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HIV epidemiology in Ukraine as of 01.01.2019 ‘

Estimated population in Ukraine —
42 153 201 (as of 01.01.2019)*

Estimated number of PLWHIV as of
01.01.20192 — 198 780 ** (~240 000 ***)

* Using UNAIDS/WHO software — Spectrum (version 5.756 beta 5)
** NOT including Crimea and uncontrolled territories

of Lugansk and Donetsk regions

*** Including Crimea and uncontrolled territories

of Lugansk and Donetsk regions

Registered in healthcare system ** as of 01.01.192

» HIV-infected patients — 142 061 pts.

v' Of them 113 106 received medical care at least once during previous 12
month — active group of medical care

v" Of them have AIDS— 46 380 (120,5 per 100 000 population)
v' Receive ART — 102 432 as of 01.01.2019, of them ~ 3 000 children

v 48% of all PLWHIV registered in healthcare system are registered in 4 out
of 25 Regions of Ukraine (Dnipro, Donetsk, Mykolaiv and Odessa)

1. Department for Population and Regional Statistics of the State Statistics Service of Ukraine

2. Data of Ukrainian Center for Public Health within MoH of Ukraine, 2019



Key populations for HIV in Ukraine ‘

Estimated number KPs in Ukraine, as of 01.01.2019:

« PWID — 350 300 persons (1,4% of population aged 15-49 years)
— 58% of HIV+ PWIDs are aware of their HIV status
— 38% of those PWIDs, who are aware of their HIV status, receive ART
e MSM - 179 400 persons (1,4% of men aged 15-49 years)
— 59% of HIV+ MSM are aware of their HIV status

— 46% of those MSM, who are aware of their HIV status, receive ART

« SW - 86 600 persons (0,7% of women aged 15-49 years)

— 53% of HIV+ SWs are aware of their HIV status
— 29% of those SW, who are aware of their HIV status, receive ART

Data of Ukrainian Center for Public Health within MoH of Ukraine, 2019



Prevalence,%

HIV prevalence among Key Populations ‘

aged <25 and older, Ukraine
IBBS data, 2009 — 2017

22.6% m2009 ®2011 =2013 =2015 m2017

5,6%

2,6%

0,7%

PWID PWID <25 y.o0. SW SW<25vy.0. MSM MSM <25 vy.0.

Data of Ukrainian Center for Public Health within Ministry of Health of Ukraine, 2018



Structure of HIV transmission routs among new
registered cases, Ukraine

o . 72,5733738 >4
HIV epidemic remains concentrated 65.8 00

in key populations (PWID, MSM,
SW) and geographically (south and
east)

Concentration in cities: 76.7% of
new cases of HIV are registered 800
among urban population 26,626,0255 54 ¢

The proportion of sexual
transmission among new HIV cases
continues to grow

2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

Annually, many newly diagnosed —a— Parenteral while injecting drugs
HIV-positive people are lost to —— Sexual

. Perinatal
medical follow up === Qther, not identified

Proportion of late presenters is
increasing

Data of Ukrainian Center for Public Health within MoH of Ukraine, 2019



Proportion of HIV transmission routs among ‘

women in Ukraine, study results

**p-value for trend <0.05

52.7% 95,4% 54,3%
:S—L----_--‘ ------------ -‘
== — — |
47,1% 43 6% 45,2%
0,3% 1,0% 0,6%
0 .# !
2013 2014 2015

-¢-Sexual -@—Parenteral =—@=Other

Project «M&E-related Technical Assistance and Improved Data Application in HIV” (METIDA), Study Assessment of reported
mode of transmission (MOT), 2016-2017

Data of Ukrainian Center for Public Health within MoH of Ukraine, Bulletin # 49 «HIV-infection in Ukraine», 2019



Dynamics of newly registered cases of HIV infection, AIDS cases,

deaths from AIDS in Ukraine, 2010 — 2018*
(annually, official registration data *)
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21.177
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=@=Newly registered cases
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3.096
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e 2014-2018 — excluding Crimea, and uncontrolled territories of Lugansk and Donetsk regions
(2015-2018)
e TB was diagnosed in 4 830 (54,6%) patients with newly diagnosed AIDS cases in 2018

Data of Ukrainian Center for Public Health within MoH of Ukraine, 2019



Increase the proportion of older people among newly
registered PLHIV in Ukraine (2009-2018%)

Men, older 15 years, by age groups Women, older 15 years, by age groups
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2018: among newly registered HIV cases 61% were men; 39% —women
2018: 84,7% of newly registered HIV cases were in age group 25-49y.0. (among 250 y.o. — 14,8%)

Data of Ukrainian Center for Public Health within Ministry of Health of Ukraine, 2017, 2019
* NOT including Crimea and uncontrolled territories of Lugansk and Donetsk regions starting 2015



Medical care coverage and the proportion of patients ‘
in the WHO HIV llI-IV clinical stages among the newly

registered cases of HIV infection in Ukraine

736@6-ni9%)

70,8% gg.4%
o, 62,6% 64,9% 64,0% ’
60,6%

2008 2009 2010 2011 2012 2013 2014 2015 2016 2017

—8— Coverage of PLWHIV by health care services, %

—A— The proportion of persons with HIV llI-1V clinical stages (WHO), under care in
health care facilities, %

Annually, many newly diagnosed HIV-positive people are lost to medical
follow up

Data of Ukrainian Center for Public Health within MoH of Ukraine, Bulletin # 49 «HIV-infection in Ukraine», 2018



CD4 counts (testing coverage ~40%) when taking HIV !

under medical care, Ukraine, 2018

2 500 cells/uL

< 200 cells/uL
/u 23%

37%

350-499 cells/uL
18%

200-349 cells/pL
22%

Proportion of late presenters is increasing

Data of Ukrainian Center for Public Health within MoH of Ukraine, 2019



HIV care Cascade in Ukraine as of 01.01.2019

90%
Tttt I 81%
cTTTTTo I 73%
; 58580 ! r——=—=--- |
. : 1 49 847
' 51.5*% | 48.2%0 |
198.780
142.061
71.5% 712% 102.432 93%
Estimated number of Aware of HIV status, Receive ART Virally suppressed (< 1000
PLWHIV registered copies/mL)
B Involved in care > Still require services
*of estimated
number of
PLWHIV

Data of Ukrainian Center for Public Health within MoH of Ukraine, 2019



Information about healthcare facilities, providing ART to‘

PLWHIV in Ukraine, as of 01.01.2019 (MoH data)

 Regional AIDS Centers — 25
o City AIDS Centers — 12

 ART sites at Regional Hospitals, City Hospitals and
Policlinics — 313

 ART sites at TB Hospitals — 24
 ART sites at STI Clinics — 3
* ART sites at Psychiatric/Narcology Clinics — 8

e National Level Clinics — 2
— Clinic of the Gromashevsky Institute of epidemiology and
Infectious diseases (Adults)

— Centre «Clinic for treating children with HIV/AIDS» within
«OHMATDET>» Clinic (Children)

TOTAL: 387 ART sites

Data of Ukrainian Center for Public Health within MoH of Ukraine, 2019



START: primary results

Risk of AIDS progression,
serious non-AIDS conditions or death

4,1%

57% risk reduction

1,8%

Primary endpoints, %

Deferred treament Early treatment

“Combined antiretroviral therapy (ART) should be recommended to all HIV-positive
people, regardless of the number of CD4.”

Lundgren D, et al. IAS 2015. Vancouver, CAN. Oral # MOSY03
Lundgren D, et al. NEJM 2015 Published Epub ahead of print July 20, 2015 DOI: 10.1056/NEJM0al1506816



MHopmauma npegHasHaveHa ans npodeccrmoHanoB 34paBoOXpaHeHNs

* Bo Bpema 15 EBponenckon KoHdepeHumn no CIrAL (21-

PykoBoacTtBo EACS 2015

24.10.2015: bapcenoHa) 6bina npeacrasneHa Hoeas 8.0 GUIDELINES
iVersion 8.0 |

Bepcusa EBponenckoro pykoBoacTsa no nedeHuto BUY- e

NHJOEKLMW: " ‘

« The EACS panel, in change of updating the Guidelines, recommends starting
treatment for all HIV-positive persons, irrespectively of CD4 cell count

«...peKoMeHAyeT HaYMHaTb fleYyeHue Bcex
BUAY-no3nTBHbLIX, HE3aBUCUMO OT YPOBHS

CD4 numdoumntoB»

«PyKOBO,D,CTBO HaCTOoATe NNIbHO peKoMmeHAyeT Jfie4eHune

= B cllyyae, ecnu ypoBeHb CD4 meHee 350 kn/mm3»

[Mpecc-penus ot
22.10.2015



Update of the National HIV Guidelines, ‘

Ukraine, 2015: When to start ART

« ART isrecommended to all HIV-infected patients to
reduce risk of disease progression and prophylactics of HIV
transmission, at any CD4 counts

1. Ukrainian National clinical guidelines on antiretroviral treatment of HIV-infection in adults and adolescents (third edition,
recycled and supplemented), approved by the Order of the Ministry of Health of Ukraine of 12.07.10 Ne 551

2. Update of Ukrainian National clinical guidelines on antiretroviral treatment of HIV-infection in adults and adolescents , approved
by the Order of the Ministry of Health of Ukraine of 22.12.2015 Ne 887.



Recommended first line ART regimens in Ukraine, 2010—2019'

Recommended regimens:

NNRTI + 2 NRTI

EFV + TDF/FTC or
EFV + TDF + 3TC

Pl/rtv + 2 NRTI

LPV/rtv + TDF/FTC

Alternative regimens:
NNRTI: NVP + 2 NRTI
NRTI backbone:

+ AZT/3TC or
+ ABC/3TC

Pl/rtv: ATV/rtv + 2 NRTI

NRTI backbone:
+ AZT/3TC or
+ ABC/3TC

Ukrainian National clinical guidelines on antiretroviral treatment of HIV-infection in adults and
adolescents (third edition, recycled and supplemented), approved by the Order of the Ministry of Health of

Ukraine of 12.07.10 Ne 551



History of expanding access to ART in Ukraine

(the number of patients, cumulative data, continue ART, year)

2014 PAONRS PAONKS 2017 PAONRS

Plan/
. 65 898 85 898 105 748 115 940 118 240
indicator
GF:+14 573
GF:+18 295
m State Budget B GF 1 Round # GF 6 Round GF:+11 944
H GF 10 Round m Other sources
GF:+4 096
GF:+5 326
GF:+3 703 51.754
I 43.790 42.458
GF:+1 403 37.389
GE:+669 b o
GF:+5 268 18.994
161 27 GE:3730 e BBV
GF . 0526F 2714 - 9.960 .
113 E | SR
137 " 86 185 " 1047 2389

2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015
Data of the Ukrainian Centre for socially significant diseases control of MoH of Ukraine, 2016



History: ART in Ukraine was introduced in 2000

History: First-line ART regimens recommended in Ukraine (2006)

Recommended regimens:

NNRTI based Pl based (by indications)
EFV + (AZT/3TC LPV/rtv + (AZT/3TC or TDF*/FTC* or
or TDF*/FTC* or TDF*+3TC) TDF*+3TC)

* Registration in Ukraine is required

Alternative regimens:

NNRTI based Pl based
NVP + AZT (or d4T) + 3TC NFV + AZT (or d4T) + 3TC

Ukrainian National clinical guidelines on antiretroviral treatment of HIV-infection in adults and adolescents, 2006.

Order of the Ministry of Health Ne 658 of 04.10.2006



Recommended initial ART regimens for most of N

naive patients in Ukraine
(Project of the new Clinical Guidelines, 2017)

Recommended ART regimens for most patients, starting treatment for

the first time in life

e TDFP/FTC?2 or
2 NRTI

» TDFb + 3TC

+ third component: 1 INSTI

INSTI e Dolutegravir

@ 3TC can be changed to FTC and and vice versa
b For patients with eGFR > 60 mL/minute (TDF)

Draft of Ukrainian National clinical guidelines on antiretroviral treatment
of HIV-infection in adults and adolescents, 2017



Alternative ART regimens for naive patients in W
(Project of the new Clinical Guidelines, 2017)

ART regimens for patients, starting treatment for the first time in life, in

special clinical situation

2 NRTI * ABC/3TC (if HLA-B*5701 negative)

Third component

 RAL
INSTI
* EVG/cobi/TAF/FTC (registered, never procured)
s EFV
NNRTI
* RPV (registered, never procured)
o ATV/rtv
Pl/boosted
o LPV/rtv

Draft of Ukrainian National clinical guidelines on antiretroviral treatment
of HIV-infection in adults and adolescents, 2017



ART regimens for patients, starting treatment for the fir

time in life, in special clinical situation
(Project of the new Clinical Guidelines, 2017)

OrpaHunyeHusn

JNlekapcTBeHHas c¢opma npuema MpepoctepexeHusn
nuwm

HUOT-waasawme cxemsl

3TC 300 mr, 1 1ab. 1p/cyT. + LPV/IRTV
3TC + LPVIr 200/50 Mr, 2 Ta6. 2plcyT. Bo Bpems eapl

RAL 400 wmr, 1 Ta6. 2p/cyT. Tonbko ecnu konmyectso CD4 > 200 kn/MKn
RAL + DRV/r + DRV 800 wmr, 1 1ab. 1p/cyt. + RTV Bo Bpems eab n BH B4 < 100 000 konui/mn.

100 mr 1 Ta6. 1p/cyT. He pekomeHOoBaHO Ha3Ha4yeHMe COBMECTHO

C aHTauyugamu, cogepxawmmm Al unu Mg.

e Ecnn 3TC 300 mr, 1 Tab. HeagocTyneH, ansTepHaTUBON MOXET ObITb NpuMeHeHne 3TC 150 wmr, 2 Tab./cyT.



New Clinical Guidelines, ART, Ukraine

«The guidelines that are selected for approval as new clinical protocols
should be: developed by national and / or professional medical
associations of the member states of the European Union (membership
as of January 1, 2017), the United States of America, Canada and the
Australian Union; developed by existing methods and based on
evidence-based medicine; written in English and/or Ukrainian».

From the Order of MoH of Ukraine of 29.12.2016 Ne 1422, registered with the Ministry of Justice of Ukraine 24.04.2017 Ne
530/30398 «On Amendments to the Order of the Ministry of Health of Ukraine dated September 28, 2012 No. 751»
(Order of MoH of Ukraine of 29.12.2016 Ne 1422, acting)

The Ministry of Health recommends to use the translated into Ukrainian
"Consolidated guidelines on the use of antiretroviral drugs for the
treatment and prevention of HIV infection: Recommendations for the
Public Health Approach — 2nd Edition, 2016», developed by the WHO,
as a "New Clinical Protocol" in the aspect of a public health approach.
From the Order of MoH of Ukraine of 05.06.2019 N 1292 «On approval of the new Clinical Protocol on the use of

antiretroviral drugs for the treatment and prevention of HIV infection» (Order of MoH of Ukraine of 05.06.2019 Ne 1292,
acting)



2016: «New» WHO recommendations on
HIV treatment in adults

forward to the future (DLG)

DHHS, 20161 EACS, 2016 ? IAS-USA, 2016 3

WHO, 2016 4
(anbTepHaTMBa)

WHO, 2016 4

Il. -

[ HUOT

I HHWOT
o un

I NN

* Ecnu TAF/FTC HegoCTyneH, ToO BO3MOKHa 3ameHa Ha TDF + FTC naun 3TC

** TonbKo Npu BUPYCHOM Harpyske <100 000 kon/mn

1.

w

DHHS Guidelines for the Use of Antiretroviral Agents in HIV-1-Infected Adults and
Adolescents, January 2016

EACS Guidelines Version 8.1, October 2016

Gunthard HF, et al. JAMA. 2016;316(2):191-210

WHO HIV Guidelines. Second Edition. Updated 2016



Proportion of NRTIs in Ukraine as of 01.04.2019 '
(adults, abs.; %)

01.04.2019

n =101 898

mTDF/FTC 14.632

m ABC/3TC

11.559
11%
mAZT/3TC

Data of the Ministry of Health of Ukraine, 2019
Reporting Form Ne56



Proportion of NNRTIs, Pls and INSTIs in ART regimens ‘
as of 01.01.2018 compared to 01.04.2019 (adults, abs.; %)

01.01.2018 01.04.2019
n =85 327* n =101 898**

180 2;190535 258 mEFV %Z/S

0%___ 1 —0% =NVP "~
mLPV/rtv
®m DRV/rtv
mATV/rtv
mDTG
m RAL 748 J

1%
143
3.493 0% 12.485
4% 12% 1%
* 216 pts. — 3 NRTI regimen, ** 41 pts. — 3 NRTI regimen,
258 pts. — RAL-based regimen 278 pts. — RAL-based regimen

Data of the Ministry of Health of Ukraine, 2019
Reporting Form Ne56



The risk rates when switching patients who ‘

are on suppressive ART

HIGH MODERATE

* Replacing a boosted e Switching from 2 p/
Pl with another 3rd day to 1 p / day after
component, especially registering such a
if there is a history of regimen
failure and/or

* Replacing the 3rd
component with a drug
of a new class (INSTI),
if there is no failure
and/or resistance in
history

resistance

LOW

» Switching from separate
tablets to a combined
form, eg, replacement:

TDF+FTC+ EFV to

TDF/FTC/EFV in one pill,
FDC

TDF/FTC+ DTG to

TDF/3TC/DTG in one pill,
FDC



ART, women and pregnancy: what to use ‘

Ukrainian Guidelines, 2016
(Order of MoH of Ukraine Ne449 of 16.05.2016, acting)

 HIV+ pregnant woman, never received ART

— Start AHN as fast, as possible, regardless of VL and CD4
count

— NRTI: TDF + FTC (TDF + 3TC), ABC + 3TC, AZT + 3TC
— 3-rd drug:
* Pl based: LPV/rtv; (DRV/rtv — alternative)

« NNRTI based: EFV (after 8 weeks of pregnancy),
* INSTI based: RAL

— 1-st line: TDF/FTC+LPV/rtv, TDF/FTC+RAL, TDF/FTC+EFV
(3TC may be used instead of FTC)

 HIV+ pregnant woman on stable ART before pregnancy

— Continue current ART regimen, if it is effective and well
tolerated

— In case of virologic failure (VL > 1000 copies/mL) consider
resistance testing; start 2 line ART



Recommendations on DTG use iIn women

DTG recommendations

Receiving DTG at Pregnancy status

the moment? DHHSI1

BHIVA[L WHOEI

Early pregnancy stage *
Late pregnancy stage T
No Childbearing potential, no contraception

Childbearing potential, effective
contraception

Early pregnancy stage *

Late pregnancy stage '

Yes Childbearing potential, no contraception

Childbearing potential, effective
contraception

* DHHS: < 8 weeks after last period; BHIVA n WHO: first trimester.
TDHHS: = 8 weeks after last period; BHIVA n WHO: second and third trimester.

Adapted from: Doherty M, et al. AIDS 2018. Session TUSY15.



ART «optimization» plan, 2017-2020 ‘

2017 2018 2019 2020

Number of % Number of % Number of % Number of %
pts. pts. pts. pts.

AZT 24 063 30% 20750 16% 10179 7% 5272 3%
ABC 8 834 11% 11 163 9% 12 577 8% 8 960 5%

18 933

TDF

EFV

LPVI/r 26 267 33%

15% 11 521 8% 5272 3%

DTG

ATVIr

TOTAL, without
NGCA

NGCA (UNICEF) 16 000 16 000 16 000

128 670

150 184 179 625

TOTAL 144 670 166 184 195 625

Operative data of the Ukrainian Center for Public Health
within Ministry of Health of Ukraine, 2018



Change in treatment regimen cost per year (weighte
average) in Ukraine due to optimization, USD

m State Budget  m Global Fund

2018 2019 2020

The desire to reduce prices "at any cost" now, for unrealistic goals that
are not achieved now ... Is very hard to understand...

Operative data of the Ukrainian Center for Public Health
within Ministry of Health of Ukraine, 2018



Challenges and Questions ‘

Ukraine today fails to achieve proper success in achieving
«90-90-90» targets.

According to national estimates supported by WHO and UNAIDS,
both in Ukraine and in other countries of the Eastern European
Region of WHO, we see a huge “gap” between the estimated
number of PLHIV, the number of PLHIV with known HIV+ status
and the number of people who are actually under medical care.

Why is the proportion of undiagnosed HIV infection so high?

Why HIV testing effectiveness in real life does not correspond to
data of our IBBS?

IBBS — integrated bio-behavioral surveillance



Challenges and Questions ‘

* Are HIV testing strategies appropriate? Whom to test for HIV?
When to test? Where? How? Coverage of the entire population
and/or key and vulnerable groups? Combined testing and
Innovation strategies for detecting HIV?

 Why such a low proportion of people with positive HIV test

results, compared to estimates and our expectations, end up in
the health care system?

— Do they actually know about their HIV status? Are they still alive? Are they
still in the country? Because we haven't seen them for years after the test...

— We can't initiate ART in patients whom we don’t know...

* Proportion of late presenters is increasing



Challenges and Questions ‘

ART regimens, optimal for women with childbearing potential?

Virological failure — inability to achieve or maintain suppression of
HIV replication at the level of HIV VL reduction < 200 copies/mL
(2018) and ??7? < 1000 copies/mL (2019)

Patients with ART experience and history of failure. Is it safe to
switch stable patients receiving ART so “massively” and quickly:
more than 10 thousand switched from Pl/boosted in a single year

How to ensure harmonious cooperation between epidemiologists,
M&E and health care system?



Questions? l




THANK YOU!
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