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NOi dung

= Cac thudc ARV tac dung kéo dai

= Cac thudc ARV udng hién nay

= Bénh dong dién va déng nhiém

= Cac phuong phap diéu tri HIV tiém nang trong tuong lai
= Phac do 2 thubc

* Chira khoi HIV: ca thir 7



Thudc ARV tac dung kéo dai hién nay
(Current Long-Acting ART)
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Cac thuoc ARV tac dung kéo dai hién nay (theo === _
FDA)

= APRETUDE (cabotegravir) la chat trc ché tich hgp (INSTI) = chi dinh diéu tri
du phong phoi nhiém truoc (PrEP) cho nguai Ion va thanh thiéu nién c6 nguy
co nang it nhat 35 kg nham giam nguy co nhiém HIV qua duong tinh duc.

= CABENUVA, gom 2 loai thudc cua cabotegravir, &rc ché tich hop, va
rilpivirine, NNRTI = chi dinh diéu tri HIV & nguoi [&n cé TLVR < 50 bs/mL),
dang dung phac d6 ARV 6n dinh, khdng cé tién st diéu tri that bai va khong
co tinh trang khang cabotegravir hoac rilpivirine.

= SUNLENCA, (rc ché capsid, két hop vai thudc khac = chi dinh dé diéu tri HIV
& nguoi ldn d3 diéu tri ARV nhiéu l1an, khang nhiéu loai thudc, khong dap &ng
v&i phac d6 khang ARV hién tai do tinh trang khang thudc, khéng dung nap
hodc do cin nhac vé tinh an toan

https://www.uhcprovider.com/content/dam/provider/docs/public/policies/medicaid-comm-plan/long-acting-injectable-antiretroviral-agents-cs.pdf



Beth Israel Deaconess

1. Nghién ciru CARES: LA CAB + RPV & Can Sahara —————
chau Phi ap dung cach tiép can Y té cong cong

€/ TEACHING HOSPITAL
|

Nghién clru ngau nhién, da trung tdm, nhdm so sanh, nhan mé&, khong thua kém, giai doan llib,
khong lam XN khang thudc (mac du c6 bao quan té bao PBMCs)

D1 Wk 4 Wk 48 Wk 96
Ngudi lon 218 tudi; diéu !
tri ARV udng 6n dinh*; Thudc tac dung kéo dai (LA): Do TLVR sau moi
RNA HIV-1 <50 ban sao/mL Thudc udng CAB (600 mg) + RPV (900 mg) 24 tuan; theo doi
vao 2 4-12 thang truwdc va / CAB + RPV Tiém bap moi 8 tuan tinh an toan vao
lic sang loc; khéng c6 tién (n = 255) tuan 4, 8 (LA),
str that bai diéu tri; khéng 11 tuan 12 (SoC) va
nhiém HBV (N = 512) \ ART udng (BT chuan - SoC) tuan 24 sau dé
(DTG hoac EFV hoac NVP) + (3TC or FTC) + TDF moi 24 tuan mot
*(DTG or EFV or NVP) + (3TC or FTC) + TDF (n=257) lan

Két thic diém chinh: ty 1& VL <50 ban sao/mL tudn 24 theo thuat todn nhanh cda FDA (bién d6 khong
thua kém 1a 10%) trong quan thé ITT, phan tich d6 nhay trong quan thé theo dé cwong

= Cac tiéu chi phu bao gom: ty |& cé TLVR =50 ban sao/mL (bién d6 khong thua kém 13 4%), TB virut, d6
an toan va kha nang dung nap, su hai long trong diéu trj

Kityo. CROI 2024. Abstr 122.
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1. CARE5: Hiéu qUé di‘éu tri & rennsaeee

Ké’tq“ﬁTWR t“‘g‘:“s " 96% tiém dung gio trong so
100- 96.9 97.3 1758 mui
80- :gA CAB + RPV " 82,7% nguoi tham gia duoc
—_ ral 5o on 2 getA
S tiem du lieu
2 60-
g = 1 that bai virus trén nhanh LA
£ CAB + RPV
20- — Thu typl Al
2.4 1.9 0.8 0.8 , "
T T T T 0 | T 2 2 — Khong cé khang thubc ban dau;
Khong dép.ﬁ'ng virut Dép‘l'rngyirw Kh.6ng c6 sd Kha’ng RPV cao Vé kha'ng CAB
(250 copies/mL) thanh cong lieu TLVR . ) N . oo ]
(<50 trung binh khi that bai diéu tri
copies/mL)

Kityo. CROI 2024. Abstr 122.
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1. CARES: An toan, dung nap va su hai long

LA CAB + RPV ART udng

21 TDP, n (%) (n = 255) P = Phan &ng vi tri tiém va&i LA CAB + RPV
TDP d6 23 24 (9.4) 10 (3.9) — Grade 1: 161 (63.1%)
= Lién quan diéu tr] 3(1.2) 2 (0.8)

— Grade 2: 26 (10.2%)
— Grade 3:1 (0.4%)

TDP Nghiém trong 3(1.2) 5(1.9)
B4t ky TDP (d6 1-4)

" Ngoai trir phén (ing 220(86.3)  161(626)  ® ] phan &ng vij tri tiém dan dén ngung

tiém tai cho 181 (71.0) 161 (62.6) d.\,\ .
= Ngung didu tri 1(0.4) 3(1.2) leu tri

LA CAB + RPV Oral ART (SoC) Adjusted Mean Difference
+

HIVTSQ Score + SD (n = 253) (n = 255) (95% CI) P Value
Ban dau (HIVTSQs) 53.6 £10.5 52.0+125 -- --
Thay d8i tuin 48 (HIVTSQc) 28.0 + 0.65 17.6 + 0.64 10.4 (8.7-12.2) <.001

= Vao tuan th& 48, diém hai long diéu trj tdng |én & nhirng bénh nhan chuyén sang
LA CAB + RPV so vd&i nhirng bénh nhén tiép tuc uéng thudc (diéu tri chuan)

Kityo. CROI 2024. Abstr 122.



Beth Israel Deaconess
Medical Center

2. IMPAACT 2017/MOCHA: Chuyén sang LA
CAB + RPV ¢ tre vi thanh nién

= Nghién ctru giai doan I/1l khong so sanh, nhan ma&, da trung tam

¥ HARVARD MEDICAL SCHOOL
€7 TEACHING HOSPITAL

— Bang chirng tr nhém 1—thanh thiéu nién van gilttr nguyén phac d6 ART ban dau —d3 thong bao
vé viéc chap thuin chuyén sang LA CAB + RPV & thanh thiéu nién sdng chung véi HIV

— Nhém 2 duoc dua vao DT tai 18 dia diém toan cau bao gdbm Hoa Ky, Uganda, Botswana, Nam
Phi, Thai Lan Wk 4 Wk 24 Wk 48 Wk 96
Nhém 2: tré VTN tir Y v \
212 dén <18 tudi séng LA CAB + RPV
véi HIV ¢é TLVR &rc ché; —
can nang 235kg
(N = 144%*)

*n =44 dugc tham gia tr NC nhém 1.

tiém bap, moi 8 tuan

= Két qua chinh: tinh an toan (bién c6 bat lgi/TDP, tir vong) dén Tuan 24

= Két qua phu: ndng dd RNA HIV-1 trong huyét twong, s6 ngudi tham gia bi that bai vi-rut va
cd cac bién cd bat lgi dén Tuan 48

NCT03497676. impaactnetwork.org/studies/impaact2017. Moore. CROI 2022. Abstr 738. Guar. CROI 2024. Abstr 188.




2. IMPAACT 2017/MOCHA: Thong tin co’ ban, tinh

hiéu qua va an toan

Thong tin co’ ban

Tudi trung vi, ndm (bién thién) 15 (12-17)
Phai nlt, % 51
Da den, % 74
Nhiém HIV tir me, % 92
Trung vi BMI, kg/m? (range) 19.5 (16-34)
Trung vi can nang, kg (range) 48 (35-101)

* Hiéu qua: Duy tri TLVR <50 ¢/mL la 96.5%
vao tuan 24

* Trong phan tich dugc déng hoc, nébng do
CAB va RPV twong dwong voi két qua da
duoc bao cao trwdc day o nguoi ldn

Guar. CROI 2024. Abstr 188.
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, s Cohort 2
Tinh an toan (N = 144)
Pa tiém 21 mii, n 142 (98.6)
Hoan thanh tai kham tuan 24, n 141
Phan &ng vi tri tiém, n/N (%) 49/142 (35)
= Hét <7 ngay, % 86
= Ap xe vj tri tiém d6 3,* n 1
= Ap xe vj tri tiém va dau do 3,* n 1
Ap xe khong & vi tri tiém dd 23, n/N (%) 16/144 (11)
= Tang creatine phosphokinase, n 6
= HA tam thu, n 3
= Cactac dung phu khac, n 7

*VAan ti€p tuc tham gia nghién ciru.

= Khong cé ca nao nglrng thudc vinh vién do TDP

= 1 cacd thaiva sinh con du thang
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3. ACTG A5359 LATITUDE: Thiét ké nghién ctru

= Thir nghiém giai doan lll, ngau nhién, nhan mé, tién ciu (nhém BN TBPT)

Budc1:

BN nhiém HIV c6 dap Lan d&n 24 Wk Budrc 2: 52 Wk

ng virus kém sau 26

thang diéu tri ARV Budrc 3: 52 Wk

LA CAB + RPV mdi 4 tuan

ARV uéng chuan
hodc mat theo ddi >6 . (n = 146)
thang do khong tuan Khuyén khich kinh E—
thud, khéng VGB, khéng t& c6 diéu kién ARV udng chuan
cé dét bién ‘UCTI:I hodc C6 da didu kién dé phan (n = 148)
RPV trong tién su hoac bé ngau nhién vao Budc 2
qua sang loc v&i HIV-1 RNA <200 ¢/mL Budrc 4 (GD quan sat): nhirng nguwoi tham gia da nhan
(N = 434) b4t d3u tir Tuin 4 (ban dwoc 21 liéu LA CAB + RPV va khéng con du diéu kién
dau sau Wk 24) tiém nira s& chuyén sang dung ARV duwdng udng trong 52
tuan

= K&t thuc diém chinh: that bai phac d6 diéu tri dwoc xac dinh 13 that bai vi-rit sdm nhat hodc ngirng diéu
tri trong budc 2

= Két thac diém phu: that bai vi-rut, that bai diéu tri, ngirng diéu tri vinh vién

Rana. CROI 2024. Abstr 212.




diéu tri

Két qua chinh

That bai phac

Difference Nominal 9.
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Rana. CROI 2024. Abstr 212.

1 that bai virdt thém sau Tuan 24 dwoc dua vao két thuc diém
cudi phu, nhung khéng phai 13 két thic diém cudi chinh

Két qua phu

Beth Israel Deaconess
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3. ACTG A5359 LATITUDE: Két qua hiéu qua

ia ¥y HARVARD MEDICAL SCHOOL
o'\ TEACHING HOSPITAL

Ngirng diéu tri

vinh vién

ThAt hai didn tri Khac biét Gia tri 98.75% CI

100+
80

60—
40+

20~

hu

-4.1% (-18.0% to 9.8%)

20.9 24.9

O-

Xac suat tich liiy (%)

Xac suat tich liiy (%

DSMB: Data and Safety Monitoring Board -

B

''aAcaB + soc
RPV

=  Antoan trén LA CAB + RPV

> 1 PU vij tri tiém: 77 (57%)
PU vi tri tiém d0 3/4: 3
(2,2%)

»  Thoi diém tiém LA CAB + RPV

Pung gio: 1092 (93%)
Quén liéu: 36 (3%)
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4. LA CAB + RPV & BN khong rc ché virat ban dau
tai Phong kham 86 cua San Francisco, Hoa Ky

= Nghién cru doan hé hoi clru, BN HIV khéng khdng CAB hodc RPV d3 duoc diéu tri
bang LA CAB/RPV tai Khoa 86, mot phong kham HIV cong cong (N = 286)

— RNA HIV-1 ban dau >50 ban sao/mL (n = 101)

— RNA HIV-1 ban dau =50 ban sao/mL sau 256 tuan diéu trj trwdc ngay 5 thang 12 nam
2022 (n = 59)

= T4t cd nhirtng ngudi tham gia khdng trc ché virut déu dwoc diéu tri bang LA CAB +
RPV theo phac d6 ctia phong kham

— Tuy chon dung lidu moi 8 tuan sau 3-6 thang (rc ché vi-rut
= K&t qua chinh: &rc ché virut HIV (<50 ban sao/mL) va duy tri LA CAB + RPV bang
cach s&r dung TLVR gan nhat vdi 48 + 8 tuan

Hickey. CROI 2024. Abstr 628.
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4. LA CAB + RPV & BN khodng t&rc ché virdtban ...
dau: Két qua 48 tuan

= 81% (48/59) van con DT LA CAB + RPV va&i VL <50 copies/mL vao tuan 48
U'c ché vi-rat trén LA CAB + RPV + ART

thay thé tai tuan 48 (n = 59) ‘ . ThVRi<50" = TLVR=50
Tinh trang tuan 48, n (%) c/mL c/mL
100 - / 93 95 \ (n =55) (n=4)
_ Van con DT LA CAB + RPV 48 1* 49 (83)
s 807 Ngung LA CAB + RPV va chuyén
o x 5 - 5(8)
8 . sang ARTV uong
£ Thét bai do khang thudc 3 (5)
f 40+ * Tiém dung gio 2 -
(= e Mat TD va khéng dugc udng -~ 1
> 207 ART, phat hién khang thubc
0 Mat theo ddi va boé udng ART — 2 2 (3)
Ll ity * TAng cudng LA CAB + RPV véi LEN dé duy tri tinh trang virus & murc
Qs/mL cbs/mL/ 46 thp

Hickey. CROI 2024. Abstr 628.
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Cap nhat khuyén nghi cha IAS-USA vé LA CAB +
RPV ngay 1 thang 3, 2024

= Khi dwoc ho tro theo d6i va qudn ly ca bénh chuyén sdu, LA CAB + RPV dang tiém
c6 thé cdn nhdc diing cho BN khéng trc ché virus néu ddp tng cdc tiéu chi dudi déy
khi khéng cd lwa chon diéu tri ndo khdc cé hiéu qué do bénh nhén khéng thé dung
ARV uéng lién tuc:

— Khéng thé dung ARV dwdng uéng lién tuc mdc di dé né luc rét nhiéu va duoc ho tro
Idm sang

— Nguy co cao mdc HIV tién trién (s6 lwong té bao CD4 <200/ul hodc tién sir mac bénh
AIDS)

— Virus nhay vdi ca hai CAB va RPV
= Néu cé thé, ciing nén chuyén bénh nhén dén diéu tri réi loan s dung chét géy

nghién va/hodc bénh tdm than

Sax. JAMA. 2024;[Epub].
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Diém can ghi nh& vé LA ART hién tai

= Trong nghién ctru CARES & Chau Phi, hiéu qua diéu trj cia LA CAB + RPV
khong kém hon so vé&i ARV uéng khi ap dung phuwong phap ti€ép can YTCC

= D{¥ liu tir nghién ciru MOCHA ho tro tinh an toan va hiéu qua cla viéc
chuyén sang LA CAB + RPV & thanh thiéu nién séng chung va&i HIV

= Trong nghién ctru LATITUDE, nhitng BN HIV c6 khé khan vé tuan thd/&c ché
virut kém, dung LA CAB + RPV vwott trdéi hon ARV udng

= O nhitng BN HIV khong (rc ché virut ban d3u, LA CAB + RPV ¢6 hiéu qua dén
tuan 48

= O mot s& BN HIV khong thé udng ARV udng va khong thé sir dung LA CAB +
RPV don ddc = LA CAB (£ RPV) + LEN d3 tang gap doi kha nang t&rc ché virut
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Thuoc ARV uong hién nay:
- Nguy co’ tdng huyét dap (THA) ¢ thai phu

- BIC/FTC/TAF v?o'i RIF

- Khdng thuéc UCTH thé hé 2




Beth Israel Deaconess
Medical Center

1. Phan tich tang huyét ap IMPAACT 2010: Thiét ké
nghién ctru

¥ HARVARD MEDICAL SCHOOL
€& TEACHING HOSPITAL

= Th{ nghiém giai doan Ill khong kém hon, nhan m&, ngau nhién (22 dia diém & 9 qudc gia)

Delivery
DTG + FTC/TAF 1
Phu n{r mang thai tir 218 / (n=217) o o
tudi bi nhiém HIV-1 & tuan Cdc ba me theo dbi Cac'ba me va tré
thit 14-28 cla thai ky, chva  —, DTG + FTC/TDF ——+ khodng 12-26 tudin ijd" sinh duoc theo
dung ART * (n=215) trwoc khi sinh . tg;gsgv(;vwan
(N'=643) . EFV/FTC/TDF

(n=211)

* Ngoai lé: <14 ngay dung ART trong thai ky hién tai; PrEP trudc do véi TDF hodac TDF/FTC; ART trong thai ky trudc do
(liéu cubi cung 26 thang trwdc do).
= Phan tich danh gia huyét ap tir trwdc sinh = 50 tuan sau sinh

= HA, can nang duoc do tai modi Ian kham (mdi 4 tuan trudce sinh, khi sinh, 5 [an cho d&n 50 tuan sau sinh)

» X3y ra HA tdng va THA nhe hodc nang hon trong 50 tuan sau sinh

= X3y ra THA thai ky, tién san giat, san giat trong giai doan trudc sinh dén 12 tuadn sau sinh

Hoffman. CROI 2024. Abstr 183. Lockman. Lancet. 2021;397:1276.
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1. Phan tich tang huyét ap IMPAACT 2010: Pinh
nghia huyét ap

¥ HARVARD MEDICAL SCHOOL
&9 TEACHING HOSPITAL

" Phan loai THA duoc xac dinh boi >2 gia
tri* hodc bat dau dung thudc chéng tang

Phéan loai THA Huyét 4p, mm Hg

Tang huyet ap 130-139 and/or 80-83 huyét ap = tur trudc khi sinh dén 50
THA nhe 140-159 and/or 90-99 tuan sau sinh
THA trung binh 160-179 and/or
100-109 * Phan loai THA thai ky duoc xac dinh boi
THA ning +180 and/or 110 thoi diém thai ky bat dau 220 tuan va hoi

phuc vao 12 tuan sau sinh (>2 gia tri*
hodc bat dau dung thubc chong tang

Phan loai THA

Huyét ap, mm Hg huyét 4p)
Nhe 2140-159 and/or » Tién san giat va san giat dwoc bdo cédo
290-109 theo cac cic phong khdm dua trén dinh
Nang >160 and/or >110 nghia tai dia phuong

* Phan loai duoc xac dinh bdi gid tri BP thap nhat trong 2 gid tri
T Thu6c chéng tdng huyét 4p mdi khdng dwoc thu thip mot cach cé hé
théng

Hoffman. CROI 2024. Abstr 183.
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1. Phan tich ting huyé&t ap IMPAACT 2010: Xuat hién gooes
HA tang, HA tang dot ngdt 50 tuan sau sinh

100 -

80 -

60f

46% _ 449

Participants (%)

7%

n= 97 92 83 15

@yé’t ap tang cao

7%
14

4%

8

~

0

<1%

1%

Tang huyét ap ny HA trung binh

B DTG + FTC/TAF (n = 211)
B DTG + FTC/TDF (n = 208)
B EFV/FTC/TDF (n = 207)

6%

5% 6%

B3t dau thudc
chéng THA

= Khéng cd ngudi tham gia nao phat trién THA nghiém trong

Hoffman. CROI 2024. Abstr 183. Reproduced with permission.

49%
44%

HA binh thuwong
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1. Phan tich ting huyét 4p IMPAACT 2010: Ting gues

huyét ap thai ky, tién san giat va tién san giat

€% HARVARD MEDICAL SCHOOL
€. TEACHING HOSPITAL

50 -
B DTG + FTC/TAF (n = 211)
B DTG + FTC/TDF (n = 208)
40 - B EFV/FTC/TDF (n = 207)
S
7)) 30
€
4}
2
E 20 -
S
a
10 Y4 )
00 . 00 . 00 1.900 o) 0,
1.9% 2.4% 3.4% 0.5% 0.5% % 10% 1.0% 0.5%
n =0 1 0 1 J#_I_; 0 0
1
Tang huyét ap thai ky nhe Tang huyét ap thai ky nang Tién san giat San giat
\  \ J

chuan chuan

Hoffman. CROI 2024. Abstr 183. Reproduced with permission.

Chan dodn tién san giat/san giat duoc rat ra tir cac bao cado tai cho; thir nghiém khéng s dung tiéu
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HARVARD MEDICAL SCHOOL
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1. Phan tich tang huyét ap IMPAACT 2010: Két luan
cua cac nha nghién ciru

= Trong :chfr nghiém giai doan Ill phan tich hau kiém IMPAACT 2010, ty |é cao phu ni* chuva tirng dung
ART bat dau dung DTG + FTC/TAF, DTG + FTC/TDF hodc EFV/FTC/TDF trong thoi ky mang thai d3 bj
tang huyét ap

— [t nguoi bj tang huyét ap nhe hodc ndng hon hodc tang huyét ap thai ky

= Khéng cd su khac biét cé y nghia thong ké vé nguy co THA hodc THA méi mac d6i vai DTG + FTC/TAF
so v&i DTG + FTC/TDF, DTG + FTC/TAF so v&i EFV/FTC/TDF va déi véi DTG + FTC/TDF so voi
EFV/FTC/TDF

— BAat ké ché& do diéu tri nao, tdng can déu cé lién quan dén nguy co ting huyét ap va tang huyét 4p mai mac

= Trong phén tich trudc day cdia IMPAACT 2010, nhiéu ngudi tham gia nhdm DTG chuyén sang BMI
thira can/béo phi trong giai doan hau san

= Cac nha nghién ctu két luan rang cdc NVYT nén tap trung vao can nang khée manh, xac dinh va
quan ly tang huyét ap trong thoi ky mang thai/sau sinh

1. Lockman. Lancet. 2021;397:1276. 2. Hoffman. Clin Infect Dis. 2024;[Epub]. 3. Hoffman. CROI 2024. Abstr 183.
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2. INSIGHT: Thiét ké nghién ctru BIC/FTC/TAF & BN lao

= Th(r nghiém giai doan llb c6 d6i ching, ngau nhién, khdng so sdnh, nhan mé& tai Nam Phi

Nguoi ldn chua hodc khdng chwa diéu tri OWk 24_ . Wk 48_

ART bi nhi&m HIV (khéng didu tri ART 23 Df (1" Endpoint) (2° Endpoint)
thang tai thoi diém dang ky); CD4+ >50 té 1
bao/uL; da xac nhan mac lao nhay véi RIF RIPE INH + RIF
va/hodc dang diéu tri lao cé RIF tuyén co TB therapy
s@ (<8 tuan tai thoi di€m dang ky); HBsAg
am tinh; eGFR 260 mL/phut/1,73m2, ALT

" BIC/FTC/TAF BID BIC/FTC/TAF QD
g/dL (nir 26,5g/dL); ti€u cau >
50.000/mm3; ANC 2650/mm3; phu nir  2:1 DTG/3TC/TDF QD +
dang dung bién phap tranh thai (N = 122) \ DTG (50 mg at night) DTG/3TC/TDF, QD

2 wk post RIF stop

(n=42)

= K&t thuc diém chinh: ty 1& (rc ché virus (HIV-1 RNA <50 ban sao/mL) vao Tuan 24 & nhdm
BIC/FTC/TAF

Két thuc diém phu: ty |& &c ché virus vao tuan 12, 24, 48 &@ nhém DTG va tuan 12, 48 & nhdm BIC;
duwoc déng hoc cda BIC trong va sau diéu trj lao; tinh an toan; dot bién khang ART vao tuan 24, 48;
AE hodc tac dung ngoai y nghiém trong do 3 tro lén

Naidoo. CROI 2024. Abstr 211.




2. INSIGHT: U'c ché vi-rut & tuan th 24

(Két thac diém chinh)

Phan tich nhanh cia FDA

100 -
R 754 95 (95% Cl: 87-98)
‘é 95 (95% Cl: 81-99)
S
xw 50+
S — BIC/FTC/TAF (n = 75)*
= — DTG/3TC/TDF (n = 38)"
@ 25+
=

O 1 1 ] ] 1
Screening 4 8 12 24

Tai kham theo nghién ciru (Wk)
=  Uc ché virdt cao va tuwong tu & ca hai nhom,
khong thay that bai diéu tri (duoc xac dinh la VL
> 400 ban sao/mL & Tuan 24)

* Rt lui s&m do di doi dia diém (n = 2).
" Tl&r vong do ho ra mau (n = 1).

Naidoo. CROI 2024. Abstr 211. Reproduced with permission.
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Phén tich theo dé cwong NC

100 A
g 75 - 97 (95% Cl: 90-99)
B 97 (95% CI: 83-100)
£
e 50 -
S — BIC/FTC/TAF (n = 73)
g — DTG/3TC/TDF (n =37)
@ 25+
=

O ] ] ] 1
Screening 4 8 12 24

Tai kham theo nghién ctru (tuan)

CD4+ vao tuan 24,

BIC/FTC/TAF DTG/3TC/TDF

cells/mm3 (Q1; Q3)

Median CD4+ 259 (213; 505) 231 (170; 311)
Median thay d6i s6 lwgng CD4+ 96 (35; 137) 69 (27; 122)
Slide credit: clinicaloptions.com E
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2. INSIGHT: Cac bién cd bat loi

Bién c6 bét lgi (AE)s,  BIC/FTC/TAF  DTG/3TC/TDF M gep) thwong gip BIC/FTC/TAF  DTG/3TC/TDF
n (%) (n = 80) (n=42) nhat, n (%) ™ (n = 42)
B4t ky bién co bat lgi 80 (100) 42 (100)
R Tang amylase 44 (55) 23 (55)
/Bt ky bién c6 bat loi N
A 9(11) 3 (7) .
nghiém trong Dau khop 31 (39) 18 (43)
B Heienlsolza o Pau TK ngoai vi 21 (26) 21 (50)
o9 2 30 (38) 15 (36)
= P63 Tang duwong huyét 28 (35) 14 (33)
. b2 6 (8) 6 (14)
KA, I - / Protein niéu 26 (33) 13 (31)
Bat thuong vé gan do
3/4 Thi€u mau 23 (29) 14 (33)
= P63 3 (4) 3(7)
= Po4 1(1) 0 Giam CrCl 22 (28) 13 (31)

= Khéng cé trwdng hop ngirng diéu tri, bd thudc hodc chuyén thudc do AEs

Naidoo. CROI 2024. Abstr 211.
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2. INSIGHT: Két luan ciia nha nghién ctru P —

= O nhitng ngudi séng chung vdi HIV va TB dang dugrc diéu tri TB cé rifampicin,
BIC/FTC/TAF hai lan moi ngay c6 hiéu qua dén Tuan 24

— Uc ché virat & quan thé ITT 13 95% & ca hai nhdm, khdng cé trudng hop diéu trj that bai
= Cactac dung phu lién quan dén BIC/FTC/TAF chd yéu & mirc d6 1/2
— Khong cé tac dung phu nao dan dén viéc ngirng diéu tri, bd thudc hodc chuyén thudc
= Dijéu trj TB bang rifampicin lam gidam ndng d6 day BIC nhung ndng d6 van cao hon IQ?

= Cdac nha NC két luan rang nhirng di¥ liéu nay ho trg viéc s& dung BIC/FTC/TAF cho BN
HIV dang duoc diéu tri TB

— C6 thé ho tro dwa BIC/FTC/TAF vao hudng dan cla WHO va tang kha ndng tiép can diéu tri
nay ¢ cac khu vuwc TB luu hanh

Naidoo. CROI 2024. Abstr 211.
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3. Khang thudc INSTI thé hé th& hai: Béi canh

* Do rao can gien khang thudc cao, cac phac do cd INSTI thé hé th& hai dwgc khuyén
nghi |a cac phac d6 ARV hang dau va duoc sir dung rong rail-2

— 2019: Tai Mexico, thay déi chinh sach quéc gia, phac d6 wu tién chuyén EFV sang phac
dd ART c6 INSTI thé hé th& haid

= Ty lé khang thudc thap (<3%) doi vai INSTI thé hé thi hai dwoc bdo cido?

— DOt bién R263K hiém gap; dot bién nay co lién quan dén gidam d6 nhay cta BIC, CAB va
DTG>7gap 2 lan

= Phan tich hién tai m6 ta tinh trang khang thudc INSTI tiép theo & nhirng BN HIV d3
bi that bai diéu tri sau khi diéu tri ART cd thudc INSTI thé hé th hai®

1. DHHS adult and adolescent ART guidelines. March 2023. 2. Gandhi. JAMA. 2023;329:63. 3. Garcia-Morales. Pathogens. 2021;10:1587.
4. Gil. Front Microbiol. 2022;13:1051096. 5. Xiao. Antimicrob Agents Chemother. 2023;67:€0138622. 6. Rhee. Antiviral Res.
2022;208:105427. 7. Stanford University HIV Drug Resistance Database. hivdb.stanford.edu/dr-summary/resistance-notes/INSTI/.

8. Soto Ramirez. CROI 2024. Abstr 679.



Tém tat: Thudc ARV dwoc FDA phé duyét theo co ché khac

nhau cua vong doi HIV-1

(

) Virion particles
Maraviroc, Ibalizumab,

HIV virion Q
e O 3 Enfuvirtide, Fostemsavir

particles

Step:1
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1
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7187585/#:~:text=MN389767%22%7D%7DMN389767.-
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Nhdm thudc e ché tich
hop (INSTIs):

* Thé hé 1: Raltegravir
(RAL) 2007, Elvitegravir
(EVG) 2008.

* Thé hé 2: Dolutegravir
(DTG) 2013-2014,
Bictegravir (BIC) 2018,
Cabotegravir (CAB)
2021.

,Second%2Dgeneration%20H1V%2D1%20integrase%20strand%20transfer%20inhibitors%20(INSTIs;)%20and%20elvitegravir%20(EVG):
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3. Khang thudc INSTI thé hé thir hai: Thiét ké
nghién ctru
» Phén tich cac ca that bai DT sau khi dung phac d6 c6 thudéc UCTH thé hé 2

— Xét nghiém kiéu gen khang integrase duoc thuc hién tai cdc phong xét nghiém
tham chiéu tlr 31 trung tdm tai 21 tiéu bang & Mexico tir thang 10 ndm 2021
dén thang 12 nam 2023 (N = 100)

— Gidi trinh tv duoc thuc hién bang k§ thuat XN gien KT chuan (cho quan thé tur
20%)

* Trong s6 nhirng nguoi cé dot bién khang thudc (RAM) chinh, théng tin thu
thap bao gom:

— ART trudc day va hién tai, thoi gian dén khi that bai diéu tri, so lwong HIV-1 RNA
va CD4+ tai thoi diém that bai va dot bién lién quan INSTI va ngoai INSTI

Soto Ramirez. CROI 2024. Abstr 679.
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3. Khang thudc INSTI thé hé th hai: Dot bién chinh

= Trong s 100 xét nghiém kiéu gen UCTH = xac dinh 79 dot bién nhém INSTI

Ay L That bai ARV bac 1 That bai 2 2 phac d6 ARV
Dot bién, n

Beth Israel Deaconess
Medical Center

(n = 25) GWENE)
Pét bién chinh 5 (20%)
= R263K 4 (16%) 3 (4%)
= Q140S + Q148H 0 7
= N155H 1 0
= POt bién khac 0 5

= Tilé dot bién R263K: 0,3% (2/666) nam 2019-2021, tang lén 5% (3/60) nam 2021-

va 10% (4/40) trong nam 2023

2022,

= R263K + M50I lién quan dén TLVR <4000 c¢/mL mac du that bai virat kéo dai; chd yéu &

phac d6 cd BIC

CROLY.ODA At lLT0.
CL. CI\WUT UL, AAVoLT U7 J.
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3. Khang thudc INSTI thé hé thr hai: Tém tat
vé dot bién khong phai nhém INSTI

= Dot bién NRTI:
— Dot bién phd bién nhat & vi tri 215 (TAM)
—Khdng tim thay dot bién M184V
= POt bién NNRTI: lién quan dén viéc st dung EFV
= POt bién PI: d6t bién chinh hiém gap

Soto Ramirez. CROI 2024. Abstr 679.



3. Khang thudc INSTI thé hé th hai:
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Két ludn cha cac nha nghién cru

= Khang thudc INSTI thé hé th& hai:
20% (5/25) tir that bai phac d6 bac
1 va 20% (17/75) tir that bai >2
phac d6 ART
— Khoéng tim thay M184V

= G140S + Q148H duoc xac dinh
trong 7 truong hop cé > 2 that bai
diéu tri ART

— 4 truong hop co that bai RAL trudce
do

1. Soto Ramirez. CROI 2024. Abstr 679. 2. Wares. Retrovirology. 2014;11:7.

= POt bién R263K duwoc xac dinh
trong 7 trwong hop

— 4 trwong hop that bai & phac d6 bac 1

— 5 truwong hop (chd yéu la phac d6
BIC/FTC/TAF) c6 dbt bién R263K +
M50I; su két hop hiém gap lién quan
dén tinh thich nghi virus thap; cé thé
phan anh sy tuén thia thap

Slide credit: clinicaloptions.com
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Bénh déng nhiém va déng d
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1. Nghién ctru REPRIEVE vé hiéu qua cua
Pitavastatin: Pac diém

= Trong nghién clru REPRIEVE, pitavastatin lam giam
35% nguy co mac bién cé tim mach chinh (MACE) &
nhi¥ng ngudi nhiém HIV dang diéu tri ARV c6 nguy co
mac bénh tim mach do xo cirng mach (ASCVD) thap-

Pitavastatin

(n=272)

Tudi, yr 51+6 51+6 51+6
Nam gidi, % 82 81 82
Chang toc, %

trung binh? = Datring 51 54 53

— Pitavastatin lam giam mang bam khoéng voi hda (NCP)?2 = Daden 37 37 37

— Gidm LDL-C va cic dau an sinh hoc gay viém khéng ) EE:‘C‘ A 101'37 ; 110

o Vé N 7 ? 7 ~ 7 . C d. I R' k F t
= Muc tiéu chinh: |dm sdng t6 cac co ché tac dung statin STeltescler mh e aeon

= 558 ngu’(‘)’i tham gla REPRIEVE dU’Q’C danh glé sau 2 Diém nguy co ASCVD, % 501£3.2 49129 50%+3.1
nam d6'| V6’i3: Total cholesterol, mg/dL 185 + 35 186 + 37 186 + 36
— Téac ddng cla pitavastatin |&n biéu hién cta protein va LDL-C, mg/dL 108 + 29 108 + 31 108 + 30
cac dau an sinh hoc géy viém/chuyén hoa tim Non-HDL-C, mg/dL 134 + 34 134 + 36 134 + 35
— Tuong quan gitta biéu hién protein/dau an sinh hoc vai Triglycerides, mg/dL - A —

thé tich mang bam khéng voi hda

1. Grinspoon. NEJM. 2023;389:687. 2. Lu. JAMA Cardiol. 2024;[Epub]. 3. Kolossvary. CROI 2024. Abstr 151.
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1. Nghién ctru REPRIEVE vé hiéu qua cla
Pitavastatin: Két qua

= Pitavastatin dan dén su biéu hién khac biét clla mét s protein

— Thay d6i I&dn nhat la sw gia tang 24% (95% Cl 18% dén 31%; P <.001) cla chat tdng cuong
procollagen C-endopeptidase 1 (PCOLCE), mot loai enzyme lién quan dén Iang dong
collagen ké

— Cdc soi collagen thuc day su két tap va lang dong canxi trong mach mau
» Gia tang gap do6i biéu hién PCOLCE cd lién quan dén giam 31% mang bam khéng voi
hda (NCP) (95% Cl: -45% dén -13%; P = .002)
— PCOLCE tang lién quan dén viéc thic day 6n dinh mang bam
— 84% tac dung cla statin thay d6i thé tich NCP do PCOLCE trung gian
= Gidm LDL khdng twong quan véi su thay doi thé tich NCP
— Sy thay d6i LDL: -32,7% (95% Cl: -38,3% dén -27,1%; P <.001)

Kolossvary. CROI 2024. Abstr 151.
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2. Nghién ctru ACTG A5371/SLIM LIVER: Semaglutide cho i
bénh gan nhiém m& do réi loan chuyén héa (MASLD)

= MASLD thudng gap & nhirng ngudi song chung vai HIV

= Semaglutide, chat chi van thu thé GLP-1 lién quan dén viéc gidm m& gan & bénh
nhan tiéu duwdng typ 2, cé thé 1a phuwong phap diéu tri hiéu qua cho MASLD

= Nghién cru giai doan IlIb thi diém, nhan mé& vé tac dung clia semaglutide d6i voi
ham lwong triglyceride trong gan dinh lvong dwgc bang MRI-PDFF

Wk 2 Wk 4 Wk 24
Ngudi I&n nhiém HIV dang dung ! |
ART c6 (rc ché VR; vong eo 294 Semaglutide G ET TG
cm & nir hodc 295 cm & nam; 0.25 mg tiém | | (R .
khang insulin hodc tign tidu ~ — & 8 Semaglutide 1.0 mg tiém dwdi da hang tuan

X e dwoidahang [ ClUGIER T
duwong; >5% trig trén MRI-PDFF tuin tuin
(N =51 nguoi dang ky, 49 nguoi

hoan thanh NC theo dé cuong)

Lake. CROI 2024. Abstr 159. Marso. NEJM. 2016;375:1834.
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2. Nghién ciru ACTG A5371/SLIM LIVER: Pac
diém va két qua chinh

G
&y TEACHING HOSPITAL

Dic diem N =49 thay doéi triglyceride tb gan
Tudi, trung vi, ndm (IQR) 52 (42-58)

Phai tinh, n (%)

= Nt CIS 18 (37)

= N chuyén gidi 3 (6)

= NamCIS 28 (57)

Chang toc, n (%)
= Trang, khéng phai TBN

= Daden L2 (27

) 16 (33)
= Tay Ban Nha 19 (39)
»  guwdi My ban dia hodc nguoi ban dia

1(2)
Alaska

BMI, kg/m?, median (IQR) 35 (31-39)
Chu vi eo(cm), median (IQR) 114 (107-124)
CD4 (cells/mm?3), median (IQR) 701 (586-869)
Tien st VGC, n (%) 4 (8)

Lake. CROI 2024. Abstr 159.
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3. Tac dong cia Hwé'ng dan Doxy-PEP vé ty 1é
Chlamydia, Giang mai va Lau ¢ San Francisco

» Thang 10.2022, SFDPH d3 ban hanh SO ca méc bénh chlamydia, bénh Iz:au va giang mai giai

huwdng dan st dung doxy-PEP, bao gom: doan dau & MSM va phu nit chuyén gidi thu thap tur
dir liéu giam sat toan thanh pho truwdc va sau khi ap
dung hudng dan

:a\_ 5 HARVARD MEDICAL SCHOOL
&7 TEACHING HOSPITAL

— Khuyén cao doxy-PEP cho nam gidi cis va
phu nit chuyén gidi néu trong ndm qua bij
STI do vi khuan va bdo cdo d3 quan hé

tinh duc qua dudng hdu mén hodc miéng Xu hwéng STI & San Francisco

== Chlamydia === Gonorrhea == Early syphilis 350

khdéng dung bao cao su v&i 21 nam gidicis 18997 dony P
hodc phu nit chuyén gidi el 300
' T E 3
— Khuyén cao doxy-PEP cho nam gi&i cis va S 1200- 2203
phu nir chuyén gidi cé nhiéu ban tinh 51000+ 2001
khdng bi STI trong ndm qua 3 800- 1502
\ 7 . ~ 7 7 B 600+ pre-period post-pdriod g
u & _ 100 &
3 phoﬂng khaTm tai SF da ap dung cac g 1004 G g 1002
khuyén nghi doxy-PEP 200- 50 &
i A . 1c 1 0 T T T T T | T T T 0
200 mg dOXYCVCIlne uong trong Vor!g 72 'glo’ sau khl 2014-Q12015-Q12016-Q1 2017-Q12018-Q1 2019-Q12020-Q12021-Q1 2022-Q12023-Q1
qguan hé tinh duc khéng an toan, tot nhat trong 24h.

Sankaran. CROI 2024. Abstr 127.



3. Tac dong clia Hwéng dan Doxy-PEP vé ty 18
Chlamydia, Giang mai va Lau & San Francisco

Chlamydia

350
300+
250 =t = = =N off o B gy o Y e e e

Postperiod trend S~

Reported Chlamydia Cases

0 | | | | | | | | | | | | | |
Jul-21  Nov-21 Mar-22 Jul-22 Nov-22 Mar-23 Jul-23 Nov-23

= Giam 6,6%/thang cac ca bénh chlamydia
trong giai doan sau (P <.0001)

=  Giam 50% cac ca bénh chlamydia vao thang
11 nam 2023 (95% Cl: 38%-59%)

Sankaran. CROI 2024. Abstr 127.

Reported Early Syphilis Cases
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Early Syphilis
120~

100+ Pre-period trend Predicted trend

80

60

----

40=- Postperiod trend

20+

0 | | | | | | | | | | | | | |
Jul-21  Nov-21 Mar-22 Jul-22 Nov-22 Mar-23 Jul-23 Nov-23

=  Giam 2,7%/thang cac truong hop giang mai giai

doan dau sau thoi ky hdu (P <.0001)

— Giam ngay lap tirc khong cé kha nang la do doxy-
PEP

=  Giam 51% cac truvong hop giang mai giai doan

dau vao thang 11 nam 2023 (95% Cl: 43%-58%)



3. Tac dong clia Hwéng dan Doxy-PEP vé ty 18
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Chlamydia, Giang mai va Lau & San Francisco

Gonorrhea

Pre period trend

Postperiod trend

-
bl .
L

O | | | | | | | | | | | | | |
Jul-21  Nov-21 Mar-22 Jul-22 Nov-22 Mar-23 Jul-23 Nov-23

= Giam 1,8%/thang cac trwong hop bénh lau
trong giai doan truwédc (P <.0001)

= Tang 1,8%/thang cac truong hop bénh lau
trong giai doan sau (P <.0001)

Sankaran. CROI 2024. Abstr 127.

Viéc trién khai doxy-PEP cé lién quan dén
giam dang ké bénh chlamydia va giang mai
giai doan dau, nhwng khong phai bénh l3u,
& MSM va phu nit¥ chuyén gidi tai San
Francisco

— Can phai NC thém vi bénh 1adu khéng gidm
Khuyén nghi tiép tuc theo ddi doi véi:
— Sy chénh léch trong viéc ti€ép can diéu trj va
tac dong & cac nhdm chung tdc/dan toc khac

nhau

— Cac mo6 hinh bénh 1au khang tetracycline va
tac dong dén hiéu qua cta doxy-PEP
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Nhirng diém chinh can lwu y vé bénh déng
nhiém va déng dién
= Trong phan tich proteomic tir nghién ciru REPRIEVE, pitavastatin cd lién quan dén

viéc tang biéu hién PCOLCE, mot loai enzyme tham gia vao qua trinh lang dong
collagen ké

— PCOLCE c6 lién quan dén viéc giam mang bam khoéng voi hda

= Trong nghién ctru SLIM LIVER & nhitrng ngudi séng chung véi HIV ma khéng cé tiéu
dudng, semaglutide cé lién quan dén viéc gidm dang ké triglyceride trong gan

— Ciing lién quan dén viéc cdi thién dang ké can nang, BMI, vong eo, glucose, HOMA-IR,
A1C va triglyceride

= Tai San Francisco, trong s6 MSM va phu ni* chuyén gidi, thuc hién doxy-PEP co lién
quan dén viéc giam dang ké bénh chlamydia va giang mai giai doan dau, nhwng
khong phai giam 1du, so v&i xu hwdng duw doéan



Cac thuoc diéu tri HIV tiém nang trong

twong lai:
- Thuéc ARV uéng hang tudn
- Khdng thé trung hoa
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1. Thir nghiém giai doan Il vé Islatravir (ISL) + Lenacawf.....—
(LEN) uéng hang tuan: Thiét ké nghién ctru

= Thir nghiém giai doan Il nhdn mé, cé kiém soat hoat déng

Wk 48
Nguoi lén séng chung vai HIV ¢ }
k\:: <50 C/njL dL?Jng EIC/F.T(.:/TATF',« ISL2 mg + LEN 300 mg Giai doan kéo dai
ong co tién su that bai virut; s6 I .
lwgng T CD4+ 2350 té€ bao/uL va / uong moi tuan (n =52)
lympho 2900 t& bao/uL; khéng mmndl ISL 2 mg + LEN 300 mg PO QW
nhiém VGB (N = 106 ngau nhién, \ BIC/FTC/TAF uéng moi ngay

104 liéu dung) (n=52)

= Két thuc diém chinh: ty 1& HIV-1 RNA >50 ¢/mL tai Tudn 24 theo thuat toan
Snapshot cua FDA

= Két thuc diém phu: ty 1& HIV-1 RNA >50 ¢/mL tai Tuan 12 va 48; ty 1é c6 HIV-1~RNA
<50 ¢/mL tai Tuan 12, 24 va 48; thay ddi CD4+ so vdi ban dau, tdc dung phu dan
dén ngirng thudc nghién ctru; duoc déng hoc

Colson. CROI 2024. Abstr 208.




1. Thir nghiém giai doan Il v
tudn: Pac diém co ban va hiéu qua

Pac diém, n (%)

Tudi trung vi, ndm (range)
Phai nlt ldc sinh, n (%)

Chang téc, n (%)

* Datrang

= Daden

= ChauA

=  Nguoi My/Nguoi ban x&
Alaska

= Nguoi Hawaii hoac ngudi dan
dao Thai Binh Duong

= Khac

= Dan tdc, Nguoi Tay Ban Nha
hodac Nguoi La tinh/a, n (%)

Trung binh (SD) CD4+ T-cells/plL
= >500

Mean (SD) lympho x 103/uL

ISL + LEN
(n=52)

40 (28-67)
10 (19.2)

25 (48.1)
21 (40.4)
2 (3.8)
1(1.9)

0 (0)

3(5.8)

13 (25.0)

755 (223.6)
46 (88.5)

1.94 (0.445)

BIC/FTC/TAF
(n=52)

40 (26-76)
9 (17.3)
27 (51.9)
16 (30.8)

1(1.9)
2 (3.8)

1(1.9)

5 (9.6)

17 (32.7)

818 (271.3)
50 (96.2)

1.95 (0.652)

Rath lerge| Deaconess
| Center

€ ISL + LEN uong hang ...
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ISL+ LEN
BIC/FTC/TAF

No datain
window

= Nguwoitham gia cé HIV-1 RNA > 50 ¢/mlL:
— Puoc e ché lai @ Tuan 30 trén nhanh ISL +

LEN

— Khéng cé XN khang thudc va DPH day du
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1. Thir nghiém giai doan Il vé ISL + LEN uong  g.conm
hang tuan: An toan

ISL + LEN BIC/FTC/TAF BN v&i bat thwong XN do ISL + LEN BIC/FTC/TAF

BN v&i BCBL, n (%)

(n=52) (n=52) 3/4, n (%) (n=52) (n=52)

B4t ky bién co bat

bo 3
o 40 (76.9) 38(73.1) 3. 5 (9.6) 4(7.8)
= Tang ALT 1(1.9) 0
B4t bién c6 do = TangCr .

. . . 5 1(1.9 0
diéu tri (TRAE) Sid7.3) S22 = Giam CrCl 5 §3 Si 2 (3.9)
TRAES d6 1/2 e gzgng Euyf: L“hcAdo' 0 1(2.6)
TRAEs >2 khi duing Sl B NEEL rietis 1(2.5) 2 (4.9)

9(17.3) 3 (5.8) nhin an
ISL+ LEN o . " 1(1.9) 0
- Khd miéng 2 (3.8) 0 = Tang kali huyét 1(1.9) 2 (3.9)
N 2 (3.8) 0 *  Glucoe niéu ' '
=  Buon non
TRAEs d0 3/4 0 (0) 0(0) bo 4 1(1.9) 0

o _ = Tang creatine kinase 1(1.9) 0

Bién cO nghiém 3(5.8) 0

trong

e i i Chi c6 bat thuong xét nghiém dé 3/4 coy
tri 2(38) 0 nghia |dm sang la men gan tang cao & nguoi
bi viém gan B cap tinh

Colson. CROI 2024. Abstr 208.



1. Thir nghiém giai doan Il vé

Rath lerge| Deaconess
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ISL + LEN udng hang ...

ZHING HOSPITAL

tuan: Thay doi CD4 va Lympho trong tuan 24

— BIC/FTC/TAF

ISL+LEN

=P =.3477°¢

Thay déi CD4 -

A 3001
Q
(oT4]
: SR
&
O _, 1007 42 &
- =3
S 3
28 -100 By
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© e/
Q
S  -300 - ; .

DI W4 W8 W12 W18 W24

Gia tri trung binh

=  Khong cé su khdac biét gitta cdc nhédm vé sy
thay d6i CD4 tir ban dau dén tuan 24 (P =
.3477) hoac lympho (P =.6301)

Colson. CROI 2024. Abstr 208.

Thay déi s6 lwgng té bao lympho tuyét déi

<« 0.3

) - —

@ 02 . foo1p A
c =3 017

53

= 2 0

S - P=.6301°
X2 0.1

aS

=  -0.27 0.04f
@ 03 - ; -

=

D1 W4 W8 W12 W18 W24
Gia tri trung binh

= Khéng cé BN nao ngirng diéu tri do giam té bao
CD4+ hoac lympho
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2. Cac thudc ARV udng hang tuan: dang duo'c
nghién ctru

= (GS-1720 UCTH pha la/b két qua = K&t qua giai doan | cia MK-8527
NRTTI

— Trung vi thoi gian t, , = 9,4 ngay
A ) o — Sau khi udng liéu don 0,5, 1, 3 va 10
— Hoat dong khang virut manh mg, mirc gidm trung binh cda HIV-1
RNA vao Ngay 7 la 21,0 log,, ¢/mL

[J]

oT]

_c;t; 0- - Historical Placebo

=t 2 Log,, ¢/mL, Change in Plasma

> VEELGED) HIV-1 RNA at Day 7

%' -°§_ -1 2/|eané95‘yi tCI)DCharﬁe Trial A

S :% — 30me o (_;’25, _"1.03’)’ ; = 10mg(n=6) -1.39 (-0.87 to -1.67)

o\u: S 24— 150mg -2.18 (-2.37, -2.00) "= 3mg(n=6) -1.66 (-1.23 to -2.02)

2:1 —— 450 mg -2.44 (-2.83,-2.04) = 1mg (n = 5) -0.95 (003 to -160)

< —— 900 mg | -2:37(-2.84,-1.90) Trial B

= -3 I I I I I I I I I I 1 All P <.0001 vs pIacebo = 1 mg (n = 8) -1.38 (_098 to _210)

A 2 5Day56 /78 9 101l = 0.5mg(n-=6) -1.40 (-1.24 to -1.54)

GS-1720 Administered = 0.25mg(n=6) -0.80 (-0.37 to -1.21)

Fichtenbaum. CROI 2024. Abstr 116. Carstens. CROI 2024. Abstr 115.
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3. Khang thé trung hoa trong diéu tri HIV

Trial Phase N Agents (Target) Results

» Hoat dong khang vi-rut phu thudc vao phoi nhiém

= Hoat déng BL N6LS dy dodn ndong d6 can thiét dé dat
duwoc hiéu qua khang vi-rat day du

» Phoinhiém cao hon véi IV so véi SC

BANNER! lla 62 N6LS (CD4bs)*

= 5 trwdong hop that bai vé mét virus hoc, 2 trwdng hop
duoc e ché trd lai, khong cd ADA
ACTG A53572 I 717 VRCO7_;5L?A3I(SZI(SSD4bS) = 1 trwdng hop phat trién R263K thanh CAB vdi BL cao
VRCO07-523LS IC50
=  16,9% v&i AE, 1 trudng hop IRR cap d6 1 dan dén d/c

= 8/10 duy tri &rc ché & Tuan 26 khi rat nhay cdm véi 1 trong
NCT048110403 Ib 11 LEN + TAB (CD4bs) + ZAB (V3)8 2 bNAb, 2 c6 HIV-1 RNA > 50 ¢/mL
= AE phé bién nhat: ISR cip d6 1 lién quan dén LEN

=  83% duy tri &'c ché & Tuan 28

36% duy tri trc ché & Tuan 44 vdi sy suy gidm bNAb

2 truong hop phuc héi sém véi khang BL, 5 truong hop
phuc héi mudn

PGDM1400 (V2) + PGT121 (V3) +

4 I
T003 /lla 12 VRCO7-523LS (CD4bs)"

*Truyén mot 1an 1-40 mg/kg IV hodc 10 mg/kg SC. ¥D3 nhan VRCO1-523LS (vi tri lién két CD4) + CAB LA. ¥40 mg/kg VRC01-523LS IV Q8W + IM CAB LA Q4W.
§LEN 600 mg D1, D2, LEN 927 SC mg D1 + truyén mot 1an 30 mg/kg TAB vao D1 + truyén mot [an 10 mg/kg IV hodc 30 mg/kg IV ZAB vao D1.
|ITrong b6 phan tich. 920 mg/kg PGDM1400 IV Q4W, 20 mg/kg IV PGT121 Q4W, 20 mg/kg VRC01-523LS IV Q4W.

1. Losos. CROI 2024. Abstr 117. 2. Taiwo. CROI 2024. Abstr 119. 3. Eron. CROI 2024. Abstr 120. 4. Juelg. CROI 2024. Abstr 121.
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Nhirng diém chinh can ghi nhé vé cac thudc
diéu tri HIV tiém nang trong twong lai

= Trong mdt nghién ctru giai doan Il vé viéc chuyén sang ISL + LEN udng
hang tuan, cé hiéu qud diéu tri va thay doéi vé s6 lvong lympho tuong
tw so v&i viéc duy tri phac d6 BIC/FTC/TAF udng hang ngay

= Cac nghién ctru giai doan | vé thuéc ARV udng hang tuan, bao gom
INSTI GS-1720 va NRTTI MK-8527, d3 chirng minh c6 phan &rng doi voi
vi-rut

= bNAbs (két hop hodc véi cac thude ARV khac) dang duwgc nghién ciru
tich cwc nhung van chwa san sang cho thoi diém quan trong
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Phac d6 2 thudc
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SOLAR-3D: Bdi canh

= DTG/3TC khong duoc phé duyét dé chuyén déi & nhirng ngudi nhiém HIV ¢é
tién st khang DTG va/hodc 3TC, hodc that bai diéu trj truwdc do.

— D{ liéu chua dd vé viéc liéu DTG/3TC cé thé duy tri HIV-1 RNA <50 ban sao/mL
& nhirng BN d3 kiém sodt virus khi chuyén ART c6 hay khong co dét bién
M184V/| trwdc day/hién tai va/hodc that bai diéu tri hay khong.

= Dit liéu gan day cho thay viéc chuyén sang DTG/3TC c6 thé duy tri kiém soét
virus & 96%-100% nguwoi nhiém HIV vao tuan 48-96 mac du co dot bién 3TC
trwdc day/hién tai va that bai diéu tri.

= Nghién ctru hién tai danh gid hiéu qua va an toan cda viéc chuyén sang
DTG/3TC o nhitng ngwoi nhiem HIV da diéu tri va kiém soat duoc virus.
1. Van Wyk. Clin Infect Dis. 2020;71:1920. 2. DHHS HIV Guidelines. 2021. 3. EACS HIV Guidelines. 2020. 4. Rial-Crestelo. J Antimicrob

Chemother. 2021;76:738. 5. Madhusudan. Open Forum Infect Dis. 2023;10:0fad526. 6. Blick. IAS 2023. Abstr OAB0202. 7. De Miguel.
EACS 2023. Abstr ep.A.097. 8. De Miguel. CROI 2024. Abstr 693. 9. Blick. AIDS 2024. Abstr SS0403LB.
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SOLAR-3D chuyén sang phac d6 2 thuéc & BN 6n dinh:,
Thiét ké nghién ctru

= Nghién ctru tién clru, ma, so sanh Wk 144

Ngui [&n nhidm HIV véi TLVR <50 | tt'eu'; ;u’d
ban sao/mL trong =6 thang dung / - rwroc day (n =

bat ky phac d6 ARV gbm 2-/3-/4-

thuéc 6n dinh ndo; cé that bai vi \ DTG/3TC tin sir [TTTPTT)
rit trirge do(N =100} TILLW] trwérc day (n = 50)

*>2 phac d6 ART trudc day véi mot trong cac diéu kién sau: that bai trong viéc dat dwgc HIV-1 RNA <50 ban sao/mL, tai phat
virut >200 ban sao/mL, hoac khang genotypic/phenotypic da duoc ghi nhan.

= K&t thuc diém chinh: ty 1& HIV-1 RNA >50 ban sao/mL tai tuan 48 va 96 (FDA Snapshot, ITT-E, theo
dé cwong)

= K&t thic diém phu: HIV-1 RNA <50 ban sao/mL tai tuan 48 va 96 (FDA Snapshot, ITT-E, theo dé
cuong), so truong hop ngirng diéu tri do TBVR (HIV-1 RNA =50 ban sao/mL sau dé la HIV-1 RNA
>200 ban sao/mL)

Blick. AIDS 2024. Abstr SSO403LB.
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SOLAR-3D: Két qua veé virus, phan tich theo dé cwong® "

HIV-1 RNA >50 copies/mL, n/N (%) C6(:"=1§3;'/ | Kha"%nci ':(')1)84\'/ |
Tiuchi | wk48 1/47 (2.1) 3/47 (6.4)
chinh Wk 96 2/44 (4.6) 1/45 (2.2)

Wk 144 2/39 (5.1) 3/39 (7.7)

HIV-1 RNA <50 copies/mL, n/N (%) Cé(:/l:i:;l/ | Khﬁnincc: 2’;1)84\,/ |
Tieuchi | Wk 48 46/47 (97.9) 44/47 (93.6)
phy Wk 96 42/44 (95.5) 44/45 (97.8)

Wk 144 37/39 (94.9) 36/39 (92.3)

Blick. AIDS 2024. Abstr SSO403LB.
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SOLAR-3D: Cac bién cd bat loi dén tuan 144

Bi€n cd bat g, n (%)

Prior M184V/I (n = 50) No Prior M184V/I (n = 50)

C6 bién ¢b bat lgi (Aes( 23 (46) 24 (48)
AEs lién quan dén thuéc mirc d6 1/2 3 (6) 5 (10)
Tat cad cac AE mirc d6 1/2 (xay ra & 22% dan sd)

* Matngl 0 2 (4)

*  Trdm cam 1(2) 2 (4)

*  Pau dau 1(2) 1(2)

*  Choéng mat/choang vang 1(2) 0

«  COVID-19 2 (4) 5(10)
AE dan dén viéc rut khdi nghién ctru 10 (20) 7 (14)

* Tk vong 8 (16) 2 (4)

*  Bigiam gilr 1(2) 1(2)

- M4t theo dbi (LTFU) 1(2) 4 (8)
AE lién quan dén thudc dan dén viéc rut khoi nghién ciru 1(2) 0

*  AE nghiém trong, n/N (%) 19/12 (24) 30/10 (24)
«  Ung thu (tuyén tién liét, hau mon) 3 (6) 2 (4)

*  Nhéap vién (khong lién quan dén thuéc nghién ctru), n/N (%) 8/6 (12) 28/8 (16)
* Tk vong 8 (16) 2 (4)

Blick. AIDS 2024. Abstr SSO403LB.
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SOLAR-3D: Két luan ctiia nha nghién ctru M

= Viéc chuyén nhirng ngudi nhiém HIV diéu trj nhiéu phac do
ARV trudc day va da kiém sodt duoc virut sang phac d6
DTG/3TC cé hiéu qua va bén virng trong sudt 144 tudn mac du
cé that bai diéu trj trwdc dé va dét bién M184V/| trudc day
hoac hién tai

= Khéng cd ngudi tham gia nao ngirng diéu tri do TBVR

Blick. AIDS 2024. Abstr SSO403LB.
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2. PASO-DOBLE (GeSIDA 11720): Chuyén doi sang
DTG/3TC so v&i BIC/TAF/FTC & nhirng ngwei nhiem HIV
d3a kiém soat vi rut
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PASO-DOBLE: Thiét ké nghién ctru

= Thir nghiém giai doan IV da trung tdm, ngau nhién, nhian mé& tai Tay Ban Nha.

Phén tang theo
viéc str dung TAF
luc ban dau, gioi

Nguwai [&n véi HIV-1 RNA <50 ¢/mL trong rinh khi sinh

>24 tuan; PD ART hién tai véi 21 vién/ngay DTG/3TC

bao gdm ca chat tang cwong COBI, EFV, - (n=277)

hodc TDF; khdng cé that bai vi rat hodc

khang ART trudc do; chua tirng st dung

DTG hodc BIC; khéng bi nhiém HBV man
tinh(N = 553)

= Két thac diém chinh: HIV-1 RNA trong huyét twong =50 c/mL tai tuan 48 theo FDA
Snapshot vai bién d6 khong thua kém la 4%

BIC/FTC/TAF
(n=276)

= Két thac diém phu chinh: hiéu qu3, an toan, kha nang dung nap, thay doi cdn nang

Martinez. AIDS 2024. Abstr OAB3606LB.




PASO-DOBLE: Hiéu qua virus hoc
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HIV-1 RN 250 ¢/mL HIV-1 RN <50 ¢/mL
(Két thac diém chinh)

Két qud nhanh tai tuan 48 (Dan sd ITT-E)
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HIV-1 RNA 250 c/mL

) DTG/3TC  BIC/FTC/TAF
93.1 ) ’
89.9 g__1.4_| 4% noninferiority
M DTG/3TC (n = 277) 0. 34 margin
W BIC/FTC/TAF (n=276) & £ 7 5 0 2 4 6 8

HIV-1 RNA <50 ¢/mL

-~ BIC/FTC/TAF DTG/3TC
8% . 3.3 B
noninferiority _1'4 - 7.9
9.4 margin
4.7 & & 4 > 4 6 ¢
0.7 -8 6 4 -2 O 2 4 6 8

Khdéng c6 sé liéu

BIC/FTC/TAF; P =.106

trweong hop khang thuéc mai xuat hién & ca hai nhém.

Martinez. AIDS 2024. Abstr OAB3606LB.

Su khac biét vé ty Ié ngwdi tham gia (%) (95%
Cl)

Dé&n tuan 48, cd it nhat 1 [an tang vot vi rut hoc & 5,8% (16/277) & nhanh DTG/3TC va 9,4% (26/276) & nhanh

Téng cong cd 98 so vdi 152 lan tang vot vi rut hoc & nhdm DTG/3TC va BIC/FTC/TAF, twong &ng.
Khang dinh that bai vi rdt dén tuan 48 & 1 ngwdi nhan BIC/FTC/TAF so vdi 0 ngwdi nhdn DTG/3TC; khong cd
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PASO-DOBLE: Tac dung ngoai y

DTG/3TC BIC/FTC/TAF

TDP hé théng co

TDP, n (%) P Value

(n=277) (n =276) quan ¢ 210% cua DTG/3TC BIC/FTC/TAF
BAt ky TDP 207 (74.7) 216 (78.3) 327 bjfy';y hhanh nao, (n=277) (n=276)
N({7
TDP d6 3/4 3(1.1) 10 (3.6) .049 S
i Nhiém trung 36.8 45.3
TDP nghiem 12 (4.3) 13 (4.7) 831
trong Co xuong 19.5 18.5
TDP do thuoc 19 (6.9) 27 (9.8) 213 T [ 173 105
TPP da:r.1 dén 1(0.4) 2(0.7) .561 Chuyén héa 13.7 94
rut khoi NC*
T6an than kinh 9.7 13.4

*DTG/3TC: khé chju chung va dau co, n = 1; BIC/TAF/FTC: mat ngt, n = 1;
r6i loan gidc ngd, n = 1.

= Khdng cd AE lién quan dén thudc nghién clru hodc AE dan dén tr vong & ca
hai nhom

Martinez. AIDS 2024. Abstr OAB3606LB.
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PASO-DOBLE: Két qua vé can nang

Chénh léch trung
DTG/3TC BIC/FTC/TAF  binh da diéu chinh

Két qua tai tudn 48

(n = 265) (n = 254) hoac OR (Khoang
tin cay 95%)
Thay ddi cdn ndng so vdi ban +0.92
d3u, kg +0.89 +1.81 (0.17-1.66)
Thay d6i BMI so véi ban dau, +0.32
o/ +0.32 +0.64 10.06-0.58)
Ty & phan tram ngudi tham gia Dol
Ve e 5 g 20.0 29.9 (1.19-2.76)
co tang can >5% P= 006

*Adjusted OR.

Martinez. AIDS 2024. Abstr OAB3606LB.
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PASO-DOBLE (GeSIDA 11720): Két luan cta cac

nha nghién cuoru

= O BN diéu tri ARV kiém soat dugc virat, hiéu qua virut khéng kém hon
khi chuyén sang DTG/3TC so vdi viéc chuyén sang BIC/FTC/TAF.

= DTG/3TC va BIC/FTC/TAF déu cd rao can khang thubc twong doi cao.

= C3 hai phac d6 déu dwogc dung nap tot, vdi it truong hop ngirng diéu tri
do tac dung phu.

= Viéc chuyén sang BIC/FTC/TAF dan dén ting can dang ké hon so vdi
viéc chuyén sang DTG/3TC.

= Mrc d6 tang can cé thé phu thudc vao phac d6 ART trudc dé va thubce
chinh.

Martinez. AIDS 2024. Abstr OAB3606.
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Chira khoi HIV
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Lich st chiva khéi HIV

= N3am 2007, Timothy Brown, dwgc goi la BN Berlin dau tién, la ngwoi dau tién duoc
chira khoi HIV qua ghép té bao gdc dé diéu tri bénh bach cau tlr mét ngudi hién
tang mang dot bién gen hiém CCR5-delta 32, c6 kha nang khang HIV di truyén -
khi€n cac té bao mién dich duoc tai tao (t€ bao CD4) khong thé bj nhiém HIV.

= Mac du Timothy da chét do bénh bach cau tai phat vao nam 2020, nhwng thanh
cong trong qua trinh diéu trj cia anh d3 gitp 5 nguoi khac ap dung cac phuong
phap diéu trj twong tu ghép té bao goc khdong khang HIV (I1ay tr mot ngudi hién
tang khéng mang dot bién nay) va thuyén giam kéo dai.

— 2019: Adam Castillejo (BN London)
— 2022: Paul Edmonds (BN City of Hope, California) va 1 phu nir (BN New York)
— 2023: Marc Franke (BN Dusseldorf) va Romuald (BN Geneva)
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Bénh nhan Berlin th hai M

= Bénh nhan thi bay, nam gidi nguoi Dlrc sinh nam 1964, con goi "Bénh
nhan Berlin thi hai”“ =2 da dwoc chira khoi HIV cung vdi sau BN khac trudc
dé cling bang phuong phap cay ghép té bao gbc dé diéu tri ung thu mau
va HIV.
— Céac té bao cla nguoi hién tang hau nhuw khéng bi HIV xam nhap—cac té bao
cd dot bién gen "dong hop ti" kép doi véi mot loai protein, CCR5-delta 32,
mot thu thé can thiét dé HIV xdm nhap vao té bao.
= Bé&nh nhan Berlin th& hai, d3 duwa ra mot tuyén bo gay tiéng vang: "Mot
nguwoi khoe manh cé nhiéu mong mudn, mot ngudi bénh chi cd mét mong
mudn chita khdi bénh ma théi“ 2 Huwdng tdi chira khoi HIV

https://www.amfar.org/news/the-second-berlin-patient/
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