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4. SvIhCESEE 10. CAB+RPV(HIV : FID#FH5ETEESIH)
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DTG: dolutegravir. RPV: rilpivirine. 3TC: lamivudine . CAB:
cabotegravir
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20185 12H : EAFSE (RMmE . SvILh®)
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20184E98 : RRINEIZER. 108 : KEHFEF (FEEE)
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=20195F4A X TICHKERTFTE

CAB+RPV LEH¥FiE : 20195~
AOFHEMEEHF (1nBFERE2nB(IC1EIRS)
2018883 ATLAS:BZRKIN. 20184 108 FLAIRERERAK I
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@ SHIONOGI 20195F2H1H~ DTG: dolutegravir, RPV: rilpivirine, 3TC: lamivudine , CAB: cabotegravir
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CAB+RPV RIF 348 ERIER
(ATLASEER : Switch, FLAIRGHER : Naive)
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> ATLAS : CAB+RPV 92.5%. BEfF0O1H1EIB3FIFRAL S A> 95.5%
> FLAIR : CAB+RPV 93.6%. Triumeq® 93.3%

- BEAGEREE
— CAB+RPVIZ. PBFIOFAELIERUTHEEN B ECILE
— CAB+RPVEFCEIDMIrANfc ARGl D 0 EEE, UIEmOELOEE*EDE
CAB+RPVZIFATE

> ATLAS : CAB+RPV 86.4%. BERfZO1H1EIBHEIFREALZX> 2.3%
> FLAIR : CAB+RPV 90.8%. Triumeq® 0.7%

¢ ﬁé‘l‘i\ ?'vi\g'rﬂi
— CAB+RPVICLBEEL. BBEMENZL. Phase llb sHERE[EIFR

o DALIAFRK
— BAECZYIDFREFEFLALRDAHNT (F91%)  XEREFHS LU Phase Ilb
SUER COFEIRZR L [E)HR
> ATLAS : CAB+RPV 3% (91%). BEAfFD1B1EBFHRAL A 444
> FLAIR : CAB+RPV 3% (#91%) . Triumeq® 3%

* ATLASERER : BEIfFO 1B 1EIDO3FIHROAL - X2 FLAIRERER @ Triumeq®
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2019/3/7 ViiV#ECROITO T L > T -3 ERER

ATLAS: High Participant Satisfaction (HIVTSQs)
-and Preference for Injectable Therapy """"""""""""""""""""""

FHvisas Towiscorer 50 55 z

" Difference (QS%CI]

. =CAB LA + RPV LA :
; ; : : Kk 24% . : : _
L ICARWEEKN ..... . }53941?660)p<0001

. The CAB + RPV group: were mere

Week 44F R e - f. 2:00.(4.9/-0.90), p<U.UU1
injectable treatment compared | : : - 6. 12 | | |

with partl-::lpants recewlng CAR +u 44

Slngle |tem questlon on partlclpants preference at Week 48
-+ |ITT-E population: 86% (266/308) preferred LA; 2% (7/308) preferred dall'j,r Dral therapy

— Responding participants: 97% (266/273) preferred the LA regimen over previous oral therapy

- CAB, cabotegravir; CAR, currentantlretrowral HIVTSQS HIV Treatment Satlsfactlon Questlonnalre {Status) ITT-E, |ntent|0n -to-treat exposed LA, Iong acting;

- RPV, rilpivirine.
. *Adjusted mean change. from baseling; adjusted for, baseljne score, sex, age,. race, and basellne third, agent class, Error bars show 95% confidence |nterva| n .3_0.0 for. .
- CAB + RPV-at Week 24 and n=300 at Week 48; n=288 for CAR at Week 24 and n=294 at Week 48. j S,'mdens S etal CR(” 2019; SEEII'NE WA Abstract 1”5

Conference on Retrovlruses and Opportunlstlc Infections; March 4-7, 2[[19 Seattle, WA

@ SHIONOGI CROI: Conference on Retroviruses and Opportunistic Infections 123
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2019/3/7 ViiVitCROITOI L > 7 —2 3> BERlikt
FLAIR: High Participant Satisfaction (HIVTSQc) and
Preference for Injectable Therapy

HIVTSQc Mean Total Score* -33 Improvement 33

= CAB LA + RPV LA

(Rded) Week 48 Difference (95% Cl)
= DTG/ABC/3TC 4.1 (2.8-5.5), p<0.001
(n=266)
* Change in satisfaction with current treatment vs induction phase treatment was significantly higher for

LA vs DTG/ABC/3TC
—~ HIVTSQs exhibited a ceiling effect, with very high baseline satisfaction scores in both groups (data not shown)!

Patient Preference Survey

Single-item question on participants’ preference at Week 48:
* ITT-E population: 91% (257/283) preferred LA; 1% (2/283) preferred daily oral therapy
— Responding participants: 99% (257/259) preferred the LA regimen over previous oral therapy

ITC. lamwudine, ABC abacave, CAB, cabolegravir, Gl confidence mterval DTG, doltegraver, HIVTSQc, HIV Treatment Satisfaction Queshonnare (change verson
HIVTSQs, HIV Treatment Satisfaction Questonnare (status version), ITT-E, ntention-to-ireat exposed, LA long-acting, RPV_ nipvinine. SE. standard error
*Adpusied lor baselne HIV-1 RNA (< vs 2100 000 o/mdl. ), sex, age, and race. + SE Based on observed dataset of paricpants who compleled the questionnare al Week 48 or caly

withdrawal, TMantenance (Day 1) HIVTSQs baseling mean score comparable between both afms with the same mean value of 58 out of GG points
Orkder C, ot ol CROI 2019, Seatie. WA Absiract 3947

Conference on Retroviruses and Opportunistic Infections; March 4-7, 2019; Seattle, WA

@ SHIONOGI CROI: Conference on Retroviruses and Opportunistic Infections 124
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DTG: dolutegravir 3TC: Lamivudine RPV: rilpivirine CAB : cabotegravir
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HEZ B IBI5AIR (DNASYF) &EI7—2
O' FHRICRERIBIA(IR) (THEHFHAH

Symbiotic® seeks, finds
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NemesistEhSD T L AUY—2 @ http://www.nemesisbio.com/shionogi-invests-nemesis-technology/
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[T =—=@— Baloxavir c 4
2 E -
[
£ \3 0 T == @= Placebo a 0.8
£8 S ~a T
o o S T = @= Oseltamivir 3
= g -2 - . S 06
7]
g £
>~ 4 - 2 0.4
£g E
<5 8 I £ 02
@35 6 - E 3 T g
00 = o
c S # * o
© 3 o
S # i £ o0
© _8 T T T alk
0 30 60 90 120 150 180 210 240 270 300 330 360
re-dose 1 2 4 8
P Time from Start of Treatment (hours)
Baloxavir (n) 153 150 148 145 145
Placebo (n) 159 154 150 145 145 === Baloxavir = ==' Placebo = = = Oseltamivir + Censor
Oseltamivir (n) 139 133 131 126 123

-

*p<0.05 vs placebo, #p<0.05 vs Oseltamivir 167

Test: van Elteren test; Median 74.6™# 100.6 101.6
Stratification factors:

region, composite symptom scores at baseline and
preexisting and worsened symptom.

BRIEEICHNT, ACIFZENBICLEABRICA YINID Y @mRiZraiE
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Unit of Median: hours,
*p<0.05 vs placebo, #p<0.05 vs Oseltamivir
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T.O.V.A.® (Test of Variables of Attention)

> RERIISIE Target Non-Target

> VS LIZHEETEHLTFIVIC -

XL TRIGREDOIS—%BIE

> FEE. BHitE TR -

> FDAMGEEIRBEREL TREE gy A =B
DHRET B

TOVA (&, FDAN2017F(CHESRUTE 3 DO ERR R HilLIEFT X
NCPTYDSEDM 1 DTHD, NEBEFNEZATEITIEDTHD.

® SHIONOGI T.O.V.A. Professional Manual. Los Alamitos, CA. The TOVA Company, 2018. 149



$-588410

¢ ESMO2018FFzT—4
— O TIEEER S ECDSR TS (TIL) DiEH%FEs?

— 8BIh7BITIZPD-L1 TR CHER red: 08
Pre-treatment After 6 time treatment Blue: GranzymeB

/ »

* FIPD-(L)1FUA FFEEkES

PD-L1 induction by CTL
Infiltration to tumor

EN-v
L 4
PD-1/PD-L1 Hig!
inhibitor

— BARTFRIIFOT, PAKSRIITIZRE o - N
— PD-() AT, RElHIIEZAERR | s!i A " I;High@

High TIY High PD-L1

Low PD-L1¥ . E) ‘ o

» %Q %ﬁ”%iﬁ?(i;‘j}%bﬁ%‘:\)nﬁb\%ﬁ(: ) ‘k Peptide L] r;z)»L; PL.7-1./PlD-L1 &
BUVTEAHAEE TRl IR AR SR O =W

[Low 711

Low PD-L1

CTL: Cytotoxic T lymphocyte Referred from “Science 3 April 348; 56-61 (2015)"
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2019/3/7 ViiVFECROITODT L P 7 —2a> ERliri%
'ATLAS Virologic Snapshot Outcomes at Week 48 for ITT-E:

5 40 - - -
E : : : : ; Key sécondary
. E o ; : : i : ; ; dpoint: ;
20 | endpo
g L - L S RE B0 L T
S : 36 qpyNt . — R/ - LA noninferior to
“ o — : : " margin i - 6.7 - |07 : C5A{1R E_H'E"' th':A 48
: : Virologic . No virologic —r—T—T —r——— <20 c¢/mL)at Wee
........ ........ ........ ;success.; ....... data ....... ..... -1G-8-8-4-2U248810
' ' (<50 c/mL). | | : Difference (%)

. CAB, cabotegravir: CAR, current antiretroviral: Cl, confidence interval; ITT-E, intention-to-treat exposed: LA, long-acting: NI, noninferiority; RPV, rilpivirine.
- *Adjusted far sex and baseline third agent.class. ' ' ' ' ' ' ' '

Swindells S, et al. CROI 2019; Seattle, WA. Abstract 1475.
Conference on Retroviruses and Opportunistic Infections; March 4-7, 2019; Seattle, WA
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| 2019/3/7 ViVALCROITOI LT —Sa> &Rl |
FLAIR Virologic Snapshot Outcomes at Week 48 for ITT-E:

100 - 5 936 93.3
= ' _ _ _ 0.4 _ _ _ _
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: - success - data ; 10-8 6 -4 2 0 24 6 810 ; ;
(<50 c/mL) : : : Difference (%)

3TC, lamivudine; ABC, abacavir, CAB, cabategravir, Cl, conhfidence interval; DTG, dolutegravir; ITT-E, intention-to-treat exposed; LA, long-acting; NI, noninferiority; RPV, rilpivirine. -
*Adjusted for sex and baseline HIV-1 RNA (< vs 2100000 ¢/mL).~ R I SR I
. . . . . . . . . Orkin C, et al. CROI 2019; Seattle, WA, Abstract 3947,

Conference on Retroviruses and Opportunistic Infections; March 4-7, 2019; Seattle, WA
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