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The TEMPRANO ANRS 12136 Study Group. N Eng J Med. 2015,;373:808-822.
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Closing the Gap: Increases in Life Expectancy among
Treated HIV-Positive Individuals in the United States and
Canada
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Abstract

: Combination antiretrowiral therapy (AHET) has significantly inoreased survival among HIW-posithee adublts in the
United States (M5} ard Canada. but gains in life expectancy for this region hawe not EBeen well charackernzed. We aim to
estimate temparal chanages in life expectancy amosmg HiY-positive adults an ART frarmm Z2000-2007 in the US and Canada.

Merhods: Participants were from the Morth Ammerican &1D% Cohort Collaboration on Research and Design (MNa-A&CC 0RO,
aged =20 years and on ART. Morality rates were calculated using particdipants’ person-time from January 1, 2000 or SRT
inisation until death, boss to fallonw - up: or admirvistrative censoring Cecember 37, 20007, Life expectancy ot age 20 defined as
the average number of additicnal years that a person of a specific age will live, prowvided the current age-specific maortality
rates remain constant, wwas sstamated using abridged life tables.

Rescefes: The crude mortalivy rate was 1381 000 persaon-years, armong 22,937 indivicduals contributing 83,033 persan-yeans
angd 1,622 deaths, Life sxpectancy increased fram 361 [standard error (5F)] 0.5] 1o S1d4 [(SE 0.5] years from 20002002 1o
AOE—-ZO07. Mien and wormen had comparabie Iife eepectancies in all periods sxveepr o last [2006-2007). Life expectancy
wWe'ds Im\le_lr for mdividuals with a hisoory of infection droug use, non-whites, and in patients with basaline OD4 counts =350
cellsfmm .

Conofusione: & 20-ywaar-odd HIVpositive adult om AT in the US. aor Canada is expacted ta lve into thelr early 70 5, a life
axpactancy approaching that of the general population. Differences by sex, race, HIW transmission risk group, and S0
count remai.,
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Patient’'s First Clinic Visit: The RapIT
Randomized Controlled Trial

Sydrnoy Roscen ™= Mokl Boskow", Motthowy P Fos ™2 Cwrkh o Myeoered®
Constancs Morngsweanyana ., Given Malete”, lan Sanne”, Dorah Bolabe™, Celeste Saulbs™,
Sulim Pk, Lawremos Long™

1 Deparmarg of Glodlbal Healtm, Bogston Uebvarsity Sohiood of Puodic Hoolth, Boseon, Moassaoh userts. Uinesc)
Stales of Armerica, 2 Heallh Economrics and Epecemibology Fesearch Otlica, D g et of bt al
P cicirs, School of Clirdos] Meoalicines, Feculy of HspSh Solomoes, Linksorsing of the Wibswiorsrmnd,
o mnnes D, Soanln Alrkom, 3 Dapasres il of Egldermiology. Bosion Liniv ey Sonsool «f Pubdéo Haealtn,
1, KA t Ll Sikatas of A, 4 Hsa Depsartrrm e, Oy of dofmnrmsaburg,
SO menesbieng, Soartn. Slreom

= b roima e 08 B mead

Abstract

Backgrourd

hgEy ratas of padiEret aitriticon froom cars Basbhaossar HIY laating aad anlireircyviral thesapy (SRS
nitiation hawve boon docurmaented in sub-Sabaran Adrca, cormbuting o porsistomthy o
L call coursls Al imatrrsant indtiatian. One reasocn Tor ihks s At atarting SAT i many oL -
firvees s & lengthy and burcdesnsosmes processs, rrsposirsgg oo walts and mulliple clinic wisits on
patients. Wo asttmated thoe offect on ueoimke of ART ard viral suppression of & oo b rabea o
mitiAticon algoriihrm that alowad reatrmearyi-aligiinis patsEcots o be dipansad thair Tirst supply
af antirstrowiral rmadicatons an e deay of Hhesie fest H-rslabac climc wisit,

AMMathods and Findings

FaplT (Fapid nitiaticn of Traatrmsamt) sras an uim bdind ol raenclormi 2eed conbroilad triml of skEn-
gale—swimi ART initiateans i o puablic sacior climiess i Sdanth Africcs,. s prirnaary besaills clinic
P D saredd & Pospisal-based HIW ciic, Adull (2= 18y old), moo-prregmnant patiesrls recsPeing s
FEasitheo HIW tost or first treatmont-aligibie C049 oount wo e randomized o stando ek or ropd
mitiaticn. Paliamvia i e rapsd-intiation anm ol ihe siuady Crapicad amrm™) recaiwed a posint-of-
e (P OO oot i neodesd; thioeses wwho werrs ART —sligible recesveo s PO bubsesnou o s
{TE} tast it sympiomatic, POC blood tests, physical asorm, aouecatlon, consallmng, arsd arnti-
rafrowviral (A FRY) dispeansireg. Patiants in ths standacd-intiaticn @ of e study (Cstarvchara
mrrm”) followed standord alinlo proocoeduroes (thron o fiee additions) clinko wisiis ower 24 el
prior to ARY dispansing), Follow up wis Dy recond saviaes orly . Thea @irimary oulcormia wWisas
wiral auppressicn, definecd as nliated, retained in cane, and supprassed (400 coplasimil)
weithim 10 mo of stody enraliment. Sescondoary ouicomes imchedesd idbation of ART <00 o of
shsdy anrcimrsant, reteniion in oo, s o ART indation, patsnt-lawval prodiotors of prkmm ey

outcomeas, pravalence of TB symptoms, and the faasibility arnd acceptability of the intervan-
o A suervival analysis was conducted comparnng attrition from care aftar ART iritiatson
batwean the groups among thwoss who initiated withbin 20 d. Thres hundred and sewvaniy-
sovan patients wara anrolled in the study batweaean May 8, 201 3 and August 259, 2014
(rmadian G4 count 210 callstmrm™). In the rapid arm, 118187 patients (64%) inftiatad treat-
mani ard wara virally supprassad atl 10 mo, comparsd 1o $6M1 90 {51 %) in tha standard arm
{ralative risk [AR] 1.26 [1.05—1_50]). In the rapid amm 182187 (97%) initated ART <90 d,
comparad to 136180 (T2%:) in the standard arm (AR 1,368, 95% confidence imterval [T,
1.24—1.49). Among 318 patients who did inftiate ART within 20 d, the hazard of atbriticn
withdin the first 10 mo did not differ n the nent armmms (hazard ratic [HR] 1.08; 959
C0.61—1.84). The study was imited by fhe small number of sites and small sample size,
and the generalfizability of the results to other settings and to non-research conditions is
uncertam.

Conclusions

Offering singla-visit ART mitiation 1o adult patients n South Africa increasad uptaka of ART
by 365% and viral suppression by 26%. This inlervention should be considaerad for adoption
in the public sactor in Alrica.



HIV-positive patient

Screening

Consent and enrollment

L J

Randomization

VISIT 1: Take blood sample for (D4 count; pertarm T8 symptam.
screen; take sputum sample if needed
I

VISIT 2: Provide G4 count results; provide T test resuls; initate
T8 treatment if required

ST 3: Provide gruup.;m.lllyseli'ng 1aduqaﬁmfadlﬁrqmq!

VISIT 4: Provide individual caunseling (ducation/agherence|

m?,".s; Provide results of ather blood tests; conduct physica
exarm; vanfim treatment bucdy

¥

VISIT 6: Dispense ARYs

VISIT 1

= Take blood sample for €04 count and perform rapid C04 count;

* Perform TB symptom screen; take sputum sample if :
symptematic and perform rapid TE test; initiate T8 treatment if
required (ART initiation delayed f TH treatment initiated:

* Peeform other blond tasts (rapid);

» Conduct physical exam (ART initiation delayed if referred off
site for specific condltiens);

» Conduct education/adherence sessian;

* Conduct individual counseling session;

= Dispense ARVs

l

Follow up through medical record review
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Time to treatment initiation (davs after study enrolment)

Flg3. Timeto ART Inltiation, by study arm. Cumulative Incidence of ART inflation in esch study arm, by

nurrier of days since sludy enmaliment,




RaplIT (Rapid Initiation of Treatment, Johannesburg, Giiney Afrika)

100% - Relative Risk

1.36(1.24-1.49) N i
90% - Relative Risk Rapld Start

1.27 (1.12-1.44) m Standard Start

80% -
70% -

Relative Risk

0, -
60% 1.26 (1.05-1.50)

50% -
40% A
30% -
20% A
10% -

0% -

90 Day Start on ART 10 Month Retained in 10 Month VS
Care

Rosen, S, PLOS Medicine, 13(5): e1002015. doi:10.1371/journal.pomed.1002015 May 10, 2016
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Same-day HIV testing with initiation of
antiretrowviral therapy versus standard care for
persons living with HIV: A randomized
unblinded trial
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Abhstract

Background

AutriCeee duriingg Unslr peariod Teceem HWY 1estingg e antsatirovinal tharapy DART inisation @ hhigh
seorichido. W QG Se-aSod windher Saimsee day HN tosting ared ART initaion improsss retan
Thoar sl winobongi e suppre i,

Mathoada and findings

We'er concuched an unbindad, rancdamilzad tdal of standsed ART Inabion eerseaes sarmee-ciay
HI% boetng aredl AFRT Inidadon armong oligiblo adule =18 yooars old wilmth Wiorkd Hooih Grgosi-
Faton Sage 1 or 2 dissaes and S sourd GO0 aslsdsmimd The shody wes comduciess
ArTeDeg OUREAtEnes ot the Hation Geou for tho Squchy of Bapos!'s Sancoemioy &red S ortuni st
Infestone (GHESKITE Clinks In Fort-au-Princa, Hall, Partcioants wens mncdom by acsigreesc
i1:1] o standard ART inlfdackon or ssumio-day HIN tosting and ART nltkation. Tho sioraokaed
Group inmianed ART 2 woeoics alar HRW 1osting, ared the o dony Qoo rscaned ST on i
day of tosding. Tha primary shody ondpolnt wos rietomilon B oaare 12 mmonths alor HIW festng
ity HIW -1 IR A =50 copiossml We'e assocmed thae impact of trdsatrednl i wilh a rocedifiod
e tion-o-iread anabsls, using multvarkald e loghstio regression aortrollng for poscniiol aon
fowdere, Beiwaan Sugusat 20018 and Saoeobnar 207 5, FE o s aesre anrolked, 595 partc
sprarils e e s oolive Glmmca dor ey U sbocy preriond, s vesrs wecomiaol s pear prastossol,
Icawng a5 v thee ataidand esed 327 o the samse day AT Qrodges. Inthe stoeeooand SAT

group, 156 (44%%:) padicipams were matained incare with 12-month HIV-1 Bbkla, <50 copiss,
and 184 {532%) haad =1 ,000 copiasml; 20 pardicipants (5%) died. In the same-day ART group,
184 (5353%] partcpants ware retainsd with HIW-1 AMNA <50 copiasdml, and 212 {61%) had
<1,000 copesimi: 10 {3%) pardicipans died. The unadusled rsk ratio (AR} of being retainesd
At 12 monihe with HIW-1 FfbA <50 copdesdml was 1.21 (352 Ci: 1.04, 1.56; o= 0.015) for the
same-day ART gmoup cormpared 1o the stardcard ART group, and the uradjusisad KR For
maing redainsd with HIW-1 ARMA =1 ,000 copias wies 1.18 (85% Sz 104, 1.31; p=0.012). Tha
main limization of this shudy is thad it was condwctad at a single urdsan dinic, and ths ganeraliz-
ahbility 10 othear aettings i3 uncertain.

Conclusions

Same-day HIV 1a=ting and ART initiabicen is feasible and anaficial in this setting, a5 it
mproves retenilon incars with wircloglc suppressiaon amaeng pataenta with sady clinkcal HIW
clismase.
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Ayni glin ART (Port-au-Prince, Haiti)

100% 100% 100% B standart baslangic (n=285)

100%
90% B Ayni giin baslangig (n=279)
80%
70%
60%
50%
40%
30%
20%
10%

0%

Completed CD4 Initiated ART Alive and in Care at Alive with Died
count 12 months undetectable VL

Ayni gin ART ile
daha ylUksek oranda tedavide kalim ve virolojik supresyon
Olim oraninda azalma



San Francisco RAPID Calismasi

Retrospektif historik kohortlarla kombine edilmis tek merkezli calisma (2013 — 2014)

Standart ART Baslangici
(Non-RAPID

Tedavi naif HIV enfekte

bireyler (= 18 yas)
Hizli ART Baslangici

Dahil Etmeme Kriteri: n=39 (RAPID)
* Tani > 6 aydan daha d6nce Amagc: ART’nin mimkiin olan en kisa stirede

Onerilmesi tercihen ayni giin

= Primer Analizler (RAPID vs. non-RAPID)

— Viral SUpresyona kadar gecen sire (<200 kopya/mL)

— Ik klinik vizite, ilk birinci basamak visite ve ART baslangicina kadar olan sire
= Sekonder Analizler (pre-RAPID/post-RAPID)

— Viral Sipresyona kadar gecen sire (<200 kopya/mL)

Pilcher C, et al. JAIDS 2017;74:44-51



San Francisco RAPID Calismasi

Tedavide Kalan Hasta Orani

100 100

100 97
90
80
70
60
50
40
30
20
10

B RAPID ® Non-RAPID

ART’deki hasta ylizdesi

0 1 7 30 90
lIk klinik vizitten sonraki glin

Gin 0= ilk dozunu klinikteki ilk ziyaretlerinde alanlar
Gun 1 = llk dozunu klinikteki ilk ziyaretlerinden sonraki 24 saatte alanlar 14



San Francisco RAPID Calismasi

Viral Stipresyona Kadar Gecgen Sure

RAPID ART UNIVERSAL ART
(2013-2015) (2010-2013)
% 1,00 - N=39 N=69
& CD4-guided ART
c 075 - (2006-2009) IJ_I
2 N=25
£ r
£ 0,50 -
E
% 0,25 ~
Z 0,00 T T )
0 10 20 30
Ay

Viral Supresyon kada gegen siire

Tedavi Strvatejisi Hastalar (n) (ay) P degeri
(Uygulandig: Yillar) (<200 ¢/mL) vs RAPID

RAPID (2013-2015) 39 1.8
Universal ART (2010-2013) 69 4.3 <0.0001

CD4 Guided (2006-2009) 25 7.2 <0.0001
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RAPID antiretroviral therapy: high virologic suppression rates
with immediate antiretroviral therapy initiation in a vulnerable
urban clinic population

Susa Coffay™, Peter Bacchaetti®, Darpun Sachdew®, Oliver Bacon®, Diane Jones~. Clarissa
Ospina-Morvell?, Sandra Tormas™, Eliabeth Lynch®, Christy Camp®. Remy Mercer-Slomofi™,
Sulgygi Lee?, Katerina Christopoules®, Christopher Pilcher?, Ling Hsu®, Chengshi Jin®,
Susan Scheer”, DFiame Havkir?, Monica Gandhi®

Tiwisicn ol HIW Inlecliooas Diseases and Ghabal Medicine

"Deparirnent of Epicdemiciogy and Beaostalistics, University of Galiformia, San Francisco (UGSF)
“San Francisco Dapartment of Public Haalth, San Francisco, Calsffornia, USa

Absiract

Gibjective: Litlle os known abhout lomg-term visal sumpression rales e pabienls woho slact
antiveirosiral teraps CATD soon aller disgnogis. W desoobe vorolozews culconwes o the San
FranecEco-based Ward #6 Kapid ABRT Frogram for lodrcsdoala weitle ae HIW Diagasia (H A PETDS
ART proprmm

Deskgm: Retmespeclive review ol clionc-basod cobeel.

Methods: ITn 2013, Ward 84 ;q-r'lnp.r-ad immedinte ART ot the first vwigit after FITY dizpresis,
Patienls were reterrad From lesting sites, offersd same or next-day imtakes, arel received

rmul sl sciplinury evaluadian, support, amsl insormnce enmrllmenuisptimmization. Palienls were
provicded AR slarar pecks amd close Dellow-ap. Domographses and labs wome exlmecied lnoan
pvsdical recosds. Subscquent viral losds wore obtaioed fromns publss bealils soavcallamss data
Kaplar—Icicr corves sunmunsarizsd distribution of 1inyes o ficst viral sapprcasion: viral sappocssion
ratzs of laat virnl lond recorded wers caleulaned

Resulbs: (225 pationbs rolomad bo BLAPILY AR Groan 20503 do 2007, 216 (B850 wora slartod an
smrediate- AT median age 20 70 weeasin, §14%0 A frican- A nsarican, 25,50 Hapeanie, 36 6%
itz 51490 ovith substanes use; 45, 120 with ooewtal healtly disgnoses; 3000%5 nnstable logzaed;

basaline meslan CIEY cell count 441 cell=spl rneclian viral hsesd 3P By 1o aller inlabos,

GE B achiewad varal sapqresscon e less tban 2000 colladpl ac Lbeast ones. Ubver aomedian Dolkee-up
flmes of 109 soars (03927, 1478 of paticois had vical sebound, bat inear { T840 resuppeacasced.
Wiral suppressicn radss wors B2, 1% at last receeded wiral Load.

Conclusion: In an urban clinic with high rates of mental illness, substance use and housing
mstability, immediate ART provided through a RAPID program resulted in viral suppression at
last viral load measurement for more than W% of patients over a median of 1089 years. RAPID

ART for vulnerable populations 15 acceptable, feasible, and successful with multidisciplmary care
and municipal support.

Median age at HIV diagnosis, yrs

(range) 30 (16-61)

Female/transgender female, n
(%)
Race/ethnicity, n (%)

= Black

= Latinx/Hispanic
= White

17 (7.9)/1 (0.5)

25 (11.6)
58 (26.9)
79 (36.6)

Health challenges, %
= Substance use disorder
= Major mental health
disorder
= Homeless/unstable housing

51.4
48.1
30.6

Median CD4+ cell count,
cells/mm?3

Median HIV-1 RNA, copies/mL

441 (3-1905)

37,011 (0 to > 10 million)




Guney Afrika, Haiti, Amerika Birlesik Devletleri

e Saglik hizmetleri farkl
» Tedavi/takip katiliminin dniinde engeller
 Altta yatan tiberkuloz vb durumlar

* Kullanilan ART rejimleri ART'nin ayni giin baslatiimas

* muUmkun

* klinik sonuclari iyilestirebilir




RESEARCH ARTICLE

Too fast to stay on track? Shorter time to first
anti-retroviral regimen is not associated with
better retention in care in the French Dat’AIDS
cohort

L. Cuzing'*, L. Cotte®, C. Delpierre?, C. Allavena®, M-A. Valantin®, D. Rey®, P. Delobel”®,
P. Pugliese’, F. Raffi*'°, A. Cabié""!, on behalf of the Dat'AIDS Study group”

PLWH, ART’nin avantajlari, kisitlamalari konusunda bilgilendirilmeli

MSM ve kadinlar viral supresyonun bireysel ve toplum acgisindan 6neminin daha

farkinda
Heterosekstel erkekler daha az motive, bilgilendirme yapilmall
Aktif tuberkilozu dislamak 6nemli

ART konusunda aceleci davranmamali, dogru en kisa zamani bulmali




Rehberler ne diyor?

* HIV enfeksiyonu onaylandiktan
sonra ART mumkdin olan en
kisa surede basladiginda "hizli"
olarak kabul edilir

* Hizli (rapid) ART: HIV

a o u] ?7
tanisindan sonra mumkun olan ?0? 90? ?U? 90 ?

00

en kisa siirede (7 glin icinde) WEALTH 361 ATED

QUALTY. O LIFE
* Hemen (same day) ART: Tani DIAGNOIED e kALY
gunu veya ilk vizitte



Diisiik/orta ve Yiiksek gelirli Gilkelerdeki HIV (+) bireylerin

* Tani sirasindaki profilleri
(tani sekli, immin durumu, cinsel
tercih, ek hastalik varligi vb)
.y . e Saglik okur-yazarligi
-] * Erisilen tedavi
High / Middle / Low Income Countries (yan etkiler, ilag-ilag etkilegimi)
e Takip olanaklari

(merkeze mesafe, ulasim)



Yuksek gelirli

* Daha erken donemde tani almis
* Her turla saglik imkanlarinin ulasilabilir oldugu

* |stenildigi anda ART’ye erisilebilen (lkelerde

ART baslanirken hastanin daha iyi degerlendirilmesinden sonra

mumkiin olan en kisa zamanda ART baslanmasi 6n planda

Ekonomik diizeyi daha diisiik iilkelerde ise hizli baslangi¢
stratejilerinin olumlu sonugclari gorilmus ve ilk olarak WHO

rehberinde hizli tedavi 6n plana ¢ikmistir




¥ World Health

sl

é}w Organization

-

3.2 Recommendations for rapid ART initiation

Recommendations
Rapid ART initiation® should be offered to all people living with HIV following
a confirmed HIV diagnosis and clinical assessment.

(Strong recommendation: high-guality evidence for adults and adolescents;
low-guality evidence for chifdren)

a Rapid initiation is defined as within seven days from the day of HIV diagrnasis; people with advanced HIV disesse
strowld be given priority for assessment and inftiation.
_—

ART initiation should be offered on the same day to people who are ready to start.

(Strong recommendation: high-guality evidence for adults and adolescents;
lfow-guality evidence for children)

Good practice statement

ART initiation should followw the overarching principles of providing pecple-centred
care. Peaple-centred care should be focused and organized around the health needs,
preferences and expectations of people and communities, upholding individual dignity
and respect, especially for vulnerable populations, and should promote engaging and
supporting people and families to play an active role in their own care by informed
decision-making.

The introduction of the “treat all” recommendation (ART for all people living with HIWV
regardless of CD4 cell count) supports the rapid initiation of ART, including the offer of
same-day initiation where there is no dinical contraindication.

Guidelines for managing advanced HIV disease and rapid initiation of antiretroviral therapy

People with no contraindication to rapid ART initiation should be fully informed of
the benefits of ART and offered rapid ART initiation, including the option of same-
day initiation. Rapid ART start is especially important for people with very low CD4
cell count, for whom the risk of death is high. People should not be coerced to start
immediately and should be supported in making an informed choice regarding when
to start ART.
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Box 1. Key Recommendations for When to Start
Antiretroviral Therapy (ART)

» Initiation of ART is recommended as soon as possible after HIV
diagnosis, including immediately after diagnosis if the patient is
ready to commit to treatment (evidence rating: Ala)

- Structural barriers that delay receipt of ART should be removed

to allow newly diagnosed persons to receive ART at the first clinic
visit after diagnosis if they and their clinicians determine that this
approach is appropriate (evidence rating: Ala)

» |nitiation of ART is recommended within 2 weeks of initiation of
treatment for most opportunistic infections (evidence rating:
Ala), except:

» For individuals with tuberculosis and CD4 cell counts of 50/pL
or above, ART should be initiated within 2 to 8 weeks of
initiation of tuberculosis treatment (evidence rating: Ala)

= For individuals with cryptococcal meningitis, ART should be
initiated within 4 to 6 weelks after starting antifungal therapy
(evidence rating: Bla)

» Initiation of ART is recommended immediately in the setting of a
new diagnosis of cancer with attention to drug-drug interactions
(evidence rating: Blla)



Recommendations for Initiation of ART in PLWH with Chronic Infection without

prior ART Exposure"

Recommendations fake into account the level of evidence, the degres of
progression of HIV disease and the presence of, or high risk for, developing
vanous types of (co-morbid) conditions,

ART is recommended in all adult PLWH,
irrespective of CD4 counts”

i ART is recommended irespective of the CD4 count. In certain situations
(i.e lower C04 count or pregnancy), there is a greater urgancy to start ART

immedia

tely
In persons with Ols, ART initiation may have to be deferred, see
page 104, for ART infiation in the presence of specific Ols. For
ART initiation in persons with TB, see page 20
A possible exception to immediate start of ART might be HIV con-
trodlers, persons with high CD4 counts and HIV-YL < 1000 copias!
mL, although even in such persons ART initiation has been shown
to increase CO4 count, decrease inflammation, lower the risk of
climical events and prevent HIV transmission
Genotypic resistance testing is recommended prior to initiation
of ART, ideally at the time of HIV diagnosis; otherwise before
initiation of ART
If ART needs to be initiated before genctypic testing results are
available, it is recommended to select a first-line regimen with a
high barrier o resistance (8.g. a Plib, DTG or BIC combined with
TDFFTC, TAFIFTC, TDF/ATC or ABCIATC)
Whether rapid, possibly same-day ART start is proposed to
newly diagnosed persons or postponed until complementary
assessments depends on the setting and medical circumstances,
medical indicalions to start ART more urgently and risk of loss
from care. To reduce loss to follow-up between diagnosis and
ART initiation, structural barmers dalaying the process should be
addressad

EACS
Eurapean
ADS
Clinical
Socinty

@

Disik CD4 sayisi/gebelikte acilen ART

Firsatcl enf olanlarda (TB vb) ertelenmek zorunda olabilir

Hemen ART’nin istisnalari yiiksek CD4 ve HIVRNA<1000 kp/ml

ART baslamadan once direnc testi

Direnc testi sonucu gelmeden ART baslamak gerekiyorsa direng
bariyeri yuksek ilaclar

Ayni guin ted baslanmasi karari hastanin klinik durumu ve tedaviden

kaybedilme riskine bagli




Initiation of Antiretroviral Therapy (Lastupdated December 18, 2019; last

reviewed December 18, 2019)
Panel's Recommendations
* Antiretroviral therapy (ART) is recommended for all persons with HIV to reduce morbidity and mortality (Al) and to prevent the

transmission of HIV to others (Al).
* The Panel on Antiretroviral Guidelines for Adults and Adolescents recommends initiating ART immediately (or as soon as possible)
after HIV diagnosis in order to increase the uptake of ART and linkage to care, decrease the time to viral suppression for individual

patients, and improve the rate of virologic suppression among persons with HIV (All).
* When initiating ART, it is important to educate patients regarding the benefits of ART and to deploy strategies to optimize care

engagement and treatment adherence (Alll).

Rating of Recommendations: A = Strong, B = Moderate, C = Optional
Rating of Evidence: | = Data from randomized controlled trials; Il = Data from well-designed nonrandomized trials or observational

cohort studies with long-term clinical outcomes; Il = Expert opinion



DHHS: Hizli ART HIV epidemisini sonlandirmaya yardimci

Feruary 221%

Ending the HIV Epidemic: A Plan for America

(&

HHS is proposing 8 once-in-a-generation oppartunity to eliminate now MIV infections in our nation
The multi-year program will infuse 48 counties, Washington, D.C., San Juan, Puerto Rico, a3 well
s 7 states that have a substantial rural HIY burden with the additional expertise, technology, and
ded to end the HIV epsdemic in the United States, Our four strategies - diagnose
et and respond - will be implemented across the entire U.S. within 10 years

Go AI.' Our %oal is ambitious and the pathway is clear -
. employ strategic practices in the places focused on the right people to:

hmm 'l' pat u aC b ranitto 4 ald iy t Mieve sl v
m._.nl "n“ .'|{r..|-.f!,a-,;i;‘,"u“.'.n‘ln'rln e S SRR
‘Insyears:
in10years.

& > HIV HealthForce w

Respond rapidly




CLINICAL GUIDELINES PROGRAM

NEW YORK STATE DEPARTMENT OF HEALTH AIDS INSTITUTE | HIV- HCV - SUBSTANCE USE - LGBT HEALTH

When to Initiate Antiretroviral Therapy, With Protocol for
Rapid Initiation

Lead authors Asa Radix, MD, MPH, and Noga Shalev, MD, with the Medical Care Criteria Committee, updated January
2020

Note: In January 2020, the MCCC published this updated guideline, which combines two guidelines published earlier:
When to Initiate ART and Rapid ART Initiation. This updated and combined guideline replaces both.



Figure 1: Protocol for Rapid ART Initiation

Identify
Rapid ART
Candidates

Candidates have:
* A new reactive
POC HIV test

rasult, new HIV
diagnosis, acute
HIV, ar known
HIV, and

« No or limited
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and

* No medical
conditions or
Ols that require
deferval of ART
initiation
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Patient Information Before

Need prior to start

* Patient prepared for ART and interest in .
rapid initiation
* Physical examination

* Active cryptococcal meningitis or TB
infection could increase risk for IRIS and
may warrant a short ART delay .

* Other AIDS-defining conditions could
increase risk of morbidity/mortality in
the setting of rapid ART initiation .

 Counsel on medication adherence .

WHO Guidelines. July 2017. DHHS Guidelines. December 2019.

Initiating Rapid ART

CD4+ cell count

HIV viral load

HIV genotype
Resistance test results
Hepatitis A/B/C status
HLA-B*5701 status
STl screening results

Pregnancy test results

clinicaloptions.com



http://www.clinicaloptions.com/

Hizli ART Baslamadan Once Yapilacaklar

Gerekli olanlar Gerekli olmayanlar
* Normal yasam beklentisi, tolere * CD4+ hicre sayis|
edilebilir tedavi hakkinda glivence e HIV viral yUk
Verin e HIV gE UNDETECTABLE = UNTRANSMITTABLE

* Hemen ART baslatmanin nedenlerini,  « pirenc &=
sonuclarini anlatin

e
LR

* Hepat m‘j«ﬂ

* Fizik muayene ve hizli lab yapin (TB, e HLAB 1) os sonuce
kriptokok enf degerlendirmesi)

* CYBH test sonuclari

* llagc uyumu konusunda bilgilendirin . Gebelik testi sonucu

U = U gibi olumlu sonuclari sunun



* Fizik muayene ve hizli lab yapin (TB, kriptokok enf degerlendirmesi)

3.3 Clinical considerations when implementing rapid ART
Initiation or same-day initiation

ART baslangici icin artik bir gereklilik olmamasina ragmen, ilerlemis HIV hastaligi olup olmadigini
belirlemek icin baslangic CD4 sayimi yapilmalidir

TB veya diger firsatci enfeksiyonlarin klinik belirti ve semptomlari olmayan ve kriptokokal antijen testi
negatif olan kisilere profilaksi onerileriyle birlikte ayni gin ART baslanabilir

CD4 <100 / mm?3 olanlarda ayni glin kriptokokal antijen testi sonucunun alinamadigi ortamlarda,
flukonazol profilaksisine baslanmasi ve daha sonra kriptokokal antijen tarama sonucunun negatif

ctkmasi durumunda tedavinin kesilmesi distnulebilir




gimens for Rapid ART Initiation in Nonpregnant Adults

& P & & r | Comments I Rating
Recommendations for Initiation of ART in |
L3 [I} = Available as a single-tablet formulation, taken once daily. Al
Prlur ART Exposure - TAFFTC should not be used in patients with a creatinine
clearance (CrCl) =30 mL/min; re-evaluate after baseline
. . . laboratory testing results are available.
Recommandations take into account the level of evidence, the degree of = Contains 25 mg of TAF, unboosted.
1 i i | | = MMagnesium- or aluminum-containing antacids may be taken 2
Fll'ﬂﬂI'EBSIDFI Df HW dIEEESE El'ld ﬂ'IE FlI'ESEI'ICE Df’ or hlgh I'ISk fClr. dE".I'ElDPIFIQ hours before or & hours after BIC; calcium-containing antacids
'i"-ﬂﬂﬁ“ﬁ WP‘EE Df {Gﬂ'mﬂrbm}mﬂﬂmﬂﬂﬁ-. ar iron supplerments may be taken simultaneocusly if taken with
food.
= TAFSFTC should not be used in patients with CrCl <320 mL /min; %1
re-aevaluate after baseline laboratory testing results are
¥ awailable.
ART is recommended in all adult PLWH, - Contains 25 mg of TAF, unboosted.
Irmm:tlvanfcnl nﬁl.ll'lh':':' - Two tablets once daily.
= PMagnesium- or aluminum-containing antacids may be taken 2
hours before or & hours after DTG; calcum-containing antacids
or iron supplerments may be taken simultanecusly if taken with

food.

Anvailable as a single-tablet formulation, taken once daily. az

Contains 10 mg TAF, boosted.

TAF/FTC TAFSFTC should not be used in patients with CrCl =30 mL/min;
re-evaluate after baseline laboratory testing results are

TDF/FTC

awvailable.

Pay attention to drug-drug interactions.
TDF/3TC ion i = TAFSFTC should not be used in patients with CrCl =30 mL/min; B1
re-evaluate after baseline laboratory testing results are

ABC/3TC i | _available o

i as PrER Since Thelr Laost et ive i':l"_l-" TSt
Fied based on reswults of genoty plc resistanmncoe testing.
ph CO4 counts and

) TAFSTE showld not be used In patients with Crcl =30 miLAmming A
uch HHDHEART Inma . ;i—anliraat;reate after basaeline labaratory testing results ars
to increase CO4 count, decrease inflammation, lower the rigk of e Documented DTG resistance aftar initiation in treatment-nahve
ot ¥ patients is rare.
Glll‘llﬂal El"'ants Hnd pre"‘rent HWI '[I‘ﬂhﬁl‘l"llsalﬁr'l = PAagnesium- or aluminume-containing antacids may be takaen 2
i i i H i imitiat howurs before or & howrs after DTG calclum-caontalining antacicds
. Gunut;rplc rasmtanm’fus’[lr\g is r&c_crmmnrld&d prior to initiation biciporiin hendiakt i piuie o cuingtol bl b ettt ol et e e
UfAHT‘ IdEﬁlhr atthe lll'l"IE"Jf Hllll.lll dlﬁgnﬂﬂls: ﬂthEl'WlE-E bEfﬂrE "l'anc;fuvlr disopraxil fumarate (TDF) may be substituted for TAF;
|r‘l|t|allﬂﬁ Qfﬁ\RT TRFAFTOE i= available as a single tablet (brand name, Truowvada). )
& g . " - Lan [ (= ] ML =1 = i ed Ffor FTC.
+  [fART needs fo be initiated before genotypic testing results are R L T e e e o B
avallable, it is recommended to select & first-ine regimen with a
high barrier to resistance (e.g. a Plib, DTG or BIC combined with R AR T e R AR | &
= RPW should be administered onf in patients confirmed o hawve
TOFIFTC, TAFIFTC, TDFI3TC or ABC/3TC) REM abouli b administarad ol i pacmnts confiemed to
copicesSmmL.,
- EFY i= mnot as well tolerated as other antiretroviral meaedications,
and nonnuclacside reverse transcriptasa inhibitors hawe highar
rates of resistance,

I -k S piarrelia s Lisee @ Dol Eear el E fre dre el s ol Crvilal Bree er Firay S ar e ene f .




Table 2: Preferred Regimens for Rapid ART Initiation in Pregnant Adults
See olso: DHHS: Recommendotions for the Use of Antiretroviral! Drugs in Fregnont Women with HIVY infections and
Interventions to Reduce Perinatal HIV Tronsmission in the United Stotes.

Regimean Cammeants Rating
Tenofovir disoproxil « Should not be initiated during the first trimester (<14 weeks), gestational age Al
fumarate, measured by last meanstrual period.

aemtricitabine and = TDF/FTC should not be used in patients with creatinine clearance (CrCl) =50
dolutegravir* mLfmin; re-evaluate after baseline laboratory testing results are available.

[TOFSFTC ond DTG;
Truwvada and Tivicay)

Magnesium- or aluminum-containing antacids may be taken 2 hours before
or 6 hours after DTG; calcium-containing antacids or iron supplaments may
be taken simultaneously if taken with food.
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Table 2: Preferred Regimens for Rapid ART Initiation in Pregnant Adults
See also: DIHHS: Recommendotions for the Use of Antiretroviral! Drugs in Pregnont Wamen with HIV infections and
Interventions to Reduce Perinatal HIV Tronsmission in the United Stotes.

Regimen Camments Rating
Tenofovir disoproxil = TODFR/FTC should not be used in patients with CrcCl =50 mLSmin; re-evaluate AZ
fumarate, aftter baseline laboratory testing results are available.
emitricitabine and = Carefully consider drug-drug interactions with RTW.
ataranavir and ritonavir = Scleral icterus from benign hyperbilirubinemia due to ATV may be a patient
(TDF/FTC and ATV ond RTW; ‘GG
Truwada and Reyataz and = The recommended dose of ATY is 300 mg once daily in the first trimester;
Mo rvir) the dos=e increases to 400 mg once daily in the second and third trimesters
whean used with eithar TDF or a histarmine-2 receptor antagonist.

* This regimen can be initiated in the first trimester.
Tenofovir disoprowil « Twice-daily DREWV/RTY dosing (DRW 600 meg plus BTV 100 meg with food) is AZ
fumarate, recommended in pregnancy.
ermtricitabime ard = TDOF/FTC should not be used in patients with CrCl <50 mLSmin; re-evaluate
darunavir and ritonavir after baseline laboratory testing results are available.
(TOF/FTC and DRV/RTV; = Twice-daily DRV/RTY daosing (DRY 800 mg plus RTY 100 mg with food) is
Truwvada and Prezista and recommeanded in pregnancy.
Morwir] « Regimen can be initiated in the first trimester.
Tenofowvir disopraxil = RAL 400 mg twice daily is recommended in pregnancy, not once-daily RAL A2

fumarate,/

emtricitabine ond
raltegrawir

[TOFSFTC and RalL; Truwvada
and Isentress)

HD.

TDF/FTC should not be used in patients with CrCl =50 mL/min; re-evaluate
after baseline laboratory testing results are available.

Administer as TDF/FTC ance dally and RAL 400 mg twice daily.

The recommended dose of RAL is 400 mg twice daily without regard to food.
This regimen can be initiated in the first trimestear,




Artilar — Eksiler ??

CLINICAL GUIDELINES PROGRAM

NEW YORK STATE DEPARTMENT OF HEALTH AIDS INSTITUTE | HIV+ HCV - SUBSTANCE USE + LGBT HEALTH

When to Initiate Antiretroviral Therapy, With Protocol for
Rapid Initiation

Lead authors Asa Radix, MD, MPH, and Noga Shalev, MD, with the Medical Care Criteria Committee, updated January
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Note: In January 2020, the MCCC published this updated guideline, which combines two guidelines published earlier:
When to Initiate ART and Rapid ART Initiation. This updated and combined guideline replaces both.

¢ World Health
n} Organization

GUIDELINES FOR

MANAGING ADVANCED
HIV DISEASE AND

RAPID INITIATION
OF ANTIRETROVIRAL
THERAPY

Y2017




Hizli Tedavi Baslangici

* Enflamasyonlarin, komorbiditelerin (kardiyovaskiler, norokognitif, malignensiler

vb) riskini azaltarak hasta icin yarar saglamaktadir

Hospitalization Rates and Reasons Among HIV
Elite Controllers and Persons With Medically
Controlled HIV Infection

Trevor A. Crowell,! Kelly A. Geho," Joel M. Blankson,! P. Todd Korthuis,? Baligh B ¥Yehia,” Richard M. Rutstein,?
Richard D. Moore," Victoria Sharp.” Ank E. Nijhaveran,”"” W. Christopher Mathews,"" Lavwrence H. Hanau,”

Roberto B. Corales.” Robert Beil.® Charurut Somboonwit,"”® Howard Edelstein,'® Sara L Allen,” and Stephen A. Berry';
for the HIV Research Mebworik

'ODepartment of Madicine, Johns Hopkins University School of Medicine, Baldimore, Mandand; Department of Public HesltwFPreventive fMedicine, Oragon
Health and Science University, Poctland: “Department of fedicine, University of Pennsylvania Perslman School of Medicine. "Division of General
Fediatrics, Childmen's Hospital of Philadelphaa, and “Department of hdedicine, Drexel Unvearsity College of Medicine, Pennsylvanma; "Centar for
Comprahensive Care, St Luke's Aoosevelt Hospitz! Cemiter, "Departrment of Medicine, Monteficoe Medical Center, "Montefiors Medical Group, Brons, and
STriltiurm Health, Bochester, Mew Tork: "“Department of Internal Medicine, Uniwersity of Texas Southwestern Medical Center, Dalias; P Department
of Medicing, University of California, San Diego. and "“Department of Internz| Medicine, Alameda County Medical Center, Dakland, Califernia; and
"Mampa Geneml Heatth Care. Flarida

(See the editorial commentary by Karris and Haubrich on pages 1689—91.)

Backgrowrd. Elite controllers spontancously suppress human immunodeficiency virus (EIIV) viremia but also
demonstrate chronic inflammation that may increase risk of comorbid conditions. We compared hospitalizaton
rates and causes amongz elite controllers to those of immunologically intact persons with medically controlled HIW.

Adethiods. For adults in care at 11 sites from 2005 ta 201 1. person-years with D4 T-cell counts =350 cells/mm™
were categorized as medical contral, elite control, low wiremia, or high wiremia. All-cause and diagnostic category-
specific hospitalization rates were compared between groups using negative binomial regression.

Resulits. We identified 149 elite controllers (0_4% ]} among 34 354 persons in care. Unadjusted hospitalization
rales among the medical control, elite control, low-wviremia, and high-viremia groups were 10.5, 23.3, 12,6, and
16.9 per 100 person-yvears, respectively. After adjustment for demographic and clinical factors, elite control was



Hizli Tedavi Baslangici

HIV bulasma riskini azaltmaya yonelik bir yaklasim (partnere ve anneden bebege)
Ozellikle seronegatif partneri olanlar icin dnemli

Akut retroviral hastalik doneminde hizlica ART baslanmasi bulasma riskini daha belirgin

olarak azaltir

Latent HIV rezervuarini azaltarak gelecekteki HIV eradikasyon stratejileri icin hastayi

tedaviye uygun hale getirebilir. iImmiin sistem korunur



» Tedavi edilmesi zor olan hasta populasyonlari (ileri evre hastalar, evsizler, uyusturucu

kullanicilari, cinsel aktif daha genc bireyler) icin tedaviye baglilik-uyum acisindan yararl

Benefits and risks of rapid initiation of

L L]
antiretroviral therapy Retative
Study risk (85% CI)
a.b . a C ART start 90 days
Nathan Ford™", Chantal Migone®, Alexandra Calmy®, Labhat e 195(1.51,250)
,d_ P - . i Rosen — 1.36 (1 24, 149)
Bernhard Kerschberger®, Steve Kanters®, Sabin Nsanzimana"®, Amanyire o 128 (1.18, 1 38)
. h T . s a3 Kooenig - 112 (1 .08, 1.16)
Edward ]. Mills", Graeme Meintjes', Marco Vitoria®, Subtotal - 135 (1.13, 1.62)
M h i ARemaining in care 12 months
eg Doherty” and Zara Shubber! Pocnah L S, o
Amanyire . - 1.01 (0984 108)
Background: Fecem atbention has focused on the question of o guickly antisstmosial Rosen —— 127 (1.12, 1.44)
therapy IART) should be stamed once HIV diagmoses is confirmed. We assessed whethes Subtotal <> 1.11 (0.99, 1.26)
rapid ART indliation improves patient u.um:mﬁ. Vical subpression 12 months
Methols: We searched five databases from inceplion up to Awgust 2017, Rapid ART Amanyire < e 1.09 (0.94, 1.26)
initiaticn was defined as initiation within 14 days of HIY diagnosis. Data were pooled Koanig e 1.18 (1 .04, 1.35)
using random efects meta-analysis. Rosen S — 126 (105, 1.50)
Resulis: Across the randomized trials, ART start on the same day imcreased wiral Subtata) < AT VOF . V20
suppression 2t 12 months [three trials: relative risk (RR) 1.17, 95% confidence interval LTFU 12 months
[CI3 107 -1.27], retention in care at 12 months (RR 1,17, 95% C10,%9-1.24), and the Rosen 0.47 (0.23, 0.92)
likelihood of sta rtin_g ART within S0 days fiour trials: BE 1,35, 95% C11,13-1.62) and Koenig —_——————1 0.77 (0.57, 1.04)
12 maonths after eligibility was established ithree wials: BR 1.17, 95% €1 1.07-1.27). Subtotal —— =t 0 65 (0. 42, 1.04)
Therewas a nonsagnificant trend towand reduced rsortality ithree trials: RR 053, 95% CI
01.24-1.08), as well as reduced boss 1o follow-up at 12 months (2 trials: BR 0,66, 95% C1 Oied 12 months
. . . I Amanyire - 077 (0.21, 2.81)
D.42=1.04) In the ohservational studies, offering accelerated ART initiation resulted in Koenig 0.51 (0.24, 1.08)
a greater likelihood of having started ART within 3 manths (bwo studies: RR 1.53, 95% Rossn = -« 0.15 (0.01. 2.79)
110 1=2. 10, These was a rend wowand an increased risk of being lost i follow-up al Subtotal — 0.53 (0.28, 1.00)
& momhs {three siudies: BR 1.85, 95%. C1 0.%6-3 55,
Conclusion: Acoclerated ART initiation can bead to improsved clinical ostcomes and is
likely to be of partscular benefil in those seitings where extersive patient preparation ; 1 '2 :"
pesor b starting ART results in bong delays. These findings informed a WHO recom s il s Sa ay ART

merddation supparding acoelerated ART initiation, including sume day ART start.

Copyright © 2017 The Authons)l, Published by Wolten Khewer Healh, Ing N . )
Fig. 1 Outcomes from randomized trials that compare same-day

AIDYE 2008, 3217-23 ART initiation vs. standard of care [4,7,8,13]. Reproduced with per-

miccinn 1 ART antiretraoviral +theranwvw: 1 enanfdence intarval- 1 TEL]



Hizli ART Uygulamasinin Oniindeki Potansiyel Engeller

Minimal laboratuvar degerleri ile ART baslamak konusunda cekince

Bir cok asamada dizenlemeye ihtiyac var

e klinik calisma diizeni (zaman, personel)
e klinik calisanlari (hasta bilgilendirme, tetkiklerin planlamasi)

e saglik sistemi (randevu, ila¢ raporlama)

e Hemsireler, laboratuvar (kan alma, radyoloji, raporlama stiresi)
e Eczacilar (ila¢c temini)

Firsatci enfeksiyonlar (TB, kriptokok) o kadar yaygin mi?

ART direnci ??



Hizli Tedavi Baslangici Potansiyel Faydalar ve Limitasyonlar

Potansiyel Faydalar

* Daha az tedavisiz donem, daha iyi klinik sonuclar

Hastanin saglik bakimina uyumunun artirilmasi
Daha az direng gelisim riski

Imm{in yetersizlikte azalma, progresyondan
koruma

Azalmis anksiyete ve artmis gtiven hissi
Azalmis bulas

Akut HIV enf doneminde baslanirsa rezervuarda
azalma

Potansiyel Limitasyonlar

ART seceneklerinde limitasyon (HLA testi, HBV
taramasi, renal yetmezlik)

ART oOncesi hastaya daha fazla zaman ayrilmasi
gerek

Firsat¢i enfeksiyonlar her zaman dislanamayabilir

Tedavi ve tedavi uyumu bilgilendirmesi icin daha
kisa zaman, daha fazla efor

Dusuk direnc bariyeri olan rejimlerde direnc riski

Hizli tedavi baslangici icin gerekli olabilecek is
akisindaki degisiklikler



Sonuc¢ olarak

e Tani konuldugu gun ART baslanmasi rehberlerde onerilmektedir

 Hemen ART baslanmasi
* Daha erken viral baskilama
* Viral baskilanma oraninda artis, bulasta azalma .
* Tedavide kalma oraninda artig J
* Mortalitede azalma saglar

* Hizh ART baslanmasi
* Bircok klinik durumda ve eslik eden hastaligi olan olgularda da

uygulanabilir
* Ekip isidir, hasta ve tedavi/bakim verenlerin uyumu dnemlidir







