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ARNAwon Zuykpouong ZUNPEPOVIWV

Abbvie, Aenorasis, MSD, Pfizer, Roche, Takeda

Early Optimization Of Therapy In IBD!



AoOevnc 1

Oavaonc 45 twv, WBLWING Latpoc (odBaApiatpoc) o emapylokn mOAn B. EAAGSag
Mn KOQmVLIoTA G, XwPLE cuV-voonpoTNTEC N KAnpovoulkn entBapuvon, aduvatog 65 kg
Mpoodatn Stayvwon EAkwdouc KoAitidag (1/2018, aploteponAeupn)

ApXLKA ASAS GUGTNMOTLKA KOL TOTILKA, TEALKA XWPLG EMLTUXLA

ET€0N teAkad o€ KAWLIKA UPeON LE OTEPOELD] CUCTNHOTLKA

Xwpic voonAeia aAAa pe avénpevn CRP otn dtayvwon

Ye ouvtripnon Ke ASAs TOTILKA KOlL CUCTNMOTLKA

Entnpeacpevn molotnta {wng, ayxwodnc dtatapaxn, SuokoAia otnv epyaocia, ocuxva taidla
AkoAoUBOnoe Beparmeia ouvtpnong e ASAS TOTILKA KOLL CUOTNLOTLKA

Meta ano evnuépwon dev emBupel avoookataotoAn (doBocg, d€oueuon,)

6 niveg peta, FC 600, Hb: 11,1, CRP k.., 1-4 paAaKEC KEVWOELG, EAAXLOTO alpa
Partial Mayo Score 4-5.

YrtoBAaAAeTOL 0 EVOOOKOTILKO EAEYXO



Sex: Age:
DIOLB.:
1170542018
13:47:04

CVP:49

T THTY
48149
Eh:A5 Cm:1

AcOevn¢ 1-Evéookonnon:
Endoscopic Mayo Score 2

Sex: Age:
D.0.B.:ll
1170542018
13:46:57

CYP:49

NN/
48749
Eh:AS Cm:d




AoBevnc 1-cuveExeLa, PV AlYEG NUEPEC...

Xwpic tpononoinon Oeparmneiac, ASAS TOTKA KOL GUCTNHOTLKA
Ytadlakn KAWLKN erdeivwon, TeAkA >10 BAEVVOALUOTNPEC KEVWOELC
CRPX5 O@.T., T.K.E. 50, AABoupivn ota KatwTtepa puUOLOAOYLKA OpLa
Ertavaxopriynon otepoebwv

Avtamokplon;

Znta kaBodnynon yla tnv eEmGpevn Oeparmevutikn EmAdoyn

H mponyouuevn Beparmeutikni enloyn;



Apaotnplotnta tnc Nocou: Apxikn Mapouaciaon
«H pEtpla voooc...»
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Apaotnplotnta vooou

Langholz , Scand J Gastroenterol 1991



Apaotnplotnta tnc Nocou: Mopeia oe BaBoc xpovou, KoAektoun

«H pétpla voooc...»

1 €106 peta tn dtayvwon 0 — MBavotnta Kolektopnc (%)
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Hendriksen , Gut 1985



Mpoyvwotikn Taéwvopnon tov AcBevn pe EAkwdn KoAitida

Avénuevoc Kivouvoc yia KoAektoun AuvénuEvoc Kivouvocg yla urtotponi
BaBuad EAkN otnv evdookomnon * Auénuevn CRP

HAwia < 40 €1n * Baowkn NMAaocpokuttapwon (Boyia)
NoavkoAitida e AuENUEVN KOATIPOTEKTIVN KOTIPAVWV
2TePOELdN amapaitnta ylo EAeyX0o TNG e Amnouoia BAevvoyovikng emoUAwoNG
vVOoOoU

NoonAeia

C Diff, CMV Aoilpwén

Dassopoulos, Gastro 2015




EAkwONC KoAitida kat Almouvoia ApXLKAC AVTOTTOKPLONG
(Primary Non Response )-anti TNF

Primary Non-response and Primary Non-remission Rate to Anti-TNF Therapy in

Patients with Ulcerative Colitis

100 90 90

68.3

% patients

Primary Nonresponse, %

Primary Nonremission, %

PNR wg ko 50% o€ PePLKEG
KAWLKEG LEAETEG

Adapted from Papamichael K et al Inflamm Bowel Dis 2015;21:182-197;
NR: not reported Taxonera C et al Inflamm Bowel Dis 2017;0:1-9



Golimumab ®appakokvnTikn




Golimumab serum levels over time
(healthy subjects)

After a single SC injection of 50 mg, golimumab is stable in serum for more than 35 days

Detection limit

I I I I
0 7 14 21 28 35 42 49

Days

Mean golimumab concentration

Golimumab: xpovog nuioetag Lwng 14 nuépeg; H dappakokvntkr tou (affinity ,potency) emttpénel tnv
Xopnynon kaBe 2 xpovoug nuioetag {wng (28 nuepeg)

Ling et al., J Clin Pharm J Clin Pharmacol 2010;50:792-802



PURSUIT: Entineda @appakou Kat Apeon AMOTEAEGUATLIKOTNTA

A
100 =
p < 0.001 p < 0.001 p < 0.001
< 807 73.0
E
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Clinical response Mucosal healing Clinical remission
at Week 6 at Week 6 at Week 6

Adedokun, JCC 2017



PURSUIT: Entineda @apuakov kat MakponpoOsopun AnoteAeopatikotTnta

B
100 5 p=0.003 p=0.004 p < 0.001
86.0
= 70.0 70.0
&
B
g
=T
2
A

Clinical response Mucosal healing at Clinical remission at
through Week 54 both Weeks 30 and 54 both Weeks 30 and 54

] Placebo [l <0.57 pgml ] 0.57t0 < 1.09 pgml [ 1.09t0< 164 pgml | =164 pgmL
(n=154) (n = 49) (n = 50) (n = 50) (n = 50)

Adedokun, JCC 2017



To Golimumab otnv Méetpla-2ZoBapn EAkwén KoAitida
MNpoypappo MeAetwv PURSUIT

Q

Induction Phase

Maintenance Phase-Administered g4w (N=1228)
Week 0-54 (6-60 weeks(2))

Week 0-6
Yes
n=129 PBO
PBO Wk 6:
> Responder?
n=359
No
No
GLM n=405
—@))

induction
trials

Week 54 from maintenance=Week 60 from induction

Various tested doses, includes patients receiving GLM IV

Eight patients were excluded from the primary analysis population because of
noncompliance with GCP, leaving the primary analysis population of n=456

Week 6:
Responder?
n=869

Yes
n=464(

Week 30
Efficacy Assessments
Week 54
Efficacy Assessments

Patients assessed g4w to ensure their response was maintained over time. Blinded dose adjustment if
confirmed LOR

Corticosteroid tapering

Adapted from Sandborn W, et al. Gastroenterology 2014; 146: 85-95



To Golimumab otnv Méetpla-ZoBapn EAkwén KoAitida
Npoypappo MeAetwv PURSUIT: Induction

CLINICAL RESPONSE WEEK 6 CLINICAL REMISSION
100 -
80 bp< 0.0001 (vs pBO) o
w bp=0,0014 {vs PBO)
€ 80 - *P<0,0001 (vs PBO)
0 b 54.9%b MUCOSALHEALING g _ |
S 51-0% -‘E' 42.3%> 45.1%°
o 5 a
q540 | *® . 28.7%
N 30.3%
0 Placebo GLM 200/100 GLM 400/200
20 _ ) o T e
'§ 40 P<0.0001 (vs PBO)
0 CHANGE IBDQ g = 220 265
Placebo GLM 200/100 GLM 400/200 £ 20 L
n=251 n=253 n=257 § 0

Placebo  GLM 200/100 GLM 400/200
Sandborn W, et al. Gastroenterology 2014; 146: 85-95 n=251 n=253 n=257



To golimumab otnv Métpla-2oBapn EAkwén KoAitida
PURSUIT-SC: Induction: anoteAéopata avaloya HE enineda pappdkou otov opo

100
Assessment by(%rough Level quartiles — all dosing groups: Pursuit Study

80 73

62.1

P<0.001 57. P<0.001 P<0.001

O Placebo (n=320)

@<1.14 pg/mL (n=173)

@1.14 to < 2.28 ug/mL (n=173)
02.28 to < 4.19 pg/mL (n=173)
O0>4.19 pg/mL (n=174)

o0 51.

45.

39.
40

20

Clinical Response wk 6 Mucosa healing wk 6 Clinical remission wk 6

P values across SGC quartiles were obtained using a onesided Cochrane—Armitage trend test.

Adapted from Adedokun O. et al Journal of Crohn's and Colitis, Aug 2016, 1-12



To golimumab otnv MétpLa-ZoBapn EAkwén KoAitida
PURSUIT-Maintenance

Maintenance phase (N=1228)

Using current posology
—> At WKk6: Response=51%
At Wk60: Steroid-free=419%“

Induction phase (N=1356) Administered every 4 weeks
Wk6:
—> PBO Responder?
n=407 n=359
GLM
GLM 100 m
—R) induction m 9
trials e
| Responder? ~~~"""°"°"°"°"TTTTTTTToTTmmmmmmmmmATTT
" n=156
L, GLSI;:I";
0= | Yes C ) »] GLM 50 m
n = 464 R n=154 g
o] GLM 100 mg
n=154

aWeek 60 from induction = Week 54 maintenance.
bVarious tested doses.
¢Required by protocol for patients in response

Patients assessed g4 wks to ensure a maintained
response. LOR was confirmed by full Mayo score.

dNumber of corticosteroid-free patients at Wk60 among the patients on corticosteroids at Wk6

R = randomization, PBO = placebo, GLM = golimumab

Sandborn WJ, Feagan BG, Marano C, et al. Gastroenterology. 2014;146(1):96—109.

Corticosteroid tapering®



To golimumab otnv Métpla-2oBapn EAkwén KoAitida

PURSUIT-Maintenance

CONTINUQOUS CLINICAL RESPONSE

100 -
80
- =0.010 P<0.001
S 60 (vs PBO) {vs PBO)
T 47.0% 49.7%
S a0
3 31.2%
20
0
Placebo GLMSOmg GLM 100 mg
n=154 n=151 n=151

Sandborn W, et al. Gastroenterology 2014, 146: 96-109

Mucosal healing weeks 30 and 54

100
80
-2 P=0.011 P=0.002
% 60 - (vs PBO)* (vs PBO)
a 41.7% 42.4%
S a0 -
® 26.6%
20
o}
Placebo GLM 50 mg GLM 100 mg
n=154 n=151 n=151
Clinical Remission weeks 30 and 54
100
80
0
S 60 |
‘g P=0.122% P=0.004
S a0 {vs PBO) {vs PBO)
® 23.2% 27.8%
o — “
4]
Placebo GLM 50 mg GLM 100 mg
n=154 n=151 n=151



Aocoloyia Zuvtiipnonc tou golimumab otnv Metpla-ZoBapn EAkwdn KoAitida.
AnoteAeopatikoTnTa avaloya HE TUTTO Bepameiac Kol CWHATIKO Bapog

Body Weight <80kg Body Weight >80kg
PBO GLM 50mg GLM 100mg PBO GLM 50mg GLM 100mg
Outcome, n (%) n=105 n=108 n=100 n=49 n=43 n=51

Clinical response
through wk 54 31(29.5) 53 (49.1)° 49 (49.0)2 17 (34.7) 18 (41.9)¢ 26 (51.0)°

Clinical remission at wk
30and 54 15 (14.3) 28 (25.9)¢ 29 (29.0)2 9 (18.4) 7 (16.3)d 13 (25.5)¢

Mucosal healing at wk
30 and 54 27 (25.7) 47 (43.5)° 41 (41.0)2 14 (28.6) 16 (37.2)¢ 23 (45.1)¢

CONCLUSION: In patients with UC with body weight 280kg, achievement of optimal efficacy outcomes, including sustained remission, with
GLM treatment was more likely with a 100mg maintenance dose than a 50mg dose.

Rutgeerts et al., 2014 UEGW



o TOGO KALPO TIPETEL va CUVEXLOTEL N Oepaneia pe golimumab oe acBeveic movu
dev avtanokpiOnkav otnv apxikn paon Oepaneiac (induction);

I1 Responders at Wk6

100 - KAwikr) Avtamokpion 100 - KAwikn Yoeon I Non-Responders at Wk6
o n
£ € 60
Q 2
fd wfd
(T ©
o Q. 40
20

: 0 —
Wk6 Wk10 Wk14 Wk18 Wk22 Wk14 Wk18 Wk22

Zupnépaopa: Ano toug acBeveic mou dev avtanokpiOnkav otnv apxkn ¢aon Bepaneiag (initial GLM induction),
15.5% mnetuyaivel teAtkad KAk OUdeon ko 28.1% avtanokpion HEXPL TV eBdondda 14 (Partial Mayo Score).
ZuvExXion tng Bepamneiag otav dev UAPXEL AVTATOKPLON HEXPL Ko TNV EBSopdda 12-14 dev £xeL vonua.

Rutgeerts et al., 2014 UEGW



Post-hoc AvaAuvon PURSUIT: Kpiowua Znpeia

1. H kaBapon tou golimumab emnpeadletol amo 1o CwUATKO P+

v' TayUtepn kaBapon oe PeYaAUTEPO CWHATIKO BAPOC
2. Yniapyouv aoBeveic pe apyn avtamnokpLon:

v' Avtamnokpion tnv eBdopdda 14 > eBdopdda 6
3. Mpwun kot Apyn Avtamokplon:

v' Mapopolo ddeAo¢ pakponpobesopa



Early Dose Optimization Principle: Sub-analysis from PURSUIT Trial

induction GLM SC/1IV

Yes
n=129

Week 6:
Response?
n=359

L’ GLM

n=949

Week 6:
Response?
n=869

GLM: Golimumab
UC: Ulcerative colitis
PBO: Placebo

Yes

n=464% |

v

100
20

70

50

PBO/q4w
n=154

CONTINUOS CLINICAL
RESPONSE
EVALUATION

Week 30 and 54
Evaluation of efficacy

\ 4

30
20
10

Percentage of patients (%)

32,4

23,1 19,4

11,8

Week 10 Week 14 Week 18
B Remission M Response

Late responders

Rutgeerts P, et al. United Eur Gastroenterol J. 2014,2(suppl 1):A67




TL cupBaivel pakponpoBeopa otouc Late Responders: YmoavaAuvon PURSUIT

Remission and MH at week 30 and 54 in early and late responders to induction with golimumab

GLM induction responders—>PBO (n=154) 60

50 -
¥ GLM induction responders—> GLM50 (n=151}

40 _
B GLM induction responders—> GLM100 (n=151) 30 -
20 -
B GLM induction non responders —> GLM100 {response
to 2 aditional 100 mg maintenance doses) (n=112}
10 -
GLM induction non responders —> GLM100 (NO
responders to 2 aditional GLM 100 maintenance 0

1

dose}{n=286)

Clinical remision Mucosal healing Clinicla remision Mucosal healing
week 30 week 30 week 54 week 54



H Npwiun BeAtiotonoinon otnv IONE O¢gpaneia : YmoavaAuvon tng PURSUIT

Serum GLM Concentrations (Median, ug/mL) at Week 6 (Post-induction), Week 10, and Week 14 (Steady State), by Responder Status, Body Weight, and
Maintenance Dose; in Patients Who Received Active GLM Induction and Maintenance

3.09 --®-- 1. Week-6 Nonresponders (<80 kg) on 100 mg
«+® + 2. Week-6 Responders (<80 kg) on 100 mg
25— . 3. Week-6 Responders (<80 kg) on 50 mg
S - 4. Week-6 Responders (280 kg) on 100 mg
ﬁ
= 2.0
0]
Q
5 —_—
S TEI o ................ 0
€5 197
S 3 ¢
0] T~a
§ 10- BA——smmimm ®
o
[0}
=
0.5
0.0 I i I
Week 6 Week 10 Week 14

Weeks from Start of Induction

*  Ta ¢pappakokvnTikd dedopéva unodnAwvouv peyaAvtepn kabapon otoug Wke-Nonresponders, o€ oxéon pe Wk6-Responders.

*  Wk6-Nonresponders pe ZB <80 kg punopei va xpetactouv 100 mg wg 86on ouvtriipnong ywa va enttuyouv trough levels mapdpoia pe
toug Wk6-Responders mou Aappavouv T R6n eykekpLuéveg 0oelg ouvtripnong (50 mg ywa 2B <80 kg/ 100 mg ywa 2B >80 kg).

G. Philip et al., 2018 ECCO Poster P698



Mpwiun BeAtiotonoinon: Data from RWE in UC

Short-term effectiveness of golimumab for ulcerative
colitis: Observational multicenter study

* MoAukevtplkn Mpoomtikn MeAETn

Marta Maia Bosca-Watts, Xavier Cortes, Marisa Iborra, Jose Maria Huguet, Laura Sempere, Gloria Garcia,
Rafa Gil, MariFe Garcia, Marga Mufioz, Pedro Almela, Nuria Maroto, Jose Maria Paredes

* 33 aoBevelc:

100 -
W Naive 90 4
48.5% 1 anti-TNF ] 69,7
n=16 70 -
24,2%
60 .

n=8 2 anti-TNF

y 50 - ® Remission
H Response
4_0 -

* Follow-up: 14 EBSopadec:

* 'Ydeon Xwplc Ztepoeldn 30 -

Percentage of patirnts %

e Avtamokplon Xwpic 2tepoeldn 20 4
. , 10 -
* 9 aoBeveic (27.3%) xpelaotnkav .

BeAtiotomnoinon 66ong npwv tnv ERSouada 14:
7/9 (77.7%) og Opeon tnv ERSoudada 14

Corticosteroids-free patients

Bosca-Watts MM, et al. World J Gastroenterol 2016; 22(47): 10432-10439



Golimumab: ‘EkBeon o Pappoko kot Avtanokplon:
‘Real-Life’ MeAetn Napatipnonc o€ Evepyo EAkwdn KoAitidba

Original Article
Variability in Golimumab Exposure: A ‘Real-Life’ E

ZKOTIOG: XOLUNAQ ENMES A /KAl AVTILIOCWHATO KOl OXECH ME AOTEAEGHATIKOTNTO . Observational Study in Active Ulcerative Colitis

Iris Detrez,® Erwin Dreesen,® Thomas Van Stappen,? Annick de Vries,?
Els Brouwers,* Gert Van Assche,® Séverine Vermeire,® Marc Ferrante,*
Ann Gils*

Results: 100 -
* 10 (48%) acBeveig pepikn avramokplon, 4 mucosal healing 90 -
* BeAtiotonoinon Adong o 100mg o€ 5 anod toug 18 acOeveic: 5‘: 80 -

-> 4 amno toug 5 pepkn avtanokpion W14, 'é 70

8 60

Non-responders : %5 50 . 48
* 5/11 non responders —XpELAOTNKAV KOAEKTOWUN & 40 |
* M coPBapn koAitda (p = 0.048) E
+ Baseline albumin oxetikd xapunAdtepeg TLpéc (p = 0.082) S 09 19
* Baseline CRP oxetika upnAotepec (8.0 vs 4.7 mg/L; p = 0.481) os oxéon ue g 20

partial clinical responders 10 1
* Partial Clinical Responders vs Non responders 0 '

-10.0 [7.8-10.5] ug/ml versus 7.4 [4.8-8.3] ug/ml at Week 2 [p = 0.035] partial clinical response  mucosal healing

-5.1 [4.0-7.9] ug/mlversus 2.1 [1.8-4.2] ug/ml at Week 6 [p = 0.037]
* 19% AGA avtiowpoata (drug tolerant assay)
- 7 /11 [64%)] anti-TNF naive acBeveic avranokpifnkav oto Golimumab vs 3 /10 anti-TNF failure acBeveig [30%)].

*48% twv aoBevwv eixav Ndn ektebei og anti-TNF( IFX rj/koat ADA)
Adapted from Iris Detrez | et al Journal of Crohn's and Colitis, 2016, 575-581



‘Eykoaipn BeAtiotonoinon pe Golimumab otnv EAkwdn KoAitida

Oy un Avtanokpion oto 1/3 twv acBsvwv nou Ba Eekivrioouv to golimumab
2. Npwwun kat OYun Avtamnokplon oto golimumab mapopoLo KALVLKO Kol eVOOOKOTILKO 0deAOG pakpompoBeopa
Xwpic Avtamnokpion tnv EBSoudda 6:

v' Aev enovatuyotonotibnkav otnv PURSUIT-M

v' 'Olot éhaBav 100mg g4wk cuvtripnon
v’ Xwpic 6ebopéva amnd placebo/50mg

4. InNUOVTLKN ox€on €kBeonc-amoteAeopatikotntac pe to golimumab ottic peAétec PURSUIT-I and PURSUIT-M

5. YnoBeon: OYun Avtamnokpion nmibBava odeiletal oe avenapkn €kBson tnv efdopada 0-6

v’ Late responders are not primary non-responders!



Label with Early Dose Optimization
“Early Dose Optimization to achieve the full benefit of golimumab treatment for patients with UC.”

GLM GLM

100 mg 100 mg Evaluate
| I 1 I response by

week 12-14

] renen

at defined
GLM GLM dose every 4

weeks
l 50 mg \ 1 50 mg I
Week 10> Week 12/14

» Specifically, the proposed update provides the option for a 100 mg maintenance dose for patients weighing <80 kg who
at Week 6 of treatment are identified as having an inadequate response




Golimumab Mé&AAov

‘Eykaipn BeAtiotomnoinon (rt.x. GOAL-ARC)

-avaloya pe enineda papudkou

-avaAoya UE TLUEC KAATIPOTEKTIVNG

Oeparneiec cUVOUOOUOU LE OAVOOOKATOOTOATLKA

JUVKPLTIKEC LEAETEC UE AAAEC BloAOYLIKEC Oepareieg (amoteAeopATIKOTNTA KOL KOOTOG)
Aodadlela (o peyaAutepec S00ELC)

Mo oAU REAL LIFE

Mo oAU KAwikn epmetpia!



AcOevn( 2

AnuAteng, 32 eTwv, amaoXoAnon otov Touplopo (vnot) tnv Bepvn mepiodo, Eyyapoc pe matdia
Mn KOQIVLIOTHC. 2UXVA TtapaTtoveLtal yia xapunAn ooduvadyia. Zwpatiko Bapocg 80 Kg
MNavkoAitida amod tnv apxikn dtayvwon, Koptikoeédptnon (3 woelg pe otepoeldn o€ 3 €tn)

Ye ouvtnpnon Ue high dose-ASAS

Aokipaotnke AZA rou dlekomn Aoyw maykpeatitidog

Tov 5/2018 npooépyetal ylo cUUBOUVAEUTIKN €€Taon:

“XWPLC OXNUATIOUEVEC KEVWOELG, CUXVEC K LLKPOEEAPOELS» LE SLAPPOLEC KOl QLD KOTIWON

-Xxwpic maboAoyikec Tineec CRP, T.K.E.

-KaTtaBAW N, cUXVEC amouaoiec amo tnv epyaocia, peyaiot dStattntikol/kowvwvikol mepLoplopol

-Partial Mayo Score 6

-uTtoBAAAETOL OE EVOOOKOTILKO EAEYXO



AoBevnc 2-Evéookomnnon
Endoscopic Mayo Sub-score 2-3

Sex: hge:

Sex: Age:
DLO.B.: ¢ D.OLB.:

1240272018 4 12/02/2018
14:03:28 ! _ 14:03:13

CVP:40

HENE/ NN
39740
Eh:AS Cm:dl




AocBevic 2-ZuveExeLL

* Antodaon ywa mpooOnkn golimumab (200/100) otnv aywyn Tou
* 6 LLAVEC UETA, CUVOALKI) EMAVEKTLUNON

-DUGCLOAOYLKEC KEVWOELG, XWPLC ailpa

-Quolohoyikot epyaotnplakoi deikteg (CRP, calpro,T.K.E.)

-YrioBaAAetal o€ evOOOKOTINGN ENMAVEKTIMNONC 6 UAVEC



AocBevnc 2-Evdookomikoc emaveAeyxoc- Mucosal Healing




«Ztpatnywkn» Kot IONE

«Eivau peyalo Aadoc va nieplUEveils va oou emttedouv»
NaroAewv
«Aev giya apKeTEC SUVAUELC yla va apuuviw Kot yt’ auto emttednka»
2tpatnyoc/An
«Otav xpnowonolieic Bia, eivat kaAUtepo va xpnotpornotleic 30% naparnavw napda 5% Atyotepo»
Xévpu Kilootykep

«OL VIKN@WOPOL MOAELULOTEC MPWTA VIKOUV KoL UETH TTVE OE MOAELUO, Ol NTTNUEVOL MOAEULOTEC MPWTA
TTAVE O€ MTOAEUO KAl UETA TPOOCTIAATOUV VA VIKI)OOUV»

2ouv T{ou



