 298 ka yttl e h ka |Sya . Change of contraception method after voluntary
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o) pregnancy
e 74% kondomi AR grous (1 - 23
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. . EPV-based regimen 3138

[ o) - | I W\P-based regimen 418.3)
1 1 A) e p I e rl {ther combinations of ART & [27.3]
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Kohdunkaulan solumuutokset




HIV ja HPV

e Korkeampi HPV- ja hrHPV-prevalenssi

e Samanaikainen infektio usealla hrHPV:lla
* Infektio persistoi ja progredioi useammin
e Merkitsevasti enemman SIL/CIN

e Cervix-ca riski 2.9-9 -kertainen

e Suositeltu vuosittaista PAPA-seurantaa




WIHS

* 369 hiv+

e 255 hiv —

e Jos CD4 >500, Papa normaali ja HPV-DNA
negatiivinen

e 5v kumulatiivinen HSIL+/CIN2+ riski ei eronnut
HIV+/-

JAMA 2012 Ju 25 308(4 362, doi 10.1001ama.2012 2564,

Risk of cervical precancer and cancer among HIV-infected women with normal cervical cytology
and no evidence of oncogenic APV infection,

Keler W' Buk RO, Xie X, Anasios K Massad LS, Minkof H, Xue X, ['Souza G, Watts DH, Lvine A Caste P Colie C, Paefsly JM, Sircler HD.




Adherenssilla on valia

BMC Infect Dis. 2014; 14: 256.
Adherence to the cervical cancer
screening program in women living
with HIV in Denmark: comparison
with the general population

Kristina Thorsteinsson 1 Steen Ladelun Sgren Jensen-Fangel, Terese L
Katzenstein, Isik Somuncu Johansen,Gitte Pedersenv Jette Junge, Marie
Helleberg, Merete Storgaard, and Anne-Mette Lebech

HIV Med. 2016;17

Incidenceof cervicaldysplasiaand cervical
cancerin women living with HIV in
Denmark comparisonwith the general
population.

Thorsteinsson K, Ladelund S, Jensen-Fangel S, Katzenstein

TL, Johansen IS, Pedersen G’ Junge J, Helleberg M, Storgaard
M, Obel N, Lebech AM

 Tanskalainen
rekisteriaineisto:

e HIV+ naiset osallistuvat
huonosti papa-
seulontaan

e CIN-riski ei eronnut
HIV+/- niilla naisilla,
jotka osallistuivat
seulontaan ja omasivat
hyvat CD4-solut
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HPV-kantajuuden merkitys

Jos alussa normaali PAPA, niin CIN2+

riski
0) 0)
1 '4 A) (H PVDNA neg) VS 14' 5 A) Demographics HPV- (n =259) HPV+ (n = 66)
(HPVDNA+) neljan vuoden seurannassa Age, mean (SD)” 4 (9) 47 (9)
Ape range 30-79 31-75
Ethnicity™
Hispanic 30 (12)° 14 (22f°
R.acel.‘
a0 Black 183 (70) 46 (T0)
White 29(11) 9(14)
Other 47(19) 11 (17)
& | Country of birth”
z Abroad 172(67) 42(64)
= On cART* 159 (61) 45 (68)
_g e | CD4 < 35(F 35(21) 21(32)
2
E 10
U _ ¥ Human Papillomavirus Co-Testing Results Effectively Triage Normal
| Cervical Cytology in HIV-Positive Women Aged 30 Years and Older
r | Rachel O. Alade; Olivera Vragovic; Conor Duffy; Howard ). Cabral; Elizabeth A. Stier
0% A S R i

Tirne of Followeup {years)

Journal of Lower Genital Tract Disease. 21(2):125-128, APR 2017
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HPV:n ja CD4:n merkitys

alinternational AIDS Society Journal

AIDS. 2017 Apr 24;31(7):1035-1044. doi: 10.1057/QAD 0000030000001430.

Cervical cancer screening intervals and management for women living with HIV: a risk
benchmarking approach.

Robbins HA', Strickler HD, Massad LS, Pierce CB, Darragh T, Minkoff H, Keller M., Fischl M, Palefsky J, Flowers L, Rahangdale L, Milam .J, Shrestha S, Colie
c, D'Souza G.
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Fig. 1. Risk of cervical ,HSIL+ (CIN2+4) among 2049 WLHIV following negative cytology (Cyt-), by CD4™ cell count at the time
of cytology and oncogenic HPV status, compared with general population risk benchmarks for recommending women he
rescreened in 3 years (3-year return) or 6-12 months (6-12-month return). The figure includes panels for: (a) any oncogenic HPV



Toistuvan normaalin PAPAn merkitys

AIDS. 2017 Apr 24;31(7):1035-1044. doi: 10.1057/QAD 0000030000001430.
Cervical cancer screening intervals and management for women living with HIV: a risk
benchmarking approach.

Robbins HA', Strickler HD, Massad LS, Pierce CB, Darragh T, Minkoff H, Keller M., Fischl M, Palefsky J, Flowers L, Rahangdale L, Milam .J, Shrestha S, Colie
c, D'Souza G.

(a) Cyt- (1, 2, or 3 consecutive), CO4+=500 (b)) Cyt- (1, 2, or 3 consecutive), CO4+<500
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Fig. 3. Risk of cervical yHSIL+ (CIN2Z+) among WLHIV following one, two, or three consecutive negative cytology results
(Cyt-), by CD4™" cell count at final cytology: (a) at least 500 cells/pl; (b) less than 500 cells/pl, compared with the general
population risk benchmark for recommending women be rescreened in 3 years (3-year return). HSIL+, biopsy-confirmed




Toistuva normaali PAPA pienentaa SIL-riskia

Table 2Risk of combined cytological SIL (LSIL, ASE, HSIL). Shown are univariate and multivariate
odds ratios (ORs) and 95% confidence intervals (ClI).

Previous viral load before
sampling

<50 copies/mL 1.00

501000 copies/mL 1.79 1.04-3.08 0.035 1.68 0.57-4.97 0.351
ST 3.48 2.31-5.27 <0.001 2.76 1.56-4.87 <0.001

Previous CD4 beforg

sampling

FHAN O 1.00

20cp nn O 0.28 0.17-0.48 <0.001 0.19 0.10-0.39 <0.001
0.12 0.07-0.23 <0.001 0.11 0.05-0.26 <0.001
0.17 0.08-0.34 <0.001 0.21 0.10-0.45 <0.001

Acts Obstet Gynecol Scand. 2017 Mow;96(11):1330-1337. doi: 10.1111fa0gs.13207. Epub 2017 Sep 19,

Declining prevalence of cytological squamous intraepithelial lesions of the cervix among women
living with well-controlled HIV - Most women living with HIV do not need annual PAP smear
screening.

Aho I', Kiveld P, Haukka J?, Sutinen J', Heikinheimo O




Hyva HIV-hoitotulos ja saannoéllinen seuranta

pienentaa SlL-riskia

- III||
IJIII III
ood 208

DO TO0G DO POOTF  JODE 300 20A0 2001 0RF DOLE

g

Patients
8

g

LY
L

[ B e WLESE e LEGLC DS (readian|

-mn_

20

80
70
B0
50
a0
30
20
io

o

2008 2004 2005 2006 2007 008 2009 2010 011 2012 2013
Years

m Merrrml m ASC-US LEiL m ASCH m HEiL = AG-NOS

[Proportion of samples %)

g B 8

L) -
E
4 oot el )

g

4]

0.3% HSIL
0.3% AG-NOS

0,

ASC-H 0.3% 2-7%1.6%
10.3%

90.1%

25.5%

ENormal OASC-US MLSIL MWASC-H BHSIL HEAG-NOS

Acta Obstet Gynecol Scand. 2017 Mow;96(11}:1330-1337. deoi: 10.1111fa0gs.13207. Epub 2017 Sep 19.

Declining prevalence of cytological squamous intraepithelial lesions of the cervix among women
living with well-controlled HIV - Most women living with HIV do not need annual PAP smear

screening.

Aho |I', Kiveld P, Haukka J?, Sutinen J', Heikinheimo O3,




Guidelines:

e EACS: Papa-nayte 1-3 vuoden valein
e DHHS: Mieluiten papa+HPV-DNA
Seulonta kolmen vuoden valein

e Arvosta.fi: Jos hyva HIV-hoitotulos ja kaksi
normaalia papaa -> seuranta 3 v valein

Jos SIL-muutoksia tai huonot CD4-solut

-> seuranta vuosittain




CIN 2+ -riski ja HIV vs muu immunosupressio

Immunosuppression variable RR (95% CI)
Women with HIV —— 2.0(1.3-3.0)
Wamen with HIV, and:

<200 CD4+ cellsimicroliters 56 (21-14.7)

200-499 CD4+ calls/microliters el — 3.0(186-5.5)

z500 CD4+ cells/microliters —— 08(04-1.7)
Any medication - 1.0 (0.9- 1.0}
1 medication class = 0.2 (0.9-1.0)
2 medication classes —— 1.2 (1.0- 1.6)
23 medication classes —— 17(13-22)
Prior solid organ transplant —— 3.3(23-4.8)
No prior salid organ transplant, and:

1-2 medication classes =» 0.8 (0.9-1.0)

23 medication classes —— 1.3(1.0-1.8)
Prior solid organ transplant, and:

0 medication classes & 1.9 (0.7- 5.3)

1-2 medication classes —_— 28(14-56)

23 medication classes — 4.1(2.5-6.8)

T T T 1
025 05 1 2 16

RR (95% Cl)

Civiginal Ressarch

Human Immunodeficiency Virus (HIV)- and
Non-HIV-Associated Immunosuppression
and Risk of Cervical Neoplasia

OBESTETRICS & GYNECOLOGY

VOL. 131, NO. 1,
JANUARY 2018
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HIV ja raskaus




TARTUNTA AIDISTA LAPSEEN

15- 35%

<1% tartuntojen etsinta
aidin ART
lapsen ART
synnytystapa

el Imetysta




Voiko lapsen tartuntariski olla 0?

e UK: 9/1975 (0,5%)

e ANRS : 5 /1338 ( 0,4%)
e ANRS : 56/8075 (0,7%)
e Suomi 0/290 (0%)

Townsend et al AIDS 2014, Warszawaski et al AIDS 2008, Mandelprot et al CID 2015, Aho et al 2017 submitted

Table 3. Perinatal Human Immunodeficiency Virus Type 1 Transmission Rate According to Timing of Antiretroviral Therapy Initiation and
Matemal Viral Load Near Delivery (Enquéte Périnatale Francaise, Metropolitan France, 2000-2011): Stratified Analysis

Timing of ART Initiation

Before Conception® 1st Trimester (<14 wk) 2nd Trimester (14-27 wk) 3rd Trimester (>28 wk)
No. With No. With No. With No. With
PT, % PT/Total PT, % PT/Total PT, % PT/Total PT, % PT/Total P
Maternal VL (95% CI) No. (95% CI) No. (95% CI) No. 95% CI) No. Value
Maternal VL nearest delivery, copies/mL
>400 2.2(.7-5.0) 5/230 1.5 (04-7.8) 1/69 24 (1.049) 7291 44(21-79) 1¥y228 37
50-400 03(01-1.8 1/301 1.6 (04-8.38) 161 14 (5-2.8) 7515 3.0(1.4-57) Y297 06
Undetectable, 0.0(0-1.7) 07212 0.0 (0-6.8) 052 06 (<01t 3.3 1/169 0.0 (0-8.6) 0/41 5
threshold >50
<50 w2651 0.2 (<01 t01.1) 1/507 05 (2-1.0 9/1735 09(2-2.3 4/452 002
Missing VL S 0/111 S 0720 /100 S 0/33 o
Undetermined child HIV .. 287 " /104 o
status

Abtrevations: ART, antiretroviral therapy: ClL confidence internval; HIV, human immunodeficiency virus; PT, pernnatal transmission; VL, viral load.
* In case of treatment interruption of the first ART regimen for >2 weeks in the first trimester, the date of treatment iniation was defined as the time when ARTwas
rentroduced.

Mandelprot CID 2015




&

Tartuntojen etsinta 2

N
B

e Suomessa 97,5% naisista HIV-testataan neuvolassa
alkuraskaudessa

* 46% HIV+ naisista diagnosoitiin vasta raskauden aikana

e HUS-piirin ulkopuolella 65% diagnosoitiin vasta
raskauden aikana

* Toinen testi loppuraskaudessa?
e Voisiko isat testata myos?
e Vuosittain valtetaan vahintaan 4 tartuntaa

Surcel et al 2014, Aho et al 2017 submitted
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http://www.google.com/imgres?imgurl=http://www3.catie.ca/images/pregnancy/dreaming.jpg&imgrefurl=http://www.catie.ca/en/practical-guides/you-can-have-healthy-pregnancy-if-you-are-hiv-positive/you-can-have-healthy-pregnan&usg=__21Btt2POP6Aac_7n5rmwIWtoP-Q=&h=267&w=200&sz=32&hl=fi&start=154&zoom=1&tbnid=SIpWnhoEnoablM:&tbnh=113&tbnw=85&ei=KE0aUdCXG8fntQbF_4CQCQ&prev=/search?q%3Dhiv%2Band%2Bpregnancy%26start%3D140%26hl%3Dfi%26sa%3DN%26rls%3Dcom.microsoft:*%26tbm%3Disch&itbs=1&sa=X&ved=0CEMQrQMwDTiMAQ

Ennen raskautta

 Fertiili-ikaisen naisen laakitys tulee
suunnitella ottaen huomioon mahdollinen
raskaus

e Laakityksen aloitus ennen raskautta

* Jos nainen kayttaa HIV-laakkeita raskauden
alkaessa, yleensa samalla yhdistelmalla
jatketaan

e Muista foolihappo!

e HIV-pkl:lla mahdollista my6s tarkistaa aidin
rokotusstatus jo raskautta suunniteltaessa
(tuhka- ja vihurirokko)

Arvo 2018




HIV-l33kitys 1

e Kivexa tai Truvada

e Ei TAFia eika ELV/c raskauden aikana
e B-hepatiitin kantajalle aina Truvada

e Kolmantena ladkkeena atatsanaviiri/r,
darunaviiri/r, raltegraviiri, rilpiviriini,
nevirapiini, dolutegraviiri

e Jos efavirentsi kaytossa, sita ei tarvitse

vaihtaa pois

Arvo 2018, DHHS 2017, EACS 2017




Hiv-laakitys 2: Dolutegraviiri

* |JAS2017:

 APR ja EPPICC: ei lisaantynytta
epa m UOd OStu Ma I‘ISkIa Vannappagari MOPEB0283, Thorne MOPEC0609

e Botswana: 845 raskautta, al 19 GW, ei eroa
Atriplaan outcomeissa zash moaxoz02te

* Nordic HIV&HEP2017:

e N=36; no increased maternal or infant morbidity
Bornhede P13

e Nostettu alternatiiviksi seka DHHS etta EACS guidelineissa
syksylla 2017 ouHs 2017, Ecs 2017, ARVO 2018




Dolutegraviirin farmakokinetiikka

e 29 raskautta
e AUC, Cmax 25-51% matalammat kuin post-partum

e Progesteroni indusoi UGT1A1-> voi johtaa
lyhyempaan puoliintumisaikaan ja pitoisuuksien
laskuun

 Menee hyvin istukan lapi
* 93% HIVNh <50kopiota/ml

ALDS: 2018 an 3. oo 101097AD 000000000001 Epu e of o

Dolutegravir phamacokinetcs inpr gnantan postpartum women ving wih A,

Ml ' st B Wang  Canparli V" Stk B Busur 1 st £ S Cratoual? Puned § Ve ®
P026s Proocol Team,




Atatsanaviiri vs darunaviiri

e |talialainen kohorttitutkimus
e 409 ATV/r ja 91 DRV/r

e Ei eroa MTCT, HIVNh, ladkevaihto, ennenaikaisuus,
aidin painonnousu, kol, hdl, Idl, Hb

e ATV: Bil
e DRV: triglyt

J Antimicrob Chemother. 2017 Dec 13. doi: 10.1093/ac/dkxd 78. [Epub ahead of print]
Atazanavir and darunavir in pregnant women with HIV: evaluation of laboratory and clinical
outcomes from an observational national study.

Floridia M', Masuelli G2, Ravizza M?, Tassis B¢, Cefin I, Sansone ME, Deqli Antoni AT, Simonazzi G¥, Maccabruni A%, Francisci D0, Frisina V2, Liuzzi G,
Dalzero §%, Tambumini E'?; Italian Group on Surveillance of Antiretroviral Treatment in Pregnancy.




HIV-laakitys: tasapainoilua

>1300 lasta, Hollanti

Preconception ART, etenkin
Pl-pohjainen lisasi SGA-
riskia (OR 1.35, p=0.03)

23.8% lapsista oli SGA,
myoOs ennenaikaisuuden
riski kohonnut

Pl-pohjainen ART saattaa
johtaa ennenaikaisuuteen
estradiolipitoisuutta
nostamalla

PLoS Cne. 2018 Jan 19:13(1):e0181389. doi 10.1374fournal pane. 0131389, eCollzstion 2018,

Preconception use of cART by HIV-positive pregnant women increases the risk of infants being
hom small for gestational age.

Snidewing LIM", Smit C¥ Gocfried WM, Bakker R Nellen JFJE® Jaddos VIWVS van Leeuwen E¥ Reiss P37 Steegers EAP*® van der Ende ME"

Clin Infect Dis. 2015 Jan 18:66(3):420-427. doi: 10.1093/cid/cix761.

Elevated Levels of Estradiol in Human Immunodeficiency Virus-Infected Pregnant Women on
Protease Inhibitor-Based Regimens.

Balogun KA', Guzman Lenis MS', Papp E', Loutfy M23+4, Yudin MH*43, MacGillivray J*, Walmsley SL'3, Silverman M®, Serahides L'27




Synnytystapa Suomessa

e Jos aidilla ART ja matala virusmaara rv 36 (<200
kopiota/ml), synnytystapa maaraytyy obstetrisin
perustein

e Sektiota suositellaan rv 38, jos tehdaan HIV:n takia
e Jos sektio obstetrisella indikaatiolla, suositellaan rv 39

Arvo 2018, ACOG 2010, DHHS 2016




Synnytystapa Suomessa 1993-2013
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40 Vaginal delivery

30
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1993-1995 1996-1998 1999-2001 2002-2004 2005-2007 2008-2010 2011-2013

Aho 2017 submitted




Synnytystapa muualla

e Suomessa <25% HIV+ synnytyksista sektiolla
e Tanska 66.6% (2002-2014)
e UK 63.6% (2007-2011)

e Ranska 47% (2010)
e Suomessa HIV sektion indikaatio 7%

Aho et al 2017 submitted, Orbaek et al HIV Medicine 2017, Townsend et al AIDS 2014, Briand AJOG 2013




Ruotsin uudet suositukset

e Alatiesynnytys hyvaksyttiin vasta 2010

e Karolinskassa HIVNh <20 kopiota/ml viikottain rv 34
|lahtien-> alatiesynnytys

e UUDET SUOSITUKSET
 Jos HivNh <150kopiota/ml -> alatiesynnytys
e Padosin jatketaan aiempaa laakitysta.

Prophylaxis and treatment of HIV-1 infection in pregnancy - Swedish Recommendations 2017

Mavér L, Albert J, Carlander C, Flamholc L, Gisslén M, Karlstrdm O, Svedhem-Johansson V,

Sonnerborg A, Westling K, Yilmaz A, Pettersson K.
Infect Dis (Lond). 2018 Jan 24:1-12. doi: 10.1050/23744235.20138.1428525. [Epub ahead of print)



Kalvojen puhkeaminen/puhkaisu

e Pre-HAART ajalla riski nousu 2%/tunti 4h kalvojen
puhkeamisen jalkeen

e UK: 2116 raskautta; ei vaikutusta, mediaani 3,5h
(3.4% >24h, 1.1% >48h)

e Kanada: 210 raskautta; ei vaikutusta, jos VL<1000,
mediaani 2.56h (0-53.90)

e Ei enaa erityistarvetta sektioon vedenmenon takia
eika estetta kalvojen puhkaisuun

International Perinatal HIVG. AIDS2001. Mark et al Inf dis Obst and Gyn 2012. Cotter et al Am JObstetGynecal2012. Peters et
al. BJOG2015, Eppes C. BJOG2015



Synnytykseen liittyvat tekijat

e Pyritaan valttamaan aidin ja lapsen verikontaktia,
jos obstetrisesti mahdollista

* Ei kohdunsisaista KTG-rekisterointia
* Ei mikroverinaytteita
e Pyritaan valttamaan episiotomiaa

Beckerman et al NEJM 1999, Mofenson et al NEJM 1999, Mandelbrot et al Am J Obstet Gynecol 1996, Shapiro et al

Obstet Gynecol 1999, Mark S Inf dis Obst and Gyn 2012, Cotter AM et al. Am JObstetGynecal2012, Peters H et al.
BJOG2015, Eppes C. BJOG2015
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