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Reducing long term effect of HIV medication on the body ranked as the most == — -
important improvement among people living with HIV (PLHIV) '”‘bé'“‘%o)_ Z("

PLHIV worry about long- PLHIV would consider reducing
V/X term effects of HIV 114 the number of drugs in their
treatments’ regimen to the minimum’

1 Positive Perspectives survey, 2017 DOF. MarcotullioS, et al. EACS 2017, poster PE25/9
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*20192E4H30H. ViiV Healthcare analyst call  https://www.gsk.com/media/5411/fuelling-our-future-growth-slides.pdf

®SH|ONOG| DTG dolutegravir. 3TC: lamivudine. TAF: tenofovir alafenamide fumarate. 15
F: tenofovir disoproxil fumarate. FTC: emtricitabine



https://www.gsk.com/media/5411/fuelling-our-future-growth-slides.pdf

[SONG |
\‘ for you! /,“I

Appendix

. ENERAERR 55 LEIEIEHR -

- FABURRE GEAE) -

- 2019FFEB1AFHAIDER KR (ZDM) -
. 2019 EOBIRRDFE -

- SATSAIDRR -

- B EHI—Syb -

- FTRmMDTES: -
- ViiViEZSRREN -
-SA)¥I7—N -

® SHIONOGI



EIRNEEZE  1GINE G

EINERAESRER XpifEt L SERE

STRUY IS DESE(T EHAN—ATD
20184EE LT FIF—FE =11y ey
- y%x S (AL F2F9)
LZIH?JJ’JIJI/%ZI\ —IL®  A)IRF>® +95 - — -

6H : 7AZ)RA®
Ve \V¢ T

1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q FHR 1EEA
Fi82 T

20174 20184EE 20195EE

3934 HAE T I8 U2 & Bk

@ SHIONOGI 17



HIABAARE (GEHS)

m &E sHEREE (B BRA)
778,741 754,631
672,429 671,954

Hi: BAH 2019 20194 8RR
3AX 6AX

=175 MENEE 461,743 443,535 |  A18,207
EE & 316,997 311,096 5,901
=V mEgE 89,107 64,855 | A24,252
BEE&E 17,203 17,822 618
TERE H®EE 652,371 661,332 8,960
Z0Ath 20,058 10,622 9,436

20194E3HK  2019%F6A

20194 20194

3AX 6H=X
B2 &KX 85.7% 88.4%

@® SHIONOGI 18



2019 EE1MEMDERRE (JSAT54>) =

P Phasel D Phasell D phaseml > FE D RB.RE

iy EE S
ERERE
|- [4>Fa1=7
TR SRR BB AR
TEE NS
PORNIAEIR
IDOVATO® | DOVATO®
| o TANGO (HkfE) RN R
| = A8IE I B EMIE B ERK, (HFTREE. HirEE)

| IOVFATRE

' ~ CEENGORIA iz
®SHIONOGI 2019E5H 108 ~20195E7A 298 (CEEN GO IEB D H 7z k% 19



2019FEHIMEBOL AR (Z0M)

e 58
— AEAA REEFMHAEME B RizmMoic®DMoltenittEDA AV h—
7> RICH T BERFE K GH S

e 68
- KA SHEAZTEOHFERTTHE TERREVERD
— AEAA REEFE M EWAEIAEEERIZMoic® DFerrerft EDARA BT
ARFEE2 RS
— MOUINNIFORZBEAEENFE LusutrombopagRSUNCHER2/EGFRFE
=&IEpertinib@PECHIBEddingpharmTIL—-TEDSA > 22K
i
e 7H
— PURIREPcrVE MEE/I0—FIILFUARCOT-1430DEH (CRIITDAMR
Centret D1 7> AE2 S

@ SHIONOGI * 20194F5H108~201957A29R(CEENBORIREOAZRE 2



2019 EDRHFEMTE : HER/AKER

e/t B
(/N2ADHD) %g)ﬁ (2019.3)
1>F1-7° 1Z X ZES
(5% AADHD*) (68) (2019.6)
2724703 CRitf?  NIEUULE
KE  BEBASOEmERERR 0T CRRET L N
E. BN SR S ARSI B A ACRER AL RN
) e e
\J“jjl/_ﬂ‘® = —_ i.___l
(A INTAFIA R i = OEE
OFEHIF (PR 20kgFiH) ézg 7" -
QEBAIHIL PR (K& 20kg K575) Fossan I ﬁgf‘ L
OFHIES BRI\ T (MR

AFSISFS TR s -
(BT ICH 2 5ER) 1(;5)32 BHA 5T -

—

@ SHIONOGI FPME2019858 1080 ~20197H290OEE AT E » RS TH 21




2019 E DFERFE : Phase | ~ lli

| BiSRoamms) | Phasel  Phasell  Phasell | i | &R

S-812217 BA: BHORE . :
(505 1E) @saE sy | 0T L BRI
Rizmoic® FRM : Phase I/1I5RERBAGA
(AEAA REFEFIEEECIVR)) (PivotalztE®)
tJ+470J0 0-)N0 :
(ZHIMED S A2 R T2 EPKIEER
(INR)) DIz DRERBIIA
POCGHER =kNE
S-600918 +E3/,\=E3 b A
@A - ERERIF ISR, R P(,}E, fﬁ)ﬁf‘? I
S I====H A7 .
RERSITER) GEER AT
SR-0379 e | S R =k ¥
R, A RS POCHERET
S-770108 RE :
G FE M RBARAEENE) FhiL A ER FAA
® SHIONOGI * Proof of concept [:_::3’ BRITTE

22



2

B FE M ESEE) 58 | KR

S-005151
(AitEZE)

S-637880
(FREFEEEER)

FITASD>
(POI*)

FRRANZZX LFTHIVER
(HIVERERE B )

SDT-001
(ADHD)

—

® SHIONOGI * Post operative ileus ’ HBATFE » HEBITHE 23



NATS54 O DIRR (2019578298 R7T)

SR (SR - -im--:m-m—
I AV INIF A )V RBRE ‘ BN FE S
HVOA )V ASEE N i . 747020 £J4702)0 CKE)
I : | s-004992+% s | srzo08ssmenn | | ot tiitle, BB e B DT
| rerzERE I S-117957 T | s-707106 svmmm Lol (M) |
| FE 2 BIE) S LR BRAE
- . I S-237648 e I S-488210 TEW&EIHA ‘ NOFHEN YIVRFEDI
| nEEESsE o BB \
I gﬁ&ﬁ I s-588210 @HZD\/\J I epertinib %’l&ﬂi% ‘ M
Rizmoic® S
| BTy \ I ACAHIFFEEBE (192) I S-588410 mnis, |
| ~OFrERR
ADHD
|_som | Emmise
l ‘ I $-812217 I £74703) I £74703) || A£SIVFLOTR
| 7nyngz-% S 5ORAE | SR 5 AR BRI 5 AR ERBE BRI B S
s 5-600918 I 5-600918 o
I_ sostRE o E I ol g omz#ﬁ%:m SE
| misschis biE- FROSHE \ I 5-637880 I s
I RTFREES RS ojmj/ﬂ%géum S
N8 2)
- S I S-010887 mizmste I $-237648 it FEE
| sﬂsjfgs | I 5770108 I S bt I PO 2R
- ’ ’ - AFTURCLBZ 7L F R X
I NASH | st L I $-588410 &iinh
- EEp
| — | | s-588410 Bt | s
I 5-540956 | SR-0379 mwas \ | =i
BTS2 | PR
| ~AOFRERER I SR | II=Z
BSHONOGI  SEEECIBLTISBAN, EHOBRIDISLIEFNSBENGIET - phase | i 24
THE20198E5H 108 ~2019F7H29BDZEE *** Phase I/Il EHtaH




NAT 541 DIKR

-ERTPINSAEAGREB (201957829835

GSK3342830
ZRIMIED S LIS RREE

<N
ﬁsowe\

E) \&fiml&

FIG (VBRE) | Phasel | Phasell |  Phasell | @

Dovato® HIVEZE et
TANGORER (HEHFEE) A
CAB #5585 CAB+RPV 355125
HIVEER T HIVERSYE
Xofluza™
A INIDT A RS
@)
Xofluza™
oy;u»:;w»m S
J\182
( | mo
| mw-
| con

AFX3>F>°TR (1BEESE)
1>F1=7® (BkA)

Dovato® : ERZE—&ER (FRM)

: Phase - (HAX)
: EAEE 7K

e (AA)

@® SHIONOGI

DTG: dolutegravir 3TC: lamivudine CAB : cabotegravir RPV: rilpivirine

25



Hm Ethy-syh

20175 E (EfH) 20185FE (E4H) 20194 E |
EIPEE |
AM12049° 1F1=J° -tk
AF1=J° A AADHD

/J\TEJADHD EN> e

AFSIR: /NRADHD

it e Y-t (FEHIE)
P77 BT

INBBEETUILF SR AD)

VYII—-Y8E (A /NR)

BNEE
Symproic® (KE) Mulpleta® (CKE) 247703V CKE)
JVAROYARING  (FRM)
NOFHEL QIIRFEIIN (EE)
Rizmoic® (Fx)
J0— ) EHES
Juluca® (DTG/RPV) Juluca® (DTG/RPV) (EXRJMN) Dovato® (DTG/3TC) CKE. BX
CKE) Osphena® (CK[E) M) - EmiE CRE)
EfR I AR MAE (CA O IER IR R CAB+RPV (jk)
Xofluza™ (*\ OWH*) Xofluza™ (*\ HR**)

DTG: dolutegravir. RPV: rilpivirine. CAB : cabotegravir, 3TC: lamivudine
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SE10EERIAAFE (201967H21~248) | ViVREEER LR
GEMINI-1 AND GEMINI-2 PHASE |ll STUDY DESIGN

Identically designed, randomized, double-blind, parallel-group, multicenter, non-inferiority studies

Screening 11 Double-blind Open-label Continuation
(28 days) : phase phase phase

DTG + 3TC (N=716) DTG+ 3TC
DTG + TDF/FTC (N=717)

| | | |
Day Week Week Week Week
1 24 48 96 144

« ART-naive adults

Eligibility criteria Primary endpoint Countries _ _

» VL 1000-500,000 c/mL at screening at Week 48: Argentina Australia Belgium

« <10 days of prior ART - i R —— e

Y P , . participants with Italy Republic of Korea Mexico

* No major RT or Pl resistance mutation HIV-1 RNA <50 c/mL N et By Poland

* No HBV infection or need for HCV therapy (ITT-E Snapshot)2 Portugal Romania Russian Federation
South Africa Spain Switzerland
Tarwan United Kingdom United States

Baseline stratification factors: plasma HIV-1 RNA (100,000 vs >100,000 c/mL) and CD4+ cell count (<200 vs >200 cells/mm?3).

3-10% non-inferiority margin for individual studies.

Cahn et al 1AS 2019, Mexico City. Mexico. Slides WEABO404LE.

DTG: dolutegravir. 3TC: lamivudine. TDF: tenofovir disoproxil fumarate. FTC: emtricitabine
@ SHIONOGI g P 28
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DTG + 3TC IS NON-INFERIOR TO DTG + TDF/FTC IN SNAPSHOT HIV-1 RNA
<30 C/ML AT WEEK 96

_ 97 a0 o _ ____‘f;f_____i 89.4 89.5
- - — ¥ F - E ?I
g 93.2 91.5 . * +— 4 Snapshot
A 80 - 87.2 86.0
28
X
3 60 -
£ Adjusted difference, %
o Treatment Responders, n (%) (95% CI)?
% 40 - S hot DTG+ 3TC 616./716 (86.0) -3.4(-6.7,0.0)
< hapsho DTG+ TDF/FTC 642/717(89.5)
£ 20 DTG+ 3TC 692/716 (96.6) 02(-18,22)
A TRDF DTG+ TDF/FTC 691/717(96.4)
>
f O 1 L | 1 L] L] 1 L] L] 1 L] L |
0 4 8 12 16 24 36 48 60 72 84 96

Study visit

*  Non-inferiority criteria were met for GEMINI-1, GEMINI-2, and the pooled analysis

+  Treatment related discontinuation = failure (TRDF) population accounts for confirmed virologic withdrawal, withdrawal due to lack of
efficacy, withdrawal due to treatment-related AE, and participants who met protocol-defined stopping criteria

*Based on Cochran-Mantel-Haenszel stratified analysis adjusting for the following baseline stratification factors: plasma HIV-1 RNA (£200,000 vs *100,000 /mL). CD4~ cell count

(=200 vs >200 cells/mm3), and study (GEMINI-2 vs GEMINI-2). The upper limit of the g5% ClI for the pooled analysis was 0.0007%. TRDF (unadjusted difference) was a pre-plannad analysis at \Week 96.

Bln GEMINI-1, HIV-1 RNA <50 c/mL (95% Cl) was achieved in 3007356 participants (84.3% [80.5-88 1)) in the DTG + 3TC group and 320358 (89.4% [86 2-g2 6] in the DTG = TDF/FTC group (adjusted treatment
difference 195% CI. -4.9% [-9.8. 0.03]). In GEMINI-2, the correspending values were 316/360 (87 8% [84.4-012]) and 3227359 (89.7% [86.5-02 8)). respectively (adjusted treatment difference [95% CIl. -1.8% [-6.4. 2.7)).

Cahn et al IAS 2019 Mexico City. Mexico. Slides WEAB0404LE.
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NO TREATMENT-EMERGENT RESISTANCE WAS OBSERVED AMONG
PARTICIPANTS WHO MET CONFIRMED VIROLOGIC WITHDRAWAL CRITERIA

GEMINI-1 GEMINI-2 Pooled

DTG+ DTG+ DTG+
DTG+ 3TC TDE/FTC DTG + 3TC [ TDF/FTC |DTG + 3TC  TDE/FTC

Variable, n (%) (N=356) | (N=358) | (N=360) | (N=359) (N=716) (N=717)
\Xeek 48 CVW 4(11) 2 (0.6) 2(0.6) 2 (0.6) 6 (0.8) 4(0.6)
Weekgb  cvw 5 (1.4) 4 (112 6 (17) 3(0.8) 11 (1.5) 7 (1.0)2
Tre_atment—emergent 0 0 0 0 0 0
resistance

30ne participant met the criteria for CVW at Week 12 but was not reported at the Week 48 analysis because of a laboratory reporting error identified after the
Week 48 analysis.

Cahn et al. IAS 2019 Mexico City, Mexico. Slides WEABO404LE.
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TANGO PHASE Il STUDY DESIGN

=_I —t g R /// e \\‘
sBRT HA > o)

—

Randomized, open-label, multicenter, parallel-group, non-inferiority study

Screening Randomization?®

Early-switch phase Late-switch Continuation
11 phase phase

DTG/3TC (N=369)° DTG/3TC
TAF-based regimen (N=372) DTG/3TC DTG/3TC

=Adults, virologically
suppressed (HIV-1 RNA

<50 ¢/mL) for >6 months
-Stable TAF-based regimen

Eligibility criteria Day Week Week Week Week Week Week
-22 documented HIV-1 RNA 1 24 48 g6 144 148 196
measurements <50 ¢/mL
-No HBV infection or need for HCV 1 Countries
therapy Primary endpoint®: participants Australia ~ Germany  United
*No prior VF and no documented NRTI with virologic failure per Belgium Japan Kingdom
or INSTI resistance L FDA Snapshot (ITT-EX Canada Netherlands United
-TAF/ FTC + Pl or INI or NNRTI as initial France Spain States
regimenc

2Stratified by baseline third agent class (Pl INI. or NNRTI). "Two patients excluded who were randomized but not exposed to study drug. “Participants with initial TDF
treatment who switched to TAF 23 months before screening. with no changes to other drugs in their regimen, were also eligible. 94% non-inferiority margin. €Includes

participants who changed a background therapy component or discontinued study treatment for lack of efficacy before Week 48. or who had HIV-1 RNA =50 c/mL in the 48-
week window.

van Wyk et al |AS 2019; Mexico City, Mexico. Slides WEAB0403LB.

® SHIONOGI DTG: dolutegravir. 3TC: lamivudine. TAF: tenofovir alafenamide fumarate
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DTG/3TC IS NON-INFERIOR TO TAF-BASED REGIMEN AT WEEK 48

Virologic outcomes Adjusted treatment difference (95% CI)P
100 ; 932 93.0

=
2] u DT_G"“?'TC 19 07 ! Primary endpoint:
= 80 1 (N=369) | DTG/3TC non-inferior to
—e— 1 .
% m TAF-based regimen 03 _4;’" ’?O”,t'yl TAF-based regimen
- - inferiori - J
k= 60 (N=372) margin : (250 ¢/mL) at Week 48
3 L} L] L] T L] T L] 1
5 -8 -6 - -2 0 2 4 6 8
40 A
5 DTGI3TC
£ | -
20 - ! 39 Key secondary endpoint:
é' 65 B5 i ' DTG/3TC non-inferior to
o 0.3 05 | _8% non- 02 TAF-based regimen
0 { inferiority margin (<50 ¢/mL) at Week 48
HIV-1 RNA HIV-1 RNA No virclogic . ' ' ' . ! ' ' !
-8 -6 -4 -2 0 2 - 6 8
=50 ¢/mL?* <50 ¢/mL data

Difference, %

+ In the per-protocol population, 0/352 participants in the DTG/3TC group and 2/358 participants in the TAF-based regimen
group had HIV-1 RNA 250 c¢/mL at \Week 48 (adjusted difference, -0.6; 95% Cl, -13 to 0.2)P

aPrimary endpoint (Snapshot virologic non-response, ITT-E). PBased on Cochran-Mantel-Haenszel stratified analysis adjusting for baseline third agent class.

van Wyk et al IAS 2019, Mexico City, Mexico. Slides WEAB0403LB.
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NO CONFIRMED VIROLOGIC WITHDRAWALS WITH DTG/3TC THROUGH
WEEK 48

DTG/3TC TAF-based regimen
n (%) (N=369) (N=372)
Confirmed virologic withdrawal (CVW)? 0 1(<2)P
Observed resistance mutation at failure© 0 0

30ne assessment with HIV-1 RNA 2200 c/mL after Day 1 with an immediately prior HIV-1 RNA =50 ¢/mL.
bTreatment interrupted before suspected virologic withdrawal (VL. 38.042 c/mL) and resumed 3 weeks before VL retest (297 c/mL).
“Plasma HIV-1 RNA resistance genotype at failure is compared with baseline PBMC pro-viral resistance genotype.

van Wyk et al 1AS 2019; Mexico City. Mexico. Slides WEABQ403LE.
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