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[eFol 2 9]

ACR American College of Rheumatology

ACR20 ACR 20% improvement criteria
ACR50 ACR 50% improvement criteria
ACR70 ACR 70% improvement criteria

Al(Auto-injector) L EQIHE(Z 2] H =)
CRP C-reactive protein

DAS28 Disease activity score 28 joints
ESR  Erythrocyte sedimentation rate

EU  European Union

MTX Methotrexate

PASI Psoriasis assessment severity index
PFS(Pre-filled Syringe) Z2ZEAIA|
RA  Rheumatoid arthritis

SDAI Simplified disease activity index
SE-36 36-item short form health survey
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& E(Pharmacological class) : H A A

o> o>
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[kl
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)
% <

ofe]2k-g-fl
okg)2g 7|4 : olZE|FH2 TNF-a(tumour necrosis factor alpha)dll So]& o2 ZAjste TNF-a7} p559t
p75 AE 9| TNF $8A49 588t 2S AATOZN, TNF-a2 &332 7] (biological function)

< TAF. =Y o2y TNF o] 7y 2dHs Aesd & 24

1.2. 719 & AL

TS F R AHEAS
(N=F : Frjgtze| Y EA A A F40mg/0.4mL, 80mg/0.8mLE F7|2}#F 40mg/0.4mL)

13. A% FAL&F Ne 2 A=Y

o UZ Frjgte AAFvHE 2 WA, 184 #EY, 24 AFBEA, AEYASA o)), A AL o
A, MAE Zd, 54 Y, TEHA), 2o TAZH(6~174), 54 #HA, BAM)d tiste] F535
7b Hofglth AlA s ATdY Ze B A UA F40mg/04mL, 80mg/0.8mL, Z AHTAF 40mg/04mL’ 2 ‘F ]
2 D EA I A F40mg/04mL, 80mg/0.8mLY Fr|etHAF 40mg/04mL'e] FTHEGEFCE A% A,
S &%) YA AHEHAS

2.

7224 - BN 47 2 AENA A0 BY ARELS BY 48)
A 59| 9 E(Drug substance)

211 kR

93 : opgre) Ry

212 AEYGFF ANEFE

HpH WE99E OF7 O2E4Ed m=E4Y mY7E mEl
W77, HAESE, #5(CE-SDS, SEC-HPLC, CEX-HPLC), #F &FAZ Wi, 7 &5
M E DNA, &7 @& A, Glycosylation)

2.2. &A1 %E(Drug product)
22.1. 7MY FF

HIUEF, Fa22, ZTLEHOE 80, FAHE:
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222, $A Y FE NFYE

A o] ok &

HpH NEE%Y EENE BPT (08483 DESARE 2E2A49)
BI==2 W7 o354 74 O%Fs:E mgd

B+ H #3d Ad(lE84rE4 BESACE BEEE WAATLA)
W71 EH(<=5(CE-SDS, SEC-HPLC, CEX-HPLC), 2%, Zg &2 o] E 80)

23. TA) #3 A8 g AAA g4
o AESAAA Fo FZFIFAA 7 ATEAIGAE, #2662, A9z wet AEI A7 HHAANLE AE
g 23 gadd

3. YA A3 A=

3.1. %]_E_.Q] Q_F%‘._o,] ?_]:@}S]
o 70510 T, AZARE 2474

AaEw IEE R LCIEE EE
s : T4% ORT + Ac A9 Wil FINE
e oot EER TR
: FAE dug & 9t A9 A0 o1 1%
7HEA 543 W /EVA j]?_é %,i%_ x11%—s}§% Ixe Al 6718 7
- $4E 0ug & dc W19 A0 1L A%
71N 252 /60+5% RH ;’IZ‘; ﬁ;jjg Xﬂ%};}g W=l 5fe 371 7F
o 2 = v
3.2. Al %FS AARA
o WEEY], WHRA 2-8C), AFHH, AZXYZHE 24/
5w AEE EEREIEE e
e : AT O%T 5 Y= AA9 WAD AIRE
Bl 23T A8 23 71ed Agaee
} 2AS 3 & 9= wlxe FH 7°J7é':
A&EANE | 25:2C/60s5% RH | AR/ e ;f/ﬂjg_ﬂ%agg_ﬂﬂ4‘4m6ﬁa f
34T gug + At W49 Ad 19 A5
40£2C, 75+5% RH ;q)éig_m%agg_ﬁl 9 3Ae 7
S A& o = =1
AR ae e A 4T dwd & I AA9 AEANY AHE
5 : A5 S

33. A g ’H/\}Z}leﬂ_
o ABAAAA 5o FRHTAA FA ATEANGAIES Wek A% AT AHFE gY@ 48717 A
e A AUARE AZSe] ARAG] BET



Rl
SR AT | Ry | Fed| SE | SE | study # 27

Az

ot

=z =
ST

gapgAg | TEEEAE ] ms | ey

%o 8mg/kg No | AVT02-PC-001

42. SANEAE NE L9
42.1. 2 FAZHAF(CTD 4.23.1)

422 MHEEAEGAH(CTD 4.23.2)
o HAA

423. FRAZAHAA(CTD 4.2.3.3)

4.2.5. HAAAAF(CTD 4.2.34)

. AP ge

4.2.6. 7|&+=4 A A (CTD 4.2.3.7)
o A WA =EAL dFo]l i B3 T okFs AP (AVT02-PC-001)l4 B 7
- g7 6vtE] o] FENA 8 mg/kg Wt G §FORE T3t
- 18nte] 9] R FE F 3utE] oA 571 FAES] #EAA] AL, o] F 2vtElE RO EU-FrH S
ojlom 1utE]e AVT2woldth old & 4£7-E 4719 ¢ And FwHAY AAE & gle)H 1149 v
A B dAT F Hf)oE FAHUT AnETF2 Aol FALE Tl @3 I3 FoH
ATV02E ek o]l Sglom, AVTI0d 71 & e F43Q 549 AT sl

=10 o
FoAL Animal / Sex Day(s) 23} Score
EU-Humira P0102 / male 1 Erythema 1
. 1 Erythema 1
EU-Humira P0401 / female
2 Edema 1
AVT02 batch DP180004 P0502 / female 2 and 6 Erythema 1

43. SA & AAR oA
o TJZOFF AHOFY EEA

e

= = [¢]
FunE Ao B5FE YFAYL. oF AR MERAEYANY AR WAL BYD A
B i

c

o T2 AFAN & FAL YehA Bks dle AR ZAH APo s GLPY wet F3EHA F9kE
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5. &g &L #3I AR
51. S FEAE N8
o NE} vizopzte HESH BHAMY HolE BUEY] AT TP GBS SRR AP ARE

2E 39 % A=HYh

52. AFA Y

e In vitro

- Tl Aol AAERAL, B v S W =

Fab Related Mechanism of Action : Potency

- sTNFa Binding Assay

- Binding to mTNFa on Cells by Flow Cytometry

- sTNFa Neutralization Activity

- Cell Viability Assay

- IL-8 Assay

- Inhibition of Adhesion Molecule Expression in HUVEC cells
- Inhibition of Apoptosis in Intestinal Epithelial Cells (HCT116 Assay)
- Reverse Signaling

Fc effector Related Mechanism of Action

- Fc Effector-Related Mechanism of Action: Binding

- FeyRlIlla (F158) Binding by SPR

- FeyRlIlla (V158) Binding by SPR

- FcRn Binding by SPR

- FcyRla Binding by SPR

- FeyRlIla Binding by SPR

- FeyRIIb Binding by SPR

- FeyRIIIb Binding by SPR

- Clq Binding by ELISA

- Classical ADCC Assay Using Primary PBMCs

- ADCC Reporter Assay

- CDC Activity

- Inhibition of proliferation in an MLR and induction of regulatory macrophages type II

53. AHtGPA Y (EE AP FHN )

o NI Y=

54. &7 - X - YA - i dol] #F A Y

o A EA2 AFo] U T3 Fo PK AH(AVT02-PC-001)

- AT 24 2709 AVT02 Wiz ek thEoF EU-FP| ko] 54 WA PKE ZA

- AVT02 ®i%| 00001DPE =7] A &< A4kl ¥bd AVT02 WX DP180004E= 374 W73 F Ait=glon 4

98 MAS TEG o AFE BAH NPT £9.
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T2 FolokE HeA2 Folgk

181 AVTO02 batch 00001DP*

82 EU-Humira s} 8mg/kg, T3|FH

183 AVT02 batch DP180004

- AE7E 6vtg e FEIA AVT02 HlX] 00001DP(ZL& 1), AVT02 #i%] DP180004(1%& 3) E& EU-FH & (2
F 25 Atk F5A WY £42 Al Fol § o 336AHA A AAE AT

- o2 RN B 1 FEE(Cmax) 2 0ATHEE 336A77HA Q] Hi wE-AZFAE W (AUCO-336) w2
A Aol 2u) wimlollong A u#e FE A He HEOE s

- PK dat= g5 29k

Figure 1 Mean (+SD) concentration-time profiles of adalimumab in combined male and female monkey serum

following single s.c. administration

PN
‘é; [[ETITRCT TR —
[= ] T ==
= 3 B ——— T
g R |
E ==
g S
= 1 OCHHD
|
1oy -
T T T T T T T T T v
o 24 A TZ Q6 120 144 ES6KE 192 23064 2480 2Al 22K 3132 336
I'ime Adter Dose (hip
—— Giroup 1 (8 me'kg AW THY Eot 200 802345 )

—ar— Giroup 2 (8 mag'kg Humira Lot 87387 X HOMx)
—— Cirouop 3 08 mgikg AN TOT Lo D3P BOdHRE)

#4. Pharmacokinetic parameters of adalimumab (mean+SD) in Cynomolgus monkeys after single s.c.

administration of 8 mg/kg

PK parameter AVTO02 batch 00001DP§ | AVT02 batch DP180004 EU-Humira batch
(0=6) (0=6) 0=
Crmax (ng/mL) 70,00028,590 67,700£7,950 79,000222,700
Tmax* (h) 120 (96.0-168) 72.0 (8.00-144) 72.0 (8.00-120)
AUCo-t | (Img/ml) | 17,100,000+2,600,000 14,600,000+1,770,000 16,400,000+2,850,000
AUC0-336 | (Img/mL) | 17,100,00022,600,000 14,600,0001,690,000 16,400,000%2,850,000
AUCo-inf | (Img/mL) | 17,400,000£3,070,000% 15,800,000+2,490,000 17,700,000+2,800,0004
£1/2 (h) 5894404 525+50.1 41.0:25.04
Frel (%) 104 893

55. g W@ AAA oA

o A AR RE3] AZHACH Aok vz 3k FEAC Ustel AEHUL. Bk in viro ol
ARE Fastel Adeks) tizokzt AESHA EA0 FEAL dFAor BYd

o AwBAZ UgololA B FshEe] Aol BAHoE taokst ARt oFES W T A4S B2
S9e. A AFoE 554 95 A8 A8 AL o
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6. YIANEEH B3 AR
6.1. YN BAEY A H(GCP £F)
FHEMA) F7HIA A AT 45U F

olN
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6.2. Y3ANHAER A8

o 14 27, 3% 2d

- AVT02-GL-101 : A7k 4 ARl diad & &
ek AVT029] of2& e, b4 5l ek e Ml

- AVT02-GL-102 : 23733k ARl AdAlAl Ze|E= AdA] £ LEJAEE T dst Fod AVI029] oF

T, ¢4 B WS W

ofy
&
3
oQ
&
ol
X
>
O
HU
>
=
o])v
(:
7]
of»
ro
o
=3
H

- AVI02-GL-301: $5% WA % w4 ¥4 A4 848 daow Frielest vlastel AVI02e §54, ¢
A4 38 Aguge 57t

- AVI02-GL-303: %% A% 2%olA ALse Al Agste] A7) FA AVIO2Y] 3 $5E YA 5% RA
Aol wH< Wrhsta AVT029] st FAMg oz ke Ale] AAE BHrkshr] 7 565 trl#, 3%,

ST Al 54
Aok} gizek 7o) HlwE 9% A AGAE2 AVT02-GL-101 (17 2 AVT02-GL-301 (3% o]t}

= 5 E
AT gga | agay | M| gagg |01 s
3| #H= g A | 713
(eFE3h
- A oA B oke =E A3
8% F5(AUChny AUCpp and
Cna) = A
- A A 2 by, Twew Ay CL/F, V
z/F, and %AUCemp = A
A7e AVT02 3129 - ADA %S TwTFoz 3§ ANC
e PFS, | (AVTO2 OVA 2 H XAEFe ADA %
F2r90) | Ol 2.2 PFS EU-F72t | 10349, A ADYAA TR okEd
AVTO. d, Agel e | P BU-F |y | 7F 1% dgE gESEes $5
V| o | SFRA AV USRI | ek | ] sl
3N, | EU-Fulgkst | ° PFS 1069, | T |(@rEA)
FHZ | US-Frlete] 40mg/04ml | US-F - 40 mg CT-P17 SC &3] Fef=
PK E5A4S (100 mg/mL) | ©lek A A dAAA Wepgel #
37} SC Eo 103) gftom HulAog yUs-Fuzt A
EU-Fviehsl il ZEndol
FAAE.
GEEE)
- ADA %3 % FA FH A
e e Al A T A
e
dzd (FE3))
Ll Al AVT02 1809 -5 Q}:xﬂ 7t B R 323 A3
AVTO02- d, RICEs A4 PES, Al (AL o3 45 TEA UCO-mf, AUCOth and
1% CLAD M, | JetFolsh= | A | 40mg/04ml | 90%, | _ o Cmax)% frAe
N, | AVT02 AL} | DhAAE | (100 mg/mL) | PES: | | |- Tuwd S F oA 2F 132
20 | PFS A& SC Ba | 90%) AL
PK 9} F A I H tyy A, CL/E, V
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2/F, and %AUCeurp & FrAFE.
(2 A4)
- EAY BE A% wm%nﬂ
A WHekAol Fgtom Al B W
A& bz o2 PFS 504 PR
b TRIAT FASAE
kA GEER)
H 1 - ADA FAHE YEhd dFAE9
& F AY T FABHA YEr
k=
- HBol ADA %A TIaxse
NAb %4olglem ADA 97} &
ZE T OEAT 7 SASH Y
s
5= YA (frasd)
% WA - ol AFe 13 WSS 24
4 A4 AVID2 53 AFIA PASI B AE
axs PFS Aol AVT02 2 Frjete] A= &
eagw | gaez | cov | F 542 U3
) L EU-Humira | (206% Aoy
AVIR-| 4, | #weest | o umira. | ( gy (@999
3% GLaol | 2az | wmstel ChRis PFS 23) | o g | AleF74A - BLRE  A50574HA]
- . ¢ g;/ A\;;OZQ] H74 | 40mg/0.4ml T |ADA 2 NAbY] #H7AA Az W
2 _
N o 4 | (100 mg/mL) EE AVIEH Fojgy o ul%:
T8 0/1 SC EOW Ed] (g}:iﬁ_‘]— =i} ql-z%iﬂ)
Nkl 5. 5% - RAR WF FE(HETH Fo))
B 3 RGEINE) Aol ol 1
37} A2g oF
(fr84, Al Fo 43$§)
- AE 71 AdeA FEs T2
- T oldol LEJAHE A7t FA
A= @ 7AYol e BE 355 4R
ArEstel 22 B4 RA APUAAE
A7) FAk AVT02 REQJAEE  A-83ho
AVTO02¢l AVT02E st A&Ho= A7}
29 Eﬂdj;oq . s FAT A%
sEs - BE A QAR 2o A 100%
AVTO2-| A, ° WA AVT02 17 " it .
3% 3 7hak 1 & FA BEE HI(317/3177)).
GL-303 | ©¥+, 5 RA Al 1079
_ AVT029] .. (65) |- AARE 110709 AHEE 2 EQIAH
d 9% w7 F &4 == o4 437} nal
ZNgow AL s
Ak AL (QHHA)
e - AVTO02 ilE% g ZEIY (0]
. AN, Y AF, A AN B
ECG 7&4)011 7|z8to] Al
°ﬂ7ﬂ lH‘?M Fa et X3
< AFEA sk

6.3. A EFA A F
o ANAEA SR st EAAEHI Agdold AET Al

_37_



6.4. YFAFEAE

64.1. A4 AHYEE FAAMY FFFAFHPK)F Hx HFS
[AVT02-GL-101]

1) ?J’MU‘ AA

A% A AUl o B3 0 mg sk FANCEA EU-317F B US- 37k Frlekel td AVT029] of
b % Hebg g mash] 9 ool B9, oSk, 32, AT AHALVOPAD FIRST)

e
ol
£

O
rN

]
o 7 Rojgo|A RE 3WAE CT-PI3, BU-Frleh =& US-Fr2te A 1d¢ PFSE 53 SCE 5440 mg)
Hom, o]3 64U FQF PK, ¢hdA F AHYA
- AVT02 PFS 40 mg/0.4 mL (100 mg/mL) SC
- US-#"12} PFS 40 mg/0.4 mL (100 mg/mL) SC

- EU-%v)2} PFS 40 mg/0.4 mL (100 mg/mL) SC

l‘ll‘

o
o,
N
bt

- -‘ AVTO2 40mg s.c. EoS Visit

% 5l e ‘ |

e [ US-HUMIRA® 40mgs.c. EoS Visit

78| L :

e 3| o

2 '{ EU-HUMIRA® 40mgs.c. EoS Visit

- &% A ZA: Frig dEE HSFAA s w2 100 mg/mL(40mg/O dmL)S FoZ HAT}

o 23 73 (A -28Y ~ Al -2Y)

o AR 7R (A 19 ~ A 5TY)

o NP PR SHER (Hl3F FH 5 cm AL FoAEH.

¢ PK B4& 93 g9 AAle 29 Aol AF: 8 hours (+15 minutes), 24 hours (+1 hour), 48 hours (+2
hours), 72 hours (£2 hours), 96 hours (£2 hours), 120 hours (£2 hours), 144 hours (£8 hours), 168 hours
(+8 hours), 192 hours (+8 hours), 264 hours (+8 hours), 336 hours (£8 hours), 504 hours (£1 day), 672
hours (+2 days), 840 hours (+2 days), 1008 hours (+2 days), 1176 hours (+2 days), 1344 hours (+2 days),
and 1512 hours (£2 days).

« EOS W& Al 574
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Figure 2 Study Schematic

Enrolment lnto the study:

Progression through the study:

Bereenmyg Vimt (Dwy <28 (o Day -1}

* Conscaf
* Screening assessments
= Eligibility

Adimission and Treatment (Day -1 to Day 3)

* Confirmation of cligibility

* Randomusation to AVT02, EU-Humirn or US-Humira in a ratio of 1:1:1

« Confinsment at study site: Day -1 to completion of 48 hours post dose
assessments (Day 3)

* Dosing on Day 1

Asscssment Period (Day 4 to Day 57)

22, Day 29, Day 36, Day 43, Day 50 and Day 57

« Study visits Day 4, Day 5, Day 6, Day 7, Day §, Day 9, Day 12, Day 15, Day

End of Study (Day 64)

* End of Study Visit on Day 64

N = number of subjects; EU = Europe; US = United States.

2) 529 BAZ AR
1) AFE 2 Ak &

A7 A ddA

& 3908 e AP EATE AfE (4 FoEE 130%)

T 3927 o] TS A
- AVT02: 1309, US-Humira: 1329, EU-Humira: 1307

- % 3009 TA9 WA ¥ Fo we AFTA dH4 3 Agey 2

Q3 380%(AVT02: 1309, EU-Fm| g 125, US-Fn)

@) Fa AAR7I=

- 195541 8] AR U =

4

rlr

BMI 17.0~32.0 kg/m?

() Hlo]2gkl 54

B E LR QECHE LS IEY ER RS

Table 9 Subject Demographics and Other Baseline Characteristics at Screening

(Safety Population)

“artable (Undt) Seatistic AVTE2  EU-Humira US-Humira Owverall
Category N=130) (N=119) N=131) (N=1910)
Age (years) N 130 129 131 380
Mean 271 285 278 178
5D 676 894 817 800
Gender
Male n (%) ST(43.8)  SS(42.6) 63 (481) 175(449)
Female n (%) 73 (36.2) T4(57.4) 68 (519 2I5(351)
Females of Childbeanng Potential
Yes o (%) 72 (98.6) T2(97.3) 64 (541) J0E(PET)
Na a (%) 114 227 4(59) T(33)
Race
Anan n (%) 8Ly 26(20.2) 8214 820210)
Bilack or Afncan Amencan a (%) - Iy - 308
Caucasan Whie n (%) §4(84.8) 78 (60.5) $B(672) 250(s4.1)
Native Hawasian or other Pacific %) 4031 4(3.1) 325 1128
Talander
Multiple o (%) I3y 4(3.0) 2(1.5) §(2.3)
Other n (%) 11 (8.5) 14 (10.9) 10 (7.6) 5.0
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Ethmeity

Japanese ® (%4} 17¢3D 17Q38 18037 520133
Hon-Tapaness e (%} 113 (B65y I10(B53) I111({B4T) 334(856)
ot reparted * e %) . 2(L.6) 1 (0.8 308
Unknown ® o %) - - 1(DE) 1(03)
Herpht (em) B 130 129 131 390
Mean 17145 17057 169 84 17049
5D 9518 8790 9538 8303
Weight (kg) (s Sereaning) n 130 129 131 350
Blean 71.00 TIL52 69.62 7038
5D 131 12.626 13,650 13.135
Weight Group (3t Screeming)
= o (%) 100 (76.9) 8 (T6.00 00763y I9E(T64)
Sl kg e (Ye) 30423.1) 31240 noam 92(231.8)
Strata * (at randomazation)
Noo-Japaness <80 kg B (%) 84 (84.8) 83 (64.3) B5(840) 252 {64.6)
MNon-Tapanese =80 kg B %) 29(22.3) FLEIP IS ] 28214 E5(221)
Tapamese n (%) 17 {13.1) 17{13.2} 18{13.7) 52(13.3)
BMI (kg/m’) B 130 139 131 380
Mean 2404 .10 2407 410
5D 3295 3265 3.557 3368
3) NEEH
o Ya =3

- A%E A NEWHANA &3] 40 mg 3t FAF F AVT02¢ EU-FH et B US-Frete] PKE H

a
"

- A7 A AR EU-FrlRE B US-Frretel theted AVT029] kR4 (Hged =) 2 ek

ox
o

!

S b PR

- AUCin;, AUCh1st, Crnax

o 22 WUF W

%AUCexrap, Tmaw Vo/F, Ay t1o, CL/F
o kXA HIPAS

ol g, TR o)A, SRAA oA (FAFURS, NS, A4, HEFY), HALd T

5) SAEAYH

DEA AA A

1) WA+ 44

- AESE 5549 93 AHEE 12 PK mi/lMSE Cmax, AUCOt 3 AUCO-infol itk A& 554 £
A2 e A mla g Z4zke] PK o misiE e B Z1st B Ble] 90% A FRHC)E ALketar o

CI7F 80% ~ 125% 9l Wl THHES a7go 2N FIFHIT. 24 24 22 479 PK w7l

W EAol st TR AEH ARE Ry 047 TFF AD U5 2ALolA ALHUT. AE
4S540 AAH BIhE Part 19 Part 2004 S£HE HolHE ASHL 3744 A8 Az wla@ F7o
gotd EPHo2 fEH = pghPart 1 2 Part 20 ekl 22k pl 2 p2) 2 F5A Wele) ek A
REE Agdd sHe A% AAol JxSAT A 554 2zke] Wrlel vhste] plp2rt >0.0087%
A% ©E 5% SzdA Az

S
oft
B
X
o
i
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| B7PAF (Cnay AUCoing, AUCoig)S] B/ £4& TS 18 542, wojzgel (A -1
AE, A (B4 e 94) 2 A78S 3HEFS Ak B4 Zd(ANCOVA)S 7]yt
o2 Mgt 7 vlme| 7]8}g bl (ratios of geometric least square (LS) means)o tE 90% CI7F Cpay
AUCoin;, 3 AUCqus Ol TH3F 80%~125% Woll ¢x13] z%ﬂ% 3, CT-P17 o EU-fvlet, CT-P17 o US-
Frlet, EU-Frek of US-Frlete] PK &40 dAsHe Aoz A8

fru
ofr
FiF
o
M
¢

M

6) Fss/Fes A3

o YA ofFE HriAS

- Cax AUCpingy, 3 AUCoue®l Tt CT-P17 ©) EU-FH| 2}, AVT02 of US-Fm|2h, US-fFrrlet of EU-Fvlete] 2
718t Fatulel ik 90% Cle Aol Zojd s54 vkl 80%~125% Wl 3lol, Al Fol (AVT02, EU-F
mlet 3 US-Frrleh ko] AESH A4S AL

Table 12 Overview of Bioeguivalence Assessment of Adalimumab Primary
Pharmacokinetic Parameters (Pharmacokinetic Population)

Combined Geometric Mean Eatio (90% CI)*

Parameter
(umit) AVTOLEU-Humira AVT02/US-Humira EU-HumiraUS-Humira
Coua 1.0500 1.0100 09650
(ng/ml} (0.96,1.13) (0.93. 1.0%) (0.89, 1.05)
AUCy, 1.1000 1.0300 0.9350
{nz-h/mL) (1.00, 1.29) (0.93, 1.15) (0.84,104)
AUCoum 1.1098 1.0400 09350
(ng-h'mL) (095, 1.24) (0.92, 1.16) (0.84, 1.05)
Figure 4 Mean Serum Concentration-Time Profile of Adalimumab by Treatment
Group on Linear and Semilogarithmic Scales (Pharmacokinetic
Population)
Lincar
=
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Table 10 Summary of Serum Pharmacokinetic Parameters for Adalimumab by
Treatment (Pharmacokinetic Population)

Median
{REange) Ceometric Mean (Geometric TV %)
Tmu Cmas ATCo,y ATC i Ka iz CL/F Yo

Treatment (k) (ng/ml) (hmg/ml) (h'ongml) (L/h} (k) {mL/h} (L)
AVTO2 1920 3353 2018000 2159000 0.00398 1741 18.53 4654
N =128) (48-672) (41%) (48%) (53%) (107%)  (107%) (33%) (77%)
EU-Humwa 1680 3239 1832000 1971000 0.00432 160.6 20.30 4702
(N =125) (72-504) {38%0) (32%) (52%) (95%) (95%) (52%) (71%)
US-Humura 192.0 3363 1954000 2101000 0.00416 166.6 15.04 4577
MN=127) (24-508) (41%) (31%) (53%) (91%) (91%) (33%) {60%)

7 4R A%

Table 18 Overview of Treanment-Emergent Adverse Events (Safety Population)
Category Statistic  AVTOZ EU-Humira US-Humira Orverall
N=130) N=119) (N=131) (N=380)
At least one TEAF (%) E 103 (79.2) 256 103 (79.8) 268 106 (0.9) 300 312 (30.0) 824
At least one related TEAE LWE 45(34.6)84 4038071 41 GLIHTL 135(34.6 226
Any TEAF of special inferest LWE 19{146)23 21(163)23 18(13.M21 SE(149)67

Atleast one related TEAE of special o) E 19(14.4)23 20(155)21 18(13.721 57(14.4)45
interest

At lazst one TEAE of laboratary n(%) E 20:52 1(08)1 3023)3 G136
shnormality of at least CTCAE

Grade 3

At least one related TEAE of n{*%}E ] 0 1{e1 1031
laboratory abnormality of at least

CTCAE Grade 3

Atleast one local adminisoationsite n(*)E 18(13.8)20 140109315 17(13.00 1% 48(12.6) 54
raacion

At least one serions TEAE n{%) E o o o i
At least one serions relsted TEAE n{%) E o 0 o ]
Any TEAE leading to death n (%) ] 0 ] 0
Any TEAE leading to disconfimation  n{%) o 0 o 0
from the sthady

At lasst one TEAE by seventy

Mild n%) 95(73.1) 06(744)  105(802)  206(758)
Moderate ni%) 17¢13.1) 25 (16.4) 16(12.3) 58 (14.9)
Severe (%) 2(1:5) 0 2 (1.5) 4(1.0)

Category Statistic AVI0?  EU-Humira US-Humira  Overall

(N=130) (N=120) (N=131) (N=300)

At least one related TEAE by seventy

Mild n (%) 30(30.0) 43333 39 (29.8) 121 (31.00
Moderate n (%) 1200 oo 7 (33 BT
Severs n (%) o o o 0

At least one TEAE of special interest by

SEVanty
Mild n (%) 16{12.3) 17{(132 1§(12.3 49(12.8)
Moderats n (%) 4(3.1) 4(31) ERE 112.8)
Severe n{%a) o o ] 0

At least one local adriinistration site
resction by severity

Mild n{%a) 15(11.5) 13(10.1) 15(11.5) 43 (11.0)
Moderats n (%) 4(3.1) 1{08) 2{15) 7(1.8)
Severe o (%4) o o o o

1) =%

- A F A7HA 9 GRA R GES B FetRAs A
(2) oA

- AVT02 40 mg ©¢Y &S AHE

=
fu
rr
°
>
il
offt
r [}
)
o
=
>
el
=
ox
N
=2
>



HAAd =29 BU-Frlet 9 US-Frulehet HIS8 i+
(3) &3 WAshE o] AtEl/ Z1BAE o)At #4
- 7k WIS Bad TEAERIETAA >20%)E FE(AVT02T 285% % EU-Fulehd 24.8% 2 US-Frvlehd
ZH(AVTO2T 26.9% 3 EU-Frolehe 264% S US-Frrlehs 267%)Y. o183 AL W=
AEgd o frAE S
791 Nk BU-FH2K7.8%) T US-FrHl2h6.9%)el Bls] AVT02 A &(123%)o0A4 o RIWaA A&
Ry FES AVIAZEA §ls) T EU-Fr kel vls) US-Frrlgt X &3 (5.3%)lA o RIWstA B

L
.

)
S35 ol AE F WAT AE AU e WA SUThAFTYAL 15%). 38 L F3) A7, 5 Y

Table 22 Grade 3 Laboratory Abnormality TEAFs (Safety Population)

Subject TEAE Laboratory Referemce Range  Study Eeslt Ch;:g:ﬁl::m
Number (Severity) FParameter (Umits) Day (Umits) (Units)
AVTO2 group

Lymphocyze

100035 coun: decressed Lymphocytes 100-400«10%L Day2¢ 049 = 10°%L —0.71=10°L
| Severs)

aplqsn Credibmmnemy o T—48gL Day @ 18gL —30gl
{Savers)

EV-Humira group
GGT increased

301 —351 Day20 246U 277U
01004 e GGT D-35UL  Day20 246UL UL
Us-Humira sroup

LG ey oo e AST w-sour % iur swmud
imcreased (Severe) (EOS)
MNenmophil count

301082 dacreased Neumophils  2.00-750 < 10°L Day12 0.90=10%L —0.80= 10°L
(Moderats)

solp3p Cloedwiglycenides o ide: 00-20mmoll Diys 25.% mmoll +24.7 mmalL
increased (Mdild) = =

(5) UAA BT AHA

- Agztel o8 1Pg #Ao] Atk FHHE TEAEQ HIEE US-FvIEHE(31.3%)0l vls] AVT02(34.6%) % EU-F
u]2438.0%)o A1 2k O Eokth 7b WINEAl " A& #¥ TEAEE FAF #4939, 5%, s 144
FA B9 BF, 7 2 JASFAA A Aol

(6) A% B T o FAte

- APRE BEA ook
BREAHCE 1.0% AVIT 2% 9 US-Frlghs 2%)S 479 $%9| TEAES R13E. 5% TEAE

T A @Akl osl Age} #Ao] vty BHHA b
7) NELH TToE o]ofl o] Ay

AR FHe 2UF ABE AF 59 BASA 2
E

i

7

of
2

=

- AESI® WEE XEF ol Bl 55AHAVTT 14.6%, EU-Fvlgks 163% 2 US-Fulehd 13.7%). EU-F
oholl A 198S A 9stn AESIS 213 ZE AU AAZY R 146%)E AP o8] x59t Bl
Qupy #AoE AAE Bugch 37 AEFNA b NIE HuH AESIE w4 Fo] 29wkl



- Fa Fol B9 W AESIY AWBAA NEE RRnHAHOR 126%) oH ADE ML ARE
Stk AESIE Bd AFignte] BREe AgAel os Amsh #ele] rka BEE Aol
el BIE Fa Fo B9 Mg FA B9 FHAALOL 90%)d

_,d
o[o

©) YFAFAA B, AAZA
S QRARAR EE AR QAo Bad As)
S

L=
o) EAOINE AT AdulaAel teke] e Qard oz

8) ¥y A%
- N7te] A3jo] w2 ADA % NAb ¥4 2 W%
Z)ol A ADA Aol JHoz HauH AFoga

rlr

BE 3 AsTAA Bl wolzEl(F, A1Y T4

S AVT02(6.2%), EU-Fr] 2k (3.9%) B US-FrH et
(3%)o A B3tk ADA F4 A dAte g 71 B AR R FUtg e Aeddel AP
A 95% ol’dol A3 ADAC ¥ 7 EOS A Z). Al6dd T ADA ¥4 Adod=tel
HEE 37) AEFNAM vtk AVT2T 96.1% 2 EU-Frleks 96.0% 2 US-Frleks 95.3%.

- ADAY %A1 AFddAA NAbel FAdozZ AA"E AgdddAte] s A AF 717te] A3 F7kdEdl
Al Az BFA Aeddel NAb ¥4 RIE7F 71 EA BaEATh Aledd &, NAb-¥48 AdoidAe vl
T AET el Hla BTk AVI02T 80.6% 2 EU-FHIEhT 86.9% % US-FrHEht 87.0%.
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Table 23 Summary of Immunegenicity (Immunogenicity Population)
Number of Subjects (%)
ADA Detection NAb Detection
Sample not
Study Day N collected/analyzed Negative Positive Nezafive Positive
AVTO2
Day | (predose) 130 o 122 (93.8%) 2 (6.29%) 8 (100%) o
Day @ 130 1(0.8%) S4(646%) 45 (34.6%) 44 (95.7%) 2(4.3%)
Day 15 130 0 41(315%) 89 (58.5%) 88 (98.9%) 1¢1.1%)
Day 28 130 1(0.8%) 24{185%)  105{808%) 90 (E57%) 15 (14.3%)
Day $4E03 129 o 3 (3.0%) 124 (961%)  24(19.4%) 100 (30.6%)
EU-Humira
Day | (predoze) 120 0 124 (96.1%) 5 (3.9%) 5 (100%%) 0
Day @ 120 o S3(41.1%) 76 (58.9%) 71 (93.4%) 5 (6.6%)
Day 15 12 4(3.1%) 24{184%)  100(78.1%) %7 (97.0%) 3 (3.0%)
Day 20 127 1(0.8%) 1B(142%)  10B(850%)  OS(BBO%)  12(11.1%)
Day §4E05 126 0 5 (4.0%) 121 (96.0%)  16¢13.1%) 106 (86.9%)
U5-Humirs

Day 1 (predose) 131 o 124 (04.7%) 7 (5.3%) 5 (T14%) 2 (28.6%)
Day @ 131 o S0(6TH%) 42 (32.1%) 40 (93.2%) 204.5%)
Day 13 131 2 (1.5%) 420321%) 87 (664%) 85 (97.7%) 2 (23%)
Day 29 130 1(0.8%) 24 {185%)  105(80.8%) 8B (B3.8%) 17 (16.2%)
Day S4EOS 120 o 6 (4.7%) 123 (953%)  16(13.0%) 107 (87.00%)

ADA = autidmg antibody; HAR = neumalizing antibody; EOS = End-of-smdy.

Motes: The NAb assay was only performed for samples pozitive for ADAs, except for 1 subject in the AVT02
eroup (Dray @ sample) and 1 subject in the EUV-Humirs group (EO5 sample), whose ADA results were
negative and WAL was performed (with negative MAb results]).
Ezrly termination samples were excluded from the data suwoomary.
The denominator for the percent frequency of MAb detecdon is the totzl mamber of MAD results for the
Tespectve Teament and smdy day.

Source: Table 14.2.3.1
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6.4.5. 93X P (PD)

o ANTAE 9l

65 TEA 2 ¢AA

651 FrEA - FAPAE N8

¢ AVT02-GL-3012 4 AR E, $55 WA T35 W4 3 44 A& o2 AVT2¢ Frlee Tt
o frad, A 8 wedd e v ek

¢ AVT02-GL-303& 55 WA 55 Frte 2 S48 oz SEJAE(ANY A7t FoAE H7IE 374, @4
T WEAEY.

6.5.2. BAU/FA & (Pivotal studies)
[AVT02-GL-301]
1) 9BANE 4A

1 Na

FTE A $F 4 B 24 A= o E Frgeh vlaste] AVI02S] fraEA, A 2 HYdd s

Hlwst7] 9% g, olSwrbe, FAEA, BT, g4 dix AP (ALVOPAD PS)

(2) Al

dA: A6F7HA olFwrtd FaY WUt

- 5 WA FF PsO A 4120] o|FE Y WA OE AVI02(n=205) =+ EU-FU2hn=207)& FA27]
ste] 1:19] W2 T2 WA, A9 PsAS] EA| e BA9 PsO £ PsAS] A 8E AT BET
A ey ojd AHE WE R

- BT 19 A= AVT02 80 mg(2 x 40 mg)e] =] F8f &F< ot Ford H Fi &7 Fo F 155
Bl A&ste] A145712 AFE 40 mge ¥5 Fo

- A8 29 A= FHjE 80 mg(2 x 40 mg)® 27] Fat §FS Y5 Fore § Fof %% Fof & 1FE
Bl AlZtete] A14F74A] AF 2 40 mge Fot Fo

- 22 A: AR Z13(AN6FHE AS0FTA): olFwrtd, A7) a4 2 g 9t

- A16F ¥ A= 50% PASI WH-&& vEhd SR AHoH w3Ar A4l YA

- 32t 3927 0] 29 A o Fhed

- AFddle ART 1(AVI02)o] FAH wWiAdE whEAE A48F7tA] AFE AVI02 40 mge F3 Fo
(AVT02/ AVT02:Z, n=197).

- AFole AET 2(FH el FA9] 8" e A8 2A 2 2B L1 oA FAS] s EHAY A&
T 2AE AVT02 (40 mg EOW)S Fo{WQta(Fr| ek /AVT02, n=97) A&7 2B+ Al48F7HA FH|2H40 mg
EOW)E Fof gteh(Frl et/ Frl gk, n=98).
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Figure 9.1  Study Schematic
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Table 11.1  Subject Disposition — Analvsis Sets — Envolled Set

AVTO? | Humira AVIGMAVTO? | Homira/ AVT0? | HumiraHumira| Owverall

o (%) o (%0) u (%) n (%9) n (%) n (%9)
Subjects in Randomized Sar’ 205 208 197 o7 ag 413
Subjects in Safery Analysic 205 207 412

e - 5 o7 (1 TE
Satt (100.0) £100.0) 127 (100.00 OF (100.0% 98 (100.0% (100.0)
Subjects in Full Anslysis Sat! 203 ] 197 (100.00 97 (100.0) 98 (100.0) 1
= [y {elidi)] (100.09) £ : : g (100.0}

Subjects in Par-Protocel St | 199 (97.1)[109 (95.1) MA HNA NA 308 (96.49),

2 F& AF/A9 71+
of Agell AA Ha 179 A A 2ol thste] o) Ay, FAHF wkg, B £ 5UE B
ol Ha wid F AL TEE WA TF WA B Aol A= 18 ~ 75A19 HY Al TiAA

3 24 olge] HBHA AA E= 54 FEL ASF AT

A A
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=
H!
AN}
N
=2
>
ol
X
i
B
o
ot
e
R
M
ks
p
G
>
2]
=2
rr
_ln:
p
b

Avt TRH o (HT AF 4284, W 18, 71

_46_



Table 11.4

Demographics and Baseline Characteristics — Full Analysis Set

¥

- 47

AVTO2 Humira |AVTO2Z/AVTO2 | Humira/AVTE2 | Humira/Humira | Overall
(N=205) | (N=20T) N=197) (N=0T) (N=98) (N=412)
Age (years) at
Informed Consent
n 205 207 197 97 98 412
Mean (SD) (:22_'359] 432(1324) | 424(12.26) 43 6 (13.40) 42.3(13.03) {14.3:1}
Median 420 430 420 43.0 420 420
Min Max 20, 71 18, 70 20,71 22 69 18,70 18 71
Age group, n (%)
<65 years 195 (95.1) | 195 (94.2) 188 (95 4) 90 (92.8) 95 (96.9) 390 (94.7)
=65 years 10 (4.9) 12(5.8) 9(4.6) T(1.2) 330 22(53)
Gender. n (%)
Male 125 (61.0) | 129 (623) 22 (519) 56(57.7) 67 (68.4) 254 (61.7)
Female 80(39.0) TE(31.T) 75(38.1) 410423 31 (31.6) 158(383)
[Ethnicity, n (%)
f::‘::‘c E 2(1.0) 2(1.0) 2(1.0) 1{(1.0) 1(1.0) 4(1.0)
':;_OE:E.?M 203 (99.0) | 205 (99.0) 195 (99.0) 96 (99.0) 97 (99.0) 408 (99.0)
Race. n (%)
White 205 (100.0)| 207 (100.0) 197 (100.0) 97 (100.0) 98 (100.0) 412 (100.0)
Black or
African 0 0 0 0 0 0
Amencan
Asian 0 0 0 0 0 0
AVTO2 Humira |[AVTHLAVT? | Humira/AVT0?2 | HumiraHumira | Owverall
N=205) | N=20T) (N=197) (N=07) (N=08) (N=412)
Height {em) #t Screenmg
a 205 207 197 97 98 412
Mean (SD) t:;:ﬂ.g;} g‘;g";) 173.00 (10.160) | 172.20 (10.624) | 174.09 (8.705) E;_T;:ﬁ
Median 174.00 174.00 175.00 172.00 175.00 174.00
Moy, N 1105?1' 147.0,194.0 | 1500, 1950 147.0,194.0 152.0, 190.0 13';1.%
Weight (kg) at Screening
n 205 207 197 a7 98 412
Mz (5) (1815'?831?} ‘fj".'ﬁf” 8541 (21.629) | BI10(12419) | B8571(16733) {f;';;:)
Median 8420 B290 5410 8170 84.50 £8385
Min Max 45.0,204.1| 43.1.1350 | 45.0,204.1 431,134.0 37.4.1350 431, 204.1
Country. o (%)
Estonma 28(13.7) 29 (14.0) 27137 14 (14 4) 14 (14.3) 57(138)
Georgia 31(151) | 29(14.0) 30 (15.2) 12 (12.4) 15 (153} 60 (14.6)
Poland 123 (60.0) | 126 (60.9) 117 (39.4) 59 (60.8) 58 (59.2) 249 (60.4)
Ukrame 23(11.7) | 23 (111) 73 {1..7) 12(12.4) 1L{112) 46 (11.2)
<ozl AW EALS AR o HlsE FRH E4TE 55 A FF PsO 4
7 wlo]2ekel PASI M4 23.0801UaL B wlo]22kel BSAE 32.0%°0105. A 94
AN AR 56.1% = Hlol2=Eke]l At STERCH 4.0%< wolzgl ATt T

13 A= 4

%9 7H(sPGA) oIl A



Table 14.1.4.1
Baseline Characteristics
Full Analysis Set

Humira 02

[H=207}

AVTO2/ENT

n 207
He=an (5D} 22.58 (8. (8.082)
z0.80
12.0, B5.2 -0
Glcbal
n (&)
0 0 : 0 0
Hodersts 112 54.8) 115 E7.5) 0 E4.8) &l 51 52.0} 231 BE.1)
Savsrs TE 37.1} 73 ([ 35.3) T.&] 25 47 40 _8) 145 36._2)
Vary Severe 17 g8._3]) 15 T7.2) 15 T.€) B 7 b7 3 ) 32 7.8}
Percentage of Body surface
Ares (%B5R) Rffected (%)
n 205 207 57 58 412
M=an (5D} 32.3 (17.84 31.7 (17.88) 31.9 {17.85) 03} 32.3 (1g.51 32.0 (17.84)
Median 28.0 2.0 28.0 2B.10 28.0
Min, Max 10, 2€ 10, =24 10, =3 11, &2 10, 26
Chronic Plague Drias;;
to Informed Consent
n 3 57 58 412
HMean (5D} 196.4 (131.80) 193.0 (128.78) 196.1 (127.20) 156.95 (130.&8)
Median 123.0 124.0 172.5 123.0
Min, Max £, &BF 20, 583 . E88
Psoriatic Rrthritis (Psk),
n (%)
Dresesncs 43 41 15 €] 18 84 20.4)
Rozence lez Ii-] lgg 78 -4] =l 328 75.&)
Months from Diagno
Psoriatic BArthritis to
Informed Consent
n 43 1 24
HMe=an (5D} &5.5 (€2.6€8) T5.2 (€7.68) T2.4 (85.12)
HMedizn 45.0 2.0 56.5
Min, Max 0, 243 5, 276 0, 276
3) NEE
. QA BA
- AVT02¢t EU-FPIEteh Sostths He A7) e, #8484 BHAM Al 165 A4 B4 8 $3&= A5
(PASI)oll |l @
. o3} B3
- AVI028 E EU-Folehel th8) B 835040 mg)ol e F7bHe) $54 %7}
P, oS, AAEAAG HAU S THD AN dHA
4) Frpis
(1) +E8 B7h
T PAES
- Ho]z=ekel A tiH] Al16F7HA PASIS] X E
#8424 Yrhas
- ozl F=3] uin] A|8F, A12F, A24F, A3RF, Ad2F L A50F7A] PASIY A E.
- Al 165 9 A505 F PASI 50, PASI 75, PASI 90 % PASI 100 8§, PGA ®¥3}, DLQI ¥}
(2) ot B7h
R I P A
- oluLS (AE, AZE ol kg EF), SWH olRulg (AESI; T/ LTANS, FY 9 WS, v, F

(0]



), 44 AFA B4, 89 A% 9 AF 24, 494 ZUEE (8, AN 2 S5E ATe 2 €9
S ZUEY), 9944 H7t
(3) 71Ek H7h
o okET Wb
- AdE A AVT02 ¥ BU-FrR|Ete] 84 5%
5) SAEMYH
- BAYAETE 1778)9] WA = 16 %‘} PASI 7AAolA 554 whdl + 10%, 90% 9= Clol AT
25% FFAA 90% ARHEE /HHT F 400HFH ST 200W)0] TS vpRlH 95% FS Clol SAT
25% oA 875%9 HAAHES 7R
6) FEA A3
o YA FEA HUF Hgy AR
- FAS 2399 A 16 Foll PASI ¥H3-S GA% SAFE F FAT AloldA 55392
- FASY| 71x3to A16F & PASI] /A HAE+ F A5TAdA vt AVI02 A STolA 89.2% 2

Fuleh 2o A 86.9%

Hjo] 22kl tir] PASI®] 71 HAIES ANCOVA

ato] A Ao F5A A +10% ool ¢

7} PPSoll A 2

42 AVT027} FASS 7% All6F = 95% Ciol o
A3 2FHEGE AS B ETH(Table 11.9). Blsd A3

Table11.5  Baseline Characteristics — Full Analvsis Set
AVTO2 Humira |[AVTOZAVTE? | Humira/AVT0? | Humira/Huomira | Owverall
N=105 | (N=1T) N=187) (M =87) (N=28) (N=411)

Psorizsis Ares and Severity Indsx (PAST)

o 205 207 187 o7 a3 412

Mean (5D) 23.17(B538) |12.98 (8.553) - 22.79 (8.062) 22.74{9.174) 2310 (7.915) -,;3‘?3)

Median 21.40 2080 11.60 19 80 2125 2120

Min, Max 121,559 120,552 121, 51.0 121,552 20,460 120,559
Static Physicians Global Aszsessment (sPGA) o (%)

Minimal 1] 0 a [i] o 1]

Mild ] 0 0 [y ] 1]

Moderate 112(54.6) | 110 (57.5) | 108 (548 600 (61.9) 51{52.00 231 (56.1)

Severe WBETH | BBESH 74 (3.5 19 (20.9) 40 (40.8) 149 (36.2)

Wery Severs 17{8.3) 15 (1.3) 15 (7.6) 8{8.3) 701 32(7.8)
Percentage of Body Surface Ares (%:BEA) Affected (%)

o 205 207 187 o7 o8 412

Mean (5D [ 39301784 [30700788) | 31001765 | 30201803 323 {1651) {73__:_'9?4)

Median 8.0 260 30 5.0 8.0 280

Min Max 10, 36 10,84 10,83 IO 34 1182 10, 86
Mpnths oo Diagnosis of Chromic Plague Psonasis to Informad Consant

o 205 207 187 o7 a8 412

Memn (SD) |1952(13143) 1:’:_':5“ 1964 (131800 | 183.0(128.78) | 1961 (127200 LlZ?:S}

Median 183.0 1830 183.0 1340 1725 1830

Min Max 4, 682 7,583 4, 688 20, 503 20, 593 6, 688
Psoriatic Arthrits, (P=A) o (%)

Presence H£2L0) | 410198) 20 (20 3) 18 (19 6} 18 (184) 84 (20.4)

Absence 16247000 | 166 (0.2 | 157(79.7) 78 (30.4) 80 {31.6) 328 (79.6)
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Table 11.9  Primary Analvsis: Analysis of Covariance of Percent Improvement in
Psoriasis Area and Severity Index from Baseline to Week 16 (Last
Ohbservation Carry-forward Data) — Full Analvsis Set — Through Week 16

AVTO2 Humira

Time Point N =208) ™ =207
Wesk 16 LOCE
n 205 207
LS Mean (SE) 89.2 (1.61) 86.9 (1.65)
15 Mean Difference {SE) (AVT02 vs Hurmira) 23189

00%% ConSdence Interval 0.76, 5.20

05% Confidence Interval -1.34 588

o YA FEA BrHHad g NgdE 24 A

- TR anEA AY7BE T3 ANCOVA £4], FASOIA Al6F & $EAS o2 3 ANCOVA
4 9 FASYA MMRM 413 BLFE Al1657bA PASIS] /i HAES ois] PPSel 7%
ANCOVA #4. 22+ £4: A+ 9 A12F & AHd 79 2 F5= A5 7jAd HAE

- A8F E A12F F PASI AL F AsTA HISITHART: AVI02T 75.6% 2 Frlekat 75.7%, Al12
F: AVT02T 852% 2 Frrlehs 84.1%- FAS, LS H ).

- BL 5E A8F % A12571A PASIY| 7|4 HAES ANCOVA #4902 95% ClIof tiste] Abd Hod &
A @A £10% olujol 3] E3

Figure 11.1 Least Squares Mean (+Standard Error) of Percent Improvement from
Baseline in Psoriasis Area and Severity Index by Visit (Last Observation
Carry-forward Data) - Full Analysis Set — Through Week 16
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o oA fEA A
NP AL 28 A Al FAS] A EYE WS AT AVT02 Ee FHletel dob AW FH
groll Al AVT022 A8g 7 9), AS0F7EA 24249 Al oA PASIY 7 HAEE BE AEToA At
Ak

- PASI 50, PASI 75, PASI 90 Z=& PASI 1009 =23 Alguldze] vl& 9 sPGA W&
FHl2t/AVT02 AEAE EFste] ZE AVI2 ¥ Frjgt Ag5dodA visd Ayt #FE. AleT +
AVT02 2 Fojgk X ZFolA PASI 50 (98.0% vs. 97.0%), PASI 75 (92.0%, 88.6%), PASI 90 (76.1%, 78.6%)
3 PASI 100 (42.8%, 448%)° =9 AVI2w 2 Frljghrd Al@dida wee H= A5F ¥
AVT02/AVT02, Folek/AVT02 2 Fulgt/Frolghdol M PASI 50 (96.1%, 96.7%, 95.4%), PASI 75 (90.1%,
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< v
gulgk0) == A HWIH1) sPGA WS DA A
90.5%) % A505(AVT02/AVT02, Frlet/AVT02, Frle}/
A v
BLE-E A6, 245 2L A50577bA DLQIS ®sle A 57 el Hla F5dch PsA7F Sl AZddA
sl 4ol A, DLQIS| BL tiH] Al16F7bA Wste] =A7]= AVT02 A5 FHlgh A& gho vl
AA NE BTl thste] Bl&dS

kel &= A16F(AVT02, Fulek 90.5%,
e} 845%, 77.8%, 77.0%) ¥ BE Az o

o ot
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ol a AN Y FANA ST YT BAL ofd olF BHAste] FASS PPSo| tha] BLEE A
1657744 PASI 7)41 9] B HAE ZdM AVI A Z73 Fojgh A5 o] FAE HoFT o
dHge o2l a3 #Hste] FASAA AlF Axtell AX(A165FEH A50F7HA]) A= A
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Table 12.2 Adverse Events, Overview of Treatment-emergent Adverse Events — Safety
Analysis Set — Through Week 16

AVT02 Humira
(N=205) (N=207)
Subjects Events Subjects Events
n (%) n m (%) n
Any TEAE 92 (44.9) 192 91 (44.0) 245
Maximum Severity of TEAEs
Mild 61 (20.8) 117 51 (24.6) 114
Moderate 27(13.2) 37 3I7(17.9) 52
Severe 40200 5 EXURC) 3
Treatment-related TEAEs 44(21.5) 84 41 (19.8) 30
TESAEs 2(1.0) 3 5(24) 5
Treatment-related TESAEs 1(0.5) 1 o t]
TEAE Leading to ET 3(15) 3 3(14) 3
g:atmﬂu—relaled TEAF Leading o 2(1.0) 3 3(14) 3
TESAEs Leading to ET 0 0 1] 0
;l;r?l?nm!-mlaied TESAEs Leading o o a a
TEAE: of Special Interest 38 (18.5) 77 34(164) 76
Death 0 0 1] 0

(1) ol/dAteEl

- 1677HA Hojx 1719 ol dAtelE Bagk Aot Hl&e Btk AVT02oll A 927 (44.9%) 2 Fv
2holl A 9178 (44.0%) oA BauE itk Az oz AVT02e Fo|ehel ehdA T2 mdo] fAkstgt

(2) E3HAl dAsHE o] FAtEl/ Z1HAE o] FAtE #4

- AR ANEWIAS] Hi 5% ool Budt FUT o) FAtHE FAHEAEHS(AVT02: 349[16.6%]; Frriek 33
H[15.9%]) 2 BIJAFA(AVT02: 11%8[54%]; FHlek 1198[5.3%])°1 ATt

(3) olAtElY FFE

- oA Y REES AR ARTAA AR B FEEY oS EHud AFUEA v&e vz
o % oldAtElE AVT02wol A 47(2%) B Frrlekwol A 3% (1.4%) A HIE ATHG1H, 24.6%).

@) FAkTe AHAd

- 2 e odatElE AEe BEo] JIUTh F ART BFOIA Al@Ael o Aseh #d
oA E B AFuldAt vlge BTk AVT2TAA 44 (215%)S 84719 A8 #Hd o)y

P Fojghrell A 419(19.8%)2 89719 A= #A o FAlElE R

- FAREEE(SR) S BE AT AFWEAY 5% ool BudE #

AVT02Z A sihe A FUdAF 30 (14.6%)2 62719 A& #¢ SRS BRugdi FrgtE A58 31%(15.0%)

¢

of

al

o

2 69719 #d SRS Rugdth Ast/5EE 9 7S/ aY%5e BE AT AdudAte] 5% ool B
13k ISR EAolglon o]yd ISR EAY HIEE XFEF 7ro] H=Fh oA E BRuH SRS AL =
TEEA

(5) A%

- o] AFollA AP HAEA FtTh
(6) I o] &AL
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- AVTO2—TL 29(1.0%) A 379 FUE o] dAHE Ruga Frleht 58 (24%)0A 579 T o] dALEE
(7) NE8W TR o]ojzl o] AL
-APeW FHOR o]l o] A E UERA A@ A HlE-S WY THAVT02: 3H[1.5%]°] 3%, Frlek: 3
B[14%]e] 34 E).
B) YL P AA Hr}, AAHA 5
- YA, F8 HE, A4 ZHAA 9 BCG Ao tiste] A8 bol BLEE Azte] Aol wE gHoz ofn
AE W= J&éﬂxl ookt

[165F0l A 545744

Table 12.3  Adverse Events, Overview of Treatment-emergent Adverse Events — Safety
Analysis Set — from Week 16 Through Week 54

AVTOZ/AVTO2 Humira/AVT02 Humira Humira
N=197) (N=9T) (N=08)
Subjeces Events Subjects Events Subjects Events
n (%) n n (%) I n (%) n

lAny TEAE 116 (58.9) 315 46 (47.4) 153 49 (50.0) 131
IMaximum Sevenity of TEAEs

Mild 62 (31.5) 175 28 (28.9) 95 31 (31.6) 76

Moderate 50 (25.4) 79 18 (18.6) 28 18 (18.4) 34

Severe 4 (2.0) 5 0 0 o 0
|Treatment-related TEAEs 40 (20.3) 135 17 (17.5) 66 14 (14.3) 9
|Serious TEAEs 4(2.0) 6 0 0 0 ]
(Treatment-related Serious TEAFEs 1(0.5) 1 i) 1] 0 (1]
ITEAE Leading to Early Withdrawal 6 (3.0) (] ENES ] 3 1(1.0) 1
ITreatment-related TEAFE Leading to Early 420 4 3(3.1) 3 1(1.09 1
|Withdrawal
Serious TEAE Leading to Early L] 1] 0 (1] 1] (1]
[Withdrawal
[Treatment-related Serions TEAE Leading 0 0 0 0 0 (1]
ito Early Withdrawal
ITEAEs of Special Interest 45 (22.8) 137 17 (17.5) o4 13 (13.3) a7
IDeath L 0 0 ] 0 o

(1) ol“wﬂ

- 16778 AF7HA Holx 1719] o)A E Bud AlFdat v&S Frg/AVT2a s Folet/ Frleht
of Hls] AVT02/AVTO27olA 2kt o E9kth AVT02/AVT02:-ol A 116(75.0%), FHleh/AVT027ol Al 467
(47.4%) 2 Frlet/Frleka ol A 49%(50.0%).

(2) E3tA BBk oldAtEl/ Z1BANE o) FAtEl £4

- ARTES HESL 5% olBelA Rud 5E FoAE Qe FUF oAtdle FAHERRE(ISR)0] AT
AVT02/AVTO2w ol A 317 (15.7%), FrPl2t/AVT02:oll A 1078(10.3%), Fvlek/Frrlekaol M 107 (10.2%)°] HiL
stk 5%, W, Asl/REE 9 eSS BE ARTAA AZUEAE 5% ool Bigk ISR 4¢3
om o2g ISR 5 HlEE AT o HIsth oA E BiH SRS A% Ee FTEA

(3) oA T2 5

- oAt Y B REES AR ARTANAM AR o GAEE Bug AP vl Wt $55 °
AAEE Baud Aduda v Frl/AVI2ES Foleh/Fulekel v AVT02/ AVT027oll A 047} T

: £ 4920%)°] RudEr ZF AVT02/AVT02 A ZTolith

4) YA Pk AuA

- Xz} #Ho] vt HrlE TEAES Rudt Adoidate vl&e Fulgl/Aviy 9 Fu2/ v
AVT02/AVTO27ol A HIS=8th AVT02/AVT02 X879 40%(203%)2 13571, Folg/AVI02 A&7 179
(175%)& 667, Folet/Fvlet A8 149 (143%)2 3979 X8 #¥ TEAES 21EUch

(5) A

- o] AFAA A BaEA ETh

(6) T o] AL

- AVT02/AVTO2T-o1 4 45(05%)& 672 TUlg o] 4AEE Ruga

O{N

mlet/AVI02w Ev Fwlek/ Ful ekl

o



Me T ol dAElE B AdodArt gl
7) NELH FEo= o]l o] AL
- 271288 293 o)A EE Rud AFUAAY HlEe HSPTHAVT02/AVT02: 6%[3.0%0] 67 B, F
ml2k/AVT02: 3%[3.1%]°] 37 B, Frrlet/Fulek 138[1.0%]0] 174 B
(8) WAL F7L, AAAAL T
g A%, AA AA 2 ECG Aol thdte] A8 3hol BLEH A7He] Ao @E ddH oz o]
© #FEA G

dd, &
= W3

- HAYA HLE 9% A MEADA 2 NAB)S A1F/A1Yd T4 A, A4F, A8FE, A16F, A24F, A|32
F, AB0F F FHRA EE AFETE AT TE A FRHEAT. ADA T+ NAbol FE AldddAte]
NE&8 AleF7HA D ABAF7HA A 5T ol Btk A54F7HA] ADASE NAbe A& & 2HAgh &4
HAES 8 XNgTd] H&l Fulg/AVT2TolM o Btth g A@tdAeE AlleF7HA(AVT02:
88.8%; Frulek: 90.8%) B AS4F7EA(AVT02/AVT02: 93.4%; AVT02/Frmleh 91.8%; Fruleh/Froleh: 95.9%)
ADA oIt o] FolA tiFEe AFdAE Al6F7HA(AVT02: 66.3%; Fvek: 73.4%) B Al5457HA
(AVT02/AVTO02: 84.3%; AVT02/Fv2k 83.5%; Fulet/Frrlek 80.6%) NAbY = %A o]3dth

Table 11.22 Confirmed Positive Antibody Frequency - Safety Analysis Set — from
Week 16 Through Week 54

AVTOLAVTO2 Humira/AVTO2 Humira Humira
N=197) (N=07) (N=08)
Resnlrs m (%) n (%) n (%)
Total Antibody Incidence’ m=197 m=97 m=598
Binding (ADA) 184 (93 4) 89 (91.8) 94 (95.9)
Neutralizing Antibodies 166 (84.3) 81 (83.5) 79 (80.6)
Antibody Incidence Before Week 167 m=197 m=97 m=08
Binding (ADA) 174 (88.3) 87 (89.7) 91 (92.9)
Nevtralizing Annbodies 129 (65.5) 73(753) 68 (69 4)
Treatment-emergent Antibody Incidence’ ml=23 ml=10 ml=7
Binding (ADA) 10 (43 .5) 2(200) I(M4I®
Treatmeni-emergent Antibody Incidence’ m2=47 m2=12 ml=29
Neutralizing Antibodies 36 (53.7) 6{27.3) 10 (34:5)
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