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*® 2. RRELHEHYNDEEER (MedDRASOC RUPT Al (EFHEBRLEMEFIFRER, M14-033 FHEBROMFFFERR) W)
———————————————— Adalimumab ----------------
40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=302) (N=304) (N=151) (N=757)
Preferred Term n (%) n (%) n (%) n (%)

FRE R KO FHMEESE (Cont.)

BT 0 1 (0.3) 0 1 (0.1)
ERIIE 0 0 1 (0.7) 1 (0.1)
5 FEAE 2 (0.7) 5 (1.6) 0 7 (0.9)
T 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
FegB 6 (2.0) 10 (3.3) 4 (2.6) 20 (2.6)
HLBE: R 95 0 1 (0.3) 0 1 (0.1)
LB S 0 1 (0.3) 0 1 (0.1)
At 2 (0.7) 1 (0.3) 1 (0.7) 4 (0.5)
A8 TN R E 0 1 (0.3) 0 1 (0.1)
ZERE 0 2 (0.7) 0 2 (0.3)
ik e 1 (0.3) 3 (1.0) 0 4 (0.5)
ifn fE 0 1 (0.3) 1 (0.1)
N 1 (0.3) 2 (0.7) 0 3 (0.4)

Note: The sum of the total number of subjects reporting each of the preferred terms should be greater than or equal to the
system organ class total. A subject who reports two or more different preferred terms which are in the same system organ class
is counted only once in the system organ class total.
Treatment-emergent adverse events during the maintenance study are defined as events that begin or worsen either on or after
the first dose of the study drug in the maintenance study and within 70 days after the last dose of the study drug.
Event with unknown relationship to study drug is being counted as drug-related.

Cross reference: M14-033 Maintenance Main-study Final CSR_Table 14.3 1.6
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M14-033 BAY JHER #EFREHR

TRBRDIFRE -
A Double-Blind, Randomized, Multicenter Study of Higher Versus Standard Adalimumab Dosing Regimens for Induction
and Maintenance Therapy in Subjects with Moderately to Severely Active Ulcerative Colitis

s / FEMEE A

ERBR 1S MR / A=A N T, SNAX—, WFF, FealtfiE, Trv—2, 77U, R4V, NH
Um, ARTIZN, AHYT, FTUH, BTG U R, =< =T, AOAXT, AR, AR, UI T4
T, SEE K UKE

HAY 730k - 22 fisk / HA

TRBR AT

I D (i

NEILHR (BEEED

Panes J, Colombel JF, D'Haens GR, et al. OP216 High versus standard adalimumab induction dosing regimens in patients
with moderately to severely active ulcerative colitis: Results from the SERENE UC induction study. United European
Gastroenterol J. 2019;7 (Suppl 8S):118.

Panes J, Colombel JF, D'Haens GR, et al. OP01 High vs. standard adalimumab maintenance regimens in patients with
moderately to severely active ulcerative colitis: Results from the SERENE-UC maintenance study. J Crohns Colitis. 2020;14
(Suppl 1):S001.
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BAYZ7HE : 201447 A 22 B (EARERAR)
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EStv 2019411 A 11 A
RNy S ES N G
TREROFRIE -
B LAH, ZhaskdeF, MEAL, —HEERWR
HEY -

ARBRO BN, FERED b EIEOFEEESME KRR (LU TuC) ) &S, @B TOENREKLOHER
WIEEAT 12 & E DEIMER LM EZRFT 528, W AARANEF EHAER (HAROH AL DOIER
TR TR SN TR TOHRE) O TOREMED—BZ T~ L ThoT,

WERE S G & T

FHEIRE  (GEAREER) 2940 51 (F=FER ¢ 840 B, H ARV 7SR : 100 f1)
FAAFURE CEAFRIERER) 0952 5 (Gl : 852 i, HAH 73R @ 100 f1)
FAAFURE (HERPIRIEIR) 846 B (3B 0 757 B, HAY 7 3B . 89 #i)
FEATIE  (MERPIRERER) 2 846 7 (AR : 757 B, ARV 7 HRER : 89 fl)
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W& B A URRHE

M14-033 BRER O FE/ABRINEMEIILU T O L BY Th otz : R—R T A UEFOERN 18 kLA E 75 UL T 0 B4,
NR—2F5 4090 HYL FRNC UC L2 &, 27U —=v Z7#HEFoNRERE (SRIBNESERE TS
PAEGERE) CTRWIAMRE IS &R, BEORBYYE, EREERED /) SUTEHEERESBRA STV 5
BE, BRERIHEEZCHE L-RIBRE AT 04 FofAOF SUIGREMEFNC L 2 BRAEDIEE, 5 VIZEA
OHWF T4 YRR EDIRIBIC L b BT, R—=ZAF A D Mayo A2 7 (LT, [FMS] ) 28 6~12
BA Vb, ORISR T Z2aT7 B8 2~3 KA v b (FIRAEEIZK D) <h2EEWED UC BF, 1~
7V X~ 7 OFG TLRNZ UC DIGFEDEDPRBD BN, EOBDFIEEIIRMEF L ofcleth, £ 27U F
VT OEGERIELEEREE, ARBRICEAAND ZENTE D BRMEIIANME 2~ ik R 5
L) . kKMEBEOEAE, ARBRA~OSMS VELERNCHR U, UIAREFM (WHIIVE SR, i
PRI, ROY / U FEREH) 217-o722 &, HIREO AN 2N &, RO AHEMEN B B Lotk B
FOBAT, BRI R OVEBRIEO KRG B0 150 B#E T, 1BREREETHE L FETRIET% 2
L. HHEREFOLGAE, BRI TR ONEBREORKES BD 150 At E T, #HL Lz &, A7) —=
VIRRAENEEOBRE, AR 7 Y —=r SIS A BRRE, HIARNFTR, M X SR, 12
FELEXREOF TS, BBREMTEMAREEREICZ OO REA 22 &l L7z B,

M14-033 ER DO FEARRAELEIILU T O L BY Thotz : Zu— Gt ZlEanTtns, FLITERERH 5,
M indeterminate colitis & ZWr STV B HBE, BUED KGR TR EHEEREE S 2 S CnWs BRE, R
7)== JEEONREBRE T, WENEREORZIRF/ L TWSEE (BEHERE) . BIGEBESREED
FENG ARG, 4 L < IXME%E, Koch /XU F, EIFA <&z &4 5 fEGEIRITORER S 5 BE, UIGE
DFHEFELTWDHEE,

TRER G

M14-033 FRERIE, BARIERER & MEEPRIERBR OB SN D, F72, BRI OMEOIRER IR T 58k
SNTPRE G & L ER L, HAROIRRIMERER TRE SN HBRE 2 xR & LI AR 73R BT
R E N5, M14-033 RERTIX, BHAEOGARIER OHERHREZ, AR I TV DR 208 ARIE K O%E
FRRIE LR LT, £/, MAEMATOR, FgEE=4Y 7 (LLF [TDM] ) B A V72 3REH 720k
FRRE DI LTz, TR TOBPEEEL G- L, W I OFRINEAEIZ A L 72 W R EEED b FRE O A TE B
UC BE ZARBROBINEK & Lz,

ARIETIE, BAKOHARUSNOIRBRIENE R CREINT- T X ToWHRE FA4ER) IONT H ARDIER
TR TR SN T R TOMWERE (HARNER) ZxtB & Lz, M14-033 HERPRIERBR O T E R 2R
T, ARWEITIE, BEOWBRE ORKES 70 BEZROBHHREE CIcBon-T—2 25025 (GBUFREKT
H:20194 11 A 11 B) . RAE, MERRERE (FRBEOHARY 7HE) OMikFmET —4&, KON
WD B DAL Te T — 2 O % Kk LT IR IERE EORER (F—FX—2av 7 H . 20. El A l
H) IZESWTna,
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W, A&, BEHERONyTEE

&@8@ﬁm,a$u%@%%%mm ORGSR & 40 mg # 1 [B1F 58, 40 mg BRI 58 0T

TDM BEEDOWT N 2 : 20 1 OWRTHEELAL Lz, £72, HAROIRBREMME TSI N-#5hE %
4%@@1@§5ﬁXﬁMMQ@ﬁ§5ﬁﬁbfﬂ#KM1@%4Tﬁﬁ¢%mtto&58ﬁﬁ@ﬁﬁ¢%
LTI, EARERR COWRE, LOEE 8RR IT 2UEOA M (JRERIEMERMEE» SRt S5 8
HREOWHREEY 7 227 ZHWZ FMS ([23-5<) 2T & L THBRELFHERBIML Lz, &5 8 BHIFOUER)
TIE, FHEIGTERC, #5 S HFFO MM OA M (JEBRILHE ISR SRt S - B G MO NESEY 7 2 =
7 &AW FMS I2H5<) THEICEIE LT,

40 mg FRE B GREOWERE 1L, ARBROKR T ETT XY L~ 7 40 mg OREEE S 2 ki L7z, 40 mg i 1 [A$5
REOWBRA 1L, $HE QW T XU A~7 40mg O 1 [H#5- 2B L, ARBROK T £ Tk L7,

TDM BEOHEERE 1, Bl 8 KON 10 HRFIZ 7&)A77«mg@%ﬁ§ﬁéﬁﬁtoit,&ﬁm,m&@n
W, EETOREEE (FAENES 10, 22 KON35 ) ICERTFTT &Y A~ 7 OME P 2 35040 L= i
£, EU BRI OV BORBERF O B G H Y7 2 2 77| %O%,YﬁUAvfwﬁ%%%ﬁfﬁé:&&Lto

7y hES

THAYRT I I B B . )
N NCESEE )

7IER I I . o

(A AY 73 ER)
TEFEIIE - 44 B

XEREE, H&, WG HEERONy FHFS
L

FTAM R TE

HEME

HEFRRERBR O TEFEE B 1, &5 8 WIKFIZ FMS TWER] (RX—R2 T 1 150 FMS OV 2 3 Ll ko
30%LL E, BICHEGHMY 7 2 a7 OB N 1L ES D WIXEBHIY 722780 Xtk 1) 720, »okkh
52 WHFIZ FMS TEE (FMS B2 LA FT, oW ThoV72a7 b 1 B2 i LI WRE 04T
HoT,

HEFRIRIERIRIC 31T DIBALAT & BIKEEMM R H  (FNEICNEA. 2 FERE L) 13 T D &R ThoT-,
1. 5 8T FMS THERI L 720, 2045 52 HEHC NS E Tk (WEEIFTRY 7 227230
1) RO LNTHHREORIE

2. RN—RTAVTREIBREATOA Fa&HE L TBY, &5 8T FMS ClEHl & 720, 232085 52
WRFICRIE B AT A R4 90 B MLLEEER © & 724 oBIA

3. R=ATAUTREIBKRBEAT oA RE&ELTEY, &5 8HFFIZ FMS THERIL 720, »ofkh 52
WRFICRIE BE AT v A R& 90 HRLAEEER T, BIC FMS THRME 2 Em L - BRE OFlS

4. &5 QAR &5 52BERFHCWLTIS FMS THEAH & 72 - T2 BRE 0 ElE

5. ¥eh 8 AIRFIZ FMS TEMEIL 720, 7»o%5 52 BAFICAESERE ClE (WHREMRY 7227280
I 1) 2D LT ERE OEIA

6. NR—=R T A VCRIBEEAT O A RE&G L TWIgiE <, &5 8 HEFI FMS TEMEIL 720, 2o
b 52 WFICRIBRE AT oA F4a 90 H UL EBER © & 72 0 &4

7. NR—RAT5AUTRIBRBEATOA REEE L TWHBRE T, &5 8 BT FMS TEME] & 720, 7o
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Be b 52 WIFICEI B AT uA R& 90 HMLL LB © &, T2 FMS THEMA K L= giE 0F &

8. &5 QHHMFIZ FMS TWERI & 720, Ho#% 5 52 IFIZ Inflammatory Bowel Disease Questionnaire (UL T
MBDQJ ) Tk (N—ZFA L LTIBDQ 227 D 16 LALOHM) 238D &= #brE DE|

AN
=

9. 5 8 WIFIZ FMS TIHEERI ThH - oBRE D 5 b, 5 52 WKHZ FMS CTHME & 1R L 72 R 0Fl

AN
=

10.  #&5 8 IR FMS THEMBITH - T-BRHE D 5 b, 5 52 B FMS TR 2 #K L 7o gid ofl

AN
=

11, #5 8 WM FMS TlEHI & 7220, oG 52 BRHICARER R 7 2378 0 R A > M- 728
BE OEIE

12, #5 8 WM FMS TEMHI L 720, oReh 52 B ICARREET Y 72 a7 N0 R A > MR o=
BE OEIE

13, #5 8 W FMS THEN & 720, Hho#eh 52 #RIC IBDQ DMER KA A o Tl (R—RF 1
& H UC IBDQ DIBER KA A DA T D 6 LLEOHNN) 380D &L #HRE OEE

14. 5 8 WM FMS THENI L 720, o5 52 I IBDQ DI ICET 2THE Tk (RN—AT7 A
V& H LT IBDQ DR FFICHTHIEA DA 2T D 1 LLEOBIN) 233880 b 0ElE

I EhTE

BligdsEICT oL & L,

e

IR O ERE, A XA OB L, FENFTR, KOERREMZ M L,

WEHRIE

Bk

H AR Y 7R OMEERRIERBR TIL, 4 Intent-to-treat (LLF TITT) ) EFKPHARNITT £ ARG, T

UL~7 40mg Ol 1 [ 5.7 &Y A~7 40 mg OF@BEE G2 ik Lz, KRAMOMHTEICE, KEEE TFEK

IS E LTT— 2t aat AR AW (LT INRL ) o A7 3 Y BVEHTH 55 52 BRFORIREE

MHEE B IZDOWTIE, EARERBRTOEEE, RORE 8 MR T 28 / BMOA T L7 m

Cochran-Mantel-Haenszel (LLF [CMH] ) MEZHWTEAT L7Z, £72, CMHREIZE S, HEORMZED

M 95%EEX M 2 FH Uiz, FEFMEE ORE ST & LT, 5%, BAMLETTR TR OR—2 T A
TR LEEMEIROER, N—R T A VRO EEE CRPE, ~N— AT A VRO EIERE 72 & ORGKRIICEE

72K % FH V7= Logistic [RUR24T % 3kt L 7=,

SR ENHE

Bl EICT o2 L L L,

etk

AARY 7B OMERRIERBR CIE, REMOMITIT T CTHRA L EMERRAT R SRR & O AR N2 AT < 5246

XU FEM Lo, #RE D EEICZ TGRS X, IRFEE D LIS 2280 L, Zatkst

ZE H D 40 mg # 1 [F#5-RE & 40 mg W E G REOREMZ21E, A E/KYE 0.05 ORI E 2 VTR L 72,

FEIZHT D70 WER Y, A BOREMFHMEEE (B : BARREEON—R T A 56 E&RER £ ToZ{b i)

OFEMIZEL, BRERT & L8O ET VERWTIHME Lz, 72, 77 TV WVELOREWEFHEEE O

FEMIZEIX, Fisher O IEREMESRMRE & IV CTRIM L 72,
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T/ A

HhtE

A ITT M T, 85 8 BRI FMS THESI & 720, M okh 52 BIFIC FMS CHEAR % AL L 7= 5 0 F|
AL, 40 mg i 1 B S5EEOS5AY 40 mg FFEBESHE X 0 SFRFFOICERBICE o 72, O ENIBENT OFE R,
FMTOFRER & BB —H L T,

HARNITT £ TIE, #5 8 BERZ FMS THGERF L 720, o5 52 HRFIZ FMS TER % 2k L 72 g o
EIEIX, 40 mg i 1 [ 5 8ED T3 40 mg R GRE L 0 BEIEICE D - 7o, LR OFERIL, N—2R
FTA BT DHFEMS QLLTF /9M) , R—RT 4 ZEF 5 FMS (FRAELLT / FRERB) , X—RTA v
BT DERBROFE, R—RT7 A BT 5EE C KA B (BLF Ths-CRP) ) (Smg/LLLF /
S5mg/L i) KON—2F A 28T D hs-CRP (FIMELLT / FfEE) ZErE, FMATORR LBl —K
LTu=,

WA ITT £ T, SNANAT = BIKEFEMGIE B 22k L 725 OFIA1E, 40 mg i 1 BRI GEEO T A 40 mg fFE
BEFEL D S EERIC R0 T,

AANITT 2EHCU, NEALAS & BIGHIBEHE 0 5 B 8 HEIZOWT, Zak L7 #BRFE OEIG DS 40 mg I 1 [H# 5
FEOFT DY 40 mg Rl 58 L 0 S BIEMIZ & o 7,

S ERE
BEwEFICRETo 2 e L,
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etk

WAL BN R R K OV A AR N BT R R EHOWT BN TS, T XV AT ORENET 0T 7 A
JUiX, 40mg i 1 I 5B, 40 me [REE 58X OV TDM B (REHEFOA) THEECTH Y, TH Y LA~ T ORE
MOREET 07 7 A N E—F LT\, HilomLety 7 AL T LW MERIERD oz,

W 22 MR R R M e O A AR N BRI R BAEF O W THIUCE N T Y, S G REOPEBRE O KE/ 14
P EOBFEESNIEH L, HEERERRT, 4008 Lz, Wb ERBROMRE TH Y, 2 411 40 mg
WA 1 EER G EEOWERE, 2 511 40 mg FRBEE GREOHBRE Th o7z, WTILOIET bIaERIK & o KIRBEIR IR
mLEHET STz, WTNOERIZENTYH, AEFRROEERAFEFLORIEG TR GHMCREE TH
ST, HEREMMNT I REN TIE, EEAREEERN 103 4] (122%) IZFEHAL, BREESOHICE-T-
BEFLD 246 (10.9%) ICHB LTz, ARNLZEMEMITRIRER T, EEREEFERD 641 (6.7%) 1238
BLL, WRHEEGOPIEICESToHEFEFREN 76 (7.9%) ITRBL LI,

WA LRI GERM TR b2 < Mt SNZBENRSE (BUF 1S0C] ) 1F, WIhoRb#ETh IS
(40 mg # 1 []4% 58 : 33.1%, 40 mg @57, © 40.0%, TDM Bf : 29.8%) K ONEYLER L V% HUE

(40 mg 3 1 [F%58E : 38.3%, 40 mg @B 5EE © 40.0%, TDM B : 344%) Thot, b < WHRED
5%LL L) i S EEARE (LT TPTY ) 13, IEEMERM%, EWREEZ, PAfR, EROEBRYR OVER TH -
7=

H AR NPT SR T b 2 < i &7z SOC 1L, W OB G T HIRYYER L O%4 HUE (40 mg
¥ 1 ERSRE : 60.9%, 40 mg FREEGRE : 55.8%) , HHIEE (40 mg i 1 [FlHR5-Ff @ 28.3%, 40 mg [R5
BE 0 23.3%) ROER L O TS (40 mg il 1 B GHE © 21.7%, 40 mg Bl & 58 : 14.0%) Tho
oo mHEL BEBRE D 5%LL L) WA SNz PTIX, EWREEZ, &, A > 7=, BEERER, 3%
B, BELROBERECTH T,

e LM G R O H ARANRZ AT RETR DN TIUCE N TS, FICERTNEFEFL T
TAESI) ) ORBIEIAIE, BYER NREEZRE, 2RI, o7 (5%RM) . W ho AEST H3EL
HGITEGHETBBUARBRE TH o7,

Bk (MR, MR PR R ORRAE) OFHEIZN—AT A b DBERETED 5l
Molo, MIRPRIRE, MRAECFREEL ORBEMICBEL T, X=X 74 UPNEFESE L IZRFEHETH
o TR DN B R B R L AR A8 L 7o, RO — 2 T A U IR EBE RIS L < IZEHE TH - M
A DS B A E R 2 B R B 88 L 2B 133 T h 0, BRIRMICEE Tl &l Sz,

INA BN A OIIEIZR—RA T A b OBEREITRD SR o T,

HEFFRIERER T, S PIOMMEAHE SN, WIhb ERBOWRE TH v, MIROEIFIE, BRERE 2 LO
HIPEDS 4 f5l, TEIRATHICO BRFEDN 1 Bl TH - 72,

TR, T L e WIRBR OIS O MBEITER D b n o Tz,

AR

MAEMTIE, &5 8 WM FMS THEN & 720, »o¥kh 52 I IC FMS CEfME 4 2Rk L -l oF&
1%, 40 mg i 1 [BHEGHEO T2 40 mg FBEE G IV HHEHFRICERICE ) o .

HANERTIE, #&5 8 WHFIZ FMS TWEHI L 720, 2o 52 IR FMS TR &2 L - ERE o%|4
1%, 40 mg i 1 B 5HEO A 40 mg FREEGHE LV S EUEMIZE D > T2,

TV L THEREDO R RN T v 7 7 A WL, REEFKROCHARANEFTRETHY, TH U LT DOBED
ZeETa 7y A e B LT\, FiRZeo s 7 TP LRV EBENTED bR ho T, &KL
LT, RRRBOXMGERCK T DEEH RO T XV A~ THEREHRIEORX 7 4 v b« YR T T 0T 7 4 JVEIARE
ThoT,

330



obbvie 78yLs<J
276 EAROFRBOELED

=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HEREMHRFIHNRERARUVBARAAZTEEHRTANRER, M14-033 BAY JHER O M FEAER)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Any Adverse Event 37 (86.0) 41 (89.1) 78 (87.6) 257 (74.5) 263 (75.1) 96 (63.6) 616 (72.8)
kB LY R EE 4 (9.3) 6 (13.0) 10 (11.2) 21 (6.1) 32 (9.1) 9 (6.0) 62 (7.3)
25 1. 3 (7.0) 5 (10.9) 8 (9.0) 15 (4.3) 18 (5.1) 5 (3.3) 38 (4.5)
PN HE I 38 A oD B8 e ) 0 0 0 0 1 (0.3) 0 1 (0.1)
SRR ZMEE M 1 (2.3) 0 1 (1.1) 3 (0.9) 2 (0.6) 0 5 (0.6)
1 1 BR B INAE 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
I i BRI 0 1 (2.2) 1 (1.1) 1 (0.3) 5 (1.4) 0 6 (0.7)
U o NEE 0 0 0 0 2 (0.6) 1 (0.7) 3 (0.4)
U 2 RERIDE 0 0 0 0 0 1 (0.7) 1 (0.1)
TP ER D SE 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
1IN S 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
I/ N HE ANE 0 0 0 1 (0.3) 3 (0.9) 0 4 (0.5)
e = 0 0 0 6 (1.7) 4 (1.1) 1 (0.7) 11 (1.3)
AL A 2E 0 0 0 1 (0.3) 0 0 1 (0.1)
5=s HE] 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
9 S OARE 0 0 0 1 (0.3) 0 0 1 (0.1)
SEEEN R B 0 0 0 1 (0.3) 0 0 1 (0.1)
7
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
LEEFEEE (Cont.)
O 1 0 0 0 1 (0.3) 0 0 1 (0.1)
i 0 0 0 2 (0.6) 2 (0.6) 0 4 (0.5)
TRMEANR 0 0 0 0 1 (0.3) 0 1 (0.1)
R 0 0 0 1 (0.3) 0 0 1 (0.1)
HB IOk EE 2 (4.7) 0 2 (2.2) 7 (2.0) 3 (0.9) 1 (0.7) 11 (1.3)
S 1 (2.3) 0 1 (1.1 1 (0.3) 0 0 1 (0.1)
S H B2 0 0 0 1 (0.3) 0 0 1 (0.1)
Hs 0 0 0 0 1 (0.3) 0 1 (0.1)
Hig 0 0 0 2 (0.6) 2 (0.6) 1 (0.7) 5 (0.6)
[ 6 F U 1 (2.3) 0 1 (1.1) 3 (0.9) 0 0 3 (0.4)
AR == 0 0 0 3 (0.9) 3 (0.9) 0 6 (0.7)
7y v TRRRER 0 0 0 2 (0.6) 0 0 2 (0.2)
PR i 0 0 0 0 1 (0.3) 0 1 (0.1)
RO IR B BEAR T E 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
[RY=RESs 2 (4.7) 1 (2.2) 3 (3.4) 11 (3.2) 17 (4.9) 2 (1.3) 30 (3.5)
PR ZERE A kN s 0 0 0 0 1 (0.3) 0 1 (0.1)
ELAR 0 0 0 0 1 (0.3) 0 1 (0.1)
8
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
RS (Cont.)
R g 7% 0 0 0 0 1 (0.3) 0 1 (0.1)
AR i gt 0 0 0 0 2 (0.6) 0 2 (0.2)
N 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
T Lo X —PERE S 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
poxi) 0 0 0 0 1 (0.3) 0 1 (0.1)
K474 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
agEgs 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
IR AT B 0 0 0 1 (0.3) 0 0 1 (0.1)
R D 28 i 0 0 0 0 1 (0.3) 0 1 (0.1)
AR 1% 0 0 0 0 1 (0.3) 0 1 (0.1)
ARJ 0 0 0 1 (0.3) 0 0 1 (0.1)
AR B feoli 2 0 0 0 0 1 (0.3) 0 1 (0.1)
RN T 5 0 0 0 0 2 (0.6) 0 2 (0.2)
ARG Z 5 HEE 0 0 0 1 (0.3) 0 0 1 (0.1)
PR 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
AR 7¢ 1fin. 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
AR & 0 0 0 0 1 (0.3) 0 1 (0.1)
9
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276 EAROFRBOELED

=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
iRfESE (Cont.)
TR RS 0 0 0 1 (0.3) 0 0 1 (0.1)
HEH 0 0 0 0 1 (0.3) 0 1 (0.1)
e S e 0 0 0 1 (0.3) 0 0 1 (0.1)
Ry 0 0 0 0 3 (0.9) 0 3 (0.4)
TR 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
BT 0 0 0 1 (0.3) 0 0 1 (0.1)
A 0 0 0 1 (0.3) 0 0 1 (0.1)
N = 10 (23.3) 13 (28.3) 23 (25.8) 138 (40.0) 116 (33.1) 45 (29.8) 299 (35.3)
HE AP 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
AT 0 1 (2.2) 1 (1.1) 5 (1.4) 2 (0.6) 1 (0.7) 8 (0.9)
g~ =7 0 0 0 1 (0.3) 0 0 1 (0.1)
i35 1 (2.3) 0 1 (1.1) 8 (2.3) 6 (1.7) 1 (0.7) 15 (1.8)
FEER R 0 0 0 2 (0.6) 2 (0.6) 0 4 (0.5)
- HEE R 0 1 (2.2) 1 (1.1) 3 (0.9) 7 (2.0) 1 (0.7) 11 (1.3)
NS 0 0 0 2 (0.6) 0 1 (0.7) 3 (0.4)
BRMEREY =7 0 0 0 0 1 (0.3) 0 1 (0.1)
ST 0 1 (2.2) 1 (1.1) 0 5 (1.4) 0 5 (0.6)
10
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set --------

——————— Integrated Safety Set ---

————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
HIEREE (Cont.)
JILFH H 1. 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
IS 0 0 0 0 1 (0.3) 0 1 (0.1)
N9 2 FEfE 0 0 0 0 0 1 (0.7) 1 (0.1)
NSRS 0 0 0 0 2 (0.6) 0 2 (0.2)
T 7 B 1 (2.3) 0 1 (1.1) 1 (0.3) 0 1 (0.7) 2 (0.2)
R 0 0 0 1 (0.3) 0 0 1 (0.1)
OEOOOEIN 0 0 0 1 (0.3) 0 0 1 (0.1)
MEg% 0 0 0 0 0 1 (0.7) 1 (0.1)
K% 0 0 0 6 (1.7) 1 (0.3) 1 (0.7) 8 (0.9)
TR KI5 2 2 (4.7) 5 (10.9) 7 (7.9) 76 (22.0) 65 (18.6) 29 (19.2) 170 (20.1)
e AT 0 0 0 1 (0.3) 0 0 1 (0.1)
{5k 0 0 0 3 (0.9) 5 (1.4) 1 (0.7) 9 (1.1)
7 a— 0 0 0 0 1 (0.3) 0 1 (0.1)
(U=RTIbEI 0 0 0 0 1 (0.3) 0 1 (0.1)
ey 1 (2.3) 1 (2.2) 2 (2.2) 3 (0.9) 2 (0.6) 0 5 (0.6)
E I 1 (2.3) 0 1 (1.1) 2 (0.6) 0 0 2 (0.2)
T 1 (2.3) 0 1 (1.1) 11 (3.2) 7 (2.0) 1 (0.7) 19 (2.2)
11
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
HIGEE (Cont.)
FHE 0 0 0 0 2 (0.6) 0 2 (0.2)
H Nz 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
eI M+ T HE 0 0 0 0 1 (0.3) 0 1 (0.1)
+ e 0 0 0 0 1 (0.3) 0 1 (0.1)
+ R R 0 0 0 0 0 1 (0.7) 1 (0.1)
HE{ R 5 0 0 0 0 1 (0.3) 0 1 (0.1
HIERR 1 (2.3) 0 1 (1.1) 4 (1.2) 4 (1.1) 3 (2.0) 11 (1.3)
N 0 1 (2.2) 1 (1.1) 0 4 (1.1) 0 4 (0.5)
N3 0 0 0 0 1 (0.3) 0 1 (0.1)
530 0 0 0 3 (0.9) 1 (0.3) 4 (2.06) 8 (0.9)
EZ B EIL ey 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
Hk 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
OB AMEE & 0 0 0 0 2 (0.6) 1 (0.7) 3 (0.4)
H 5 1 (2.3) 0 1 (1.1) 2 (0.6) 0 0 2 (0.2)
15 D RAE 0 0 0 1 (0.3) 0 0 1 (0.1)
[E RSBV MR 0 0 0 0 7 (2.0) 1 (0.7) 8 (0.9)
P L 0 0 0 0 1 (0.3) 0 1 (0.1)
12
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BGIEE (Cont.)
B A o 2 0 0 1 (0.3) 0 0 1 (0.1)
ER 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
1f {58 He it 0 0 0 1 (0.3) 0 0 1 (0.1)
S H I 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
JEVSA 1 (2.3) 2 (4.3) 3 (3.4) 8 (2.3) 8 (2.3) 1 (0.7) 17 (2.0)
i~ =7 0 0 0 0 1 (0.3) 0 1 (0.1)
BB E NG RE(E R 0 2 (4.3) 2 (2.2) 0 2 (0.6) 0 2 (0.2)
KIERY —F 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
) — . U REGERE 0 0 0 0 0 1 (0.7) 1 (0.1)
O e NTEIETE R 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
R 0 0 0 1 (0.3) 0 0 1 (0.1)
i 1 (2.3) 4 (8.7) 5 (5.6) 14 (4.1) 10 (2.9) 3 (2.0) 27 (3.2)
[m)i] == 0 0 0 0 0 1 (0.7) 1 (0.1)
HEARA 0 0 0 1 (0.3) 0 0 1 (0.1)
AR 0 0 0 1 (0.3) 0 0 1 (0.1)
T P9 & B 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
[EN 273 0 0 0 0 1 (0.3) 0 1 (0.1)
13
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BGIEE (Cont.)
BPER Y R—3 2 0 0 0 1 (0.3) 0 0 1 (0.1)
TELAE HH ifn. 0 0 0 2 (0.6) 4 (1.1) 0 6 (0.7)
BEERY —7 0 0 0 1 (0.3) 0 0 1 (0.1)
N7 i o 2 0 0 0 0 1 (0.3) 0 1 (0.1)
NI E S 0 0 0 0 0 1 (0.7) 1 (0.1)
N 0 0 0 1 (0.3) 0 0 1 (0.1)
D E 0 0 0 0 2 (0.6) 1 (0.7) 3 (0.4)
HER M 0 0 0 1 (0.3) 0 0 1 (0.1)
R 0 0 0 4 (1.2) 6 (1.7) 1 (0.7) 11 (1.3)
R TEA LA H 0 0 0 0 0 1 (0.7) 1 (0.1)
e - 0 1 (2.2) 1 (1.1) 7 (2.0) 9 (2.0) 2 (1.3) 18 (2.1)
—i% - BEEER L OSSO EE 4 (9.3) 6 (13.0) 10 (11.2) 44 (12.8) 57 (16.3) 12 (7.9) 113 (13.4)
55 3K 5L BIE 0 0 0 0 1 (0.3) 0 1 (0.1)
48 S E 0 0 4 (1.2) 7 (2.0) 2 (1.3) 13 (1.5)
T A e 0 0 0 0 1 (0.3) 0 1 (0.1)
Jiloprt 0 0 0 6 (1.7) 2 (0.6) 0 8 (0.9)
I 0 0 0 2 (0.6) 1 (0.3) 0 (0.4)
14
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------

————— Adalimumab ----- ------------ Adalimumab ------------

40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total

MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
—f% - EHEERS ZOBG M OIREE (Cont.)
i) 0 0 0 (0.3) 1 (0.3) 0 2 (0.2)
Rl 0 0 0 1 (0.3) 0 0 1 (0.1)
S AR FLAE 0 0 0 0 1 (0.3) 0 1 (0.1)
FIERL 0 0 0 1 (0.3) 0 2 (1.3) 3 (0.4)
A RE 0 0 0 1 (0.3) 0 0 1 (0.1)
Vgt 0 0 0 4 (1.2) 6 (1.7) 0 10 (1.2)
AATIEE 0 0 0 1 (0.3) 0 0 1 (0.1)
B vl 0 0 0 0 1 (0.3) 0 1 (0.1)
a0 0 0 0 0 0 1 (0.7) 1 (0.1)
A TN PR 0 0 0 2 (0.6) 4 (1.1) 0 6 (0.7)
TEA LA BE 0 0 0 0 1 (0.3) 0 1 (0.1)
TEAHBAL M 0 0 0 0 0 1 (0.7) 1 (0.1)
FENEBNLZE D PR 0 0 0 0 1 (0.3) 0 1 (0.1)
TSR AL BT 0 0 0 3 (0.9) 2 (0.6) 1 (0.7) 6 (0.7)
TSRS B i 0 0 0 0 1 (0.3) 0 1 (0.1
PSR 0 0 0 1 (0.3) 0 0 1 (0.1)
TEEHEAL S AR 0 0 0 0 2 (0.6) 0 2 (0.2)
15
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
—f% - BHEER LSO GEMORE (Cont.)
TGOS 0 0 0 (0.3) 0 0 1 (0.1)
SRR 0 0 0 2 (0.6) 2 (0.6) 0 4 (0.5)
VERRIALZ 9 PR 0 0 0 0 2 (0.6) 1 (0.7) 3 (0.4)
VRSO RS 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
TR S s 0 1 (2.2) 1 (1.1) 2 (0.6) 3 (0.9) 3 (2.0) 8 (0.9)
TSR AR 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
[ Jy M v e 0 0 0 1 (0.3) 0 0 1 (0.1)
HaEk 1 (2.3) 1 (2.2) 2 (2.2) 1 (0.3) 1 (0.3) 0 2 (0.2)
JINFE 0 0 0 0 1 (0.3) 0 1 (0.1)
Fe Lot e 0 0 0 1 (0.3) 0 0 1 (0.1)
T 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
Rl 0 0 0 4 (1.2) 2 (0.6) 0 6 (0.7)
I 0 0 0 2 (0.6) 4 (1.1) 0 6 (0.7)
HRIEMENR 0 0 0 2 (0.6) 1 (0.3) 0 3 (0.4)
R —7 0 0 0 0 0 1 (0.7) 1 (0.1)
Ry —7 0 0 0 0 1 (0.3) 0 1 (0.1)
FEEN 2 (4.7) 4 (8.7) 6 (6.7) 10 (2.9) 16 (4.6) 1 (0.7) 27 (3.2)
16

340



obbvie 78yLs<J
276 EAROFRBOELED

=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
—i% - AFREERS X OB G ORE (Cont.)
JiENSS 0 0 0 1 (0.3) 3 (0.9) 0 4 (0.5)
I 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
FUER AN 0 0 0 0 0 1 (0.7) 1 (0.1)
161787 2R A ifn. e 0 0 0 0 1 (0.3) 0 1 (0.1)
R R b 1 (2.3) 2 (4.3) 3 (3.4) 4 (1.2) (1.7) 7 (4.6) 17 (2.0)
A FEA 0 0 0 0 (0.3) 1 (0.7) 2 (0.2)
ABAE 0 0 0 1 (0.3) 0 0 1 (0.1)
AHZER Y —— 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
TG RE S & 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
NS 0 0 0 0 1 (0.3) 0 1 (0.1)
JHENEE R 9% FR 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
EHE VUL E IME 0 0 0 0 1 (0.3) 0 1 (0.1)
&R UAT I —BME 0 0 0 1 (0.3) 1 (0.3) 4 (2.6) 6 (0.7)
a1 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
FET V3 — LPERRIA I %% 0 0 0 1 (0.3) 0 0 1 (0.1)
P TR A e FUR B3 [T U L A2 R 0 0 0 0 0 1 (0.7) 1 (0.1)
17
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
S RS 0 2 (4.3) 2 (2.2) 2 (0.6) 6 (1.7) 1 (0.7) 9 (1.1)
B BRI T LR — 0 0 0 0 1 (0.3) 1 (0.1)
S U 0 0 0 1 (0.3) 0 0 1 (0.1)
I HUE 0 0 0 0 1 (0.3) 0 1 (0.1)
BET LILF— 0 0 0 0 1 (0.3) 0 1 (0.1)
ZEEIET LA — 0 2 (4.3) 2 (2.2) 1 (0.3) 3 (0.9) 1 (0.7) 5 (0.6)
JERYYE B L OB A HUE 24 (55.8) 28 (60.9) 52 (58.4) 138 (40.0) 134 (38.3) 52 (34.4) 324 (38.3)
PO e Bty 0 0 0 0 2 (0.6) 0 2 (0.2)
R R e 5% 0 0 0 0 2 (0.6) 0 2 (0.2)
ikl 0 0 0 0 1 (0.3) 0 1 (0.1)
AR 0 0 0 0 1 (0.3) 0 1 (0.1)
AHESE (B T PR 0 0 0 0 1 (0.3) 0 1 (0.1)
S R 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
S PEIRAE 0 0 0 0 1 (0.3) 0 1 (0.1)
G LESIEPAN =Y EO 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
LR 1 (2.3) 1 (2.2) (2.2) 5 (1.4) 2 (0.6) 3 (2.0) 10 (1.2)
TR Y 0 0 0 1 (0.3) 2 (0.6) 1 (0.7) 4 (0.5)
e HLYS 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) (0.4)
18

342



obbvie 78yLs<J
276 EAROFRBOELED

=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
JERYYER L OVEARIE (Cont.)
IRANI VUL T 4T 4 LR 0 0 0 4 (1.2) 2 (0.6) 0 6 (0.7)
FEiE e 0 0 0 5 (1.4) 2 (0.6) 3 (2.0) 10 (1.2)
s e 2% 2 (4.7) 3 (6.5) 5 (5.6) 3 (0.9) 3 (0.9) 2 (1.3) 8 (0.9)
A N AT a DA ARG 0 0 0 1 (0.3) 0 0 1 (0.1)
FHE 0 0 0 0 1 (0.3) 0 1 (0.1)
H Y 0 0 0 3 (0.9) 2 (0.6) 3 (2.0) 8 (0.9)
i 0 0 0 0 2 (0.6) 0 2 (0.2)
TS AE A N A ) RJEY 0 0 0 2 (0.6) 0 0 2 (0.2)
A\ Bid B¢ 0 0 0 1 (0.3) 0 0 1 (0.1)
MR Ak G 0 0 0 0 1 (0.3) 0 1 (0.1)
EAK 0 0 0 0 4 (1.1) 1 (0.7) 5 (0.6)
B 0 0 0 1 (0.3) 0 0 1 (0.1)
S B e 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
o 0 0 0 1 (0.3) 0 0 1 (0.1)
H 5 1 (2.3) 0 1 (1.1) 6 (1.7) 5 (1.4) 2 (1.3) 13 (1.5)
e Ak 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
7 A L AN E G 0 0 0 1 (0.3) 2 (0.6) 0 (0.4)
19
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
JERYYER L OVEARIE (Cont.)
WA Y 0 0 0 1 (0.3) 0 0 1 (0.1)
TEgR T v VA IE 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
B A g 0 0 0 0 1 (0.3) 0 1 (0.1)
AN a Ry B — G 0 0 0 1 (0.3) 0 0 1 (0.1)
AL R R Y 0 0 0 0 1 (0.3) 0 1 (0.1)
B L~ 0 0 0 2 (0.6) 0 0 2 (0.2)
HAR 2 0 0 0 3 (0.9) 3 (0.9) 1 (0.7) 7 (0.8)
RN 0 1 (2.2) 1 (1.1) 1 (0.3) 3 (0.9) 0 4 (0.5)
s n2 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
AN 3 (7.0) 4 (8.7) 7 (7.9) 16 (4.0) 15 (4.3) 5 (3.3) 36 (4.3)
MEEE I 0 0 0 1 (0.3) 0 0 1 (0.1)
PR R 0 0 0 (0.3) 1 (0.3) 0 2 (0.2)
TRIE R Y 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
A LI 0 0 0 1 (0.3) 0 0 1 (0.1)
YK e 0 0 0 0 1 (0.3) 0 1 (0.1)
TR 0 0 0 0 0 1 (0.7) 1 (0.1)
B 0 0 0 1 (0.3) 0 0 1 (0.1)
20
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
JERYYER L OVEARIE (Cont.)
_EEER 16 (37.2) 16 (34.8) 32 (36.0) 47 (13.6) 46 (13.1) 11 (7.3) 104 (12.3)
FE v ¥ ZHE 1 (2.3) 0 1 (1.1) 2 (0.6) 0 1 (0.7) 3 (0.4)
171 e B e 0 0 0 0 1 (0.3) 0 1 (0.1)
A~ L~ 0 0 0 2 (0.6) 3 (0.9) 1 (0.7) 6 (0.7)
PINERS 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
1 H 0 0 0 0 0 1 (0.7) 1 (0.1)
AMER E 0 0 0 1 (0.3) 0 0 1 (0.1)
T B E R 0 0 0 0 0 1 (0.7) 1 (0.1)
INEERS 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
(Ega3iv 0 0 0 0 1 (0.3) 0 1 (0.1)
B N R Y 0 0 0 1 (0.3) 0 0 1 (0.1)
BRI AAEVESR B 0 0 0 0 1 (0.3) 0 1 (0.1)
1o 5 S P 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
ey 0 0 0 1 (0.3) 0 0 1 (0.1)
T JE S 2 (4.7) 0 2 (2.2) 3 (0.9) 0 0 3 (0.4)
TR Bk JE H g 0 0 0 0 1 (0.3) 0 1 (0.1)
NEFE 25 1 (2.3) 1 (2.2) 2 (2.2) 4 (1.2) 7 (2.0) 6 (4.0) 17 (2.0)
21
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
JERYYER L OVEARIE (Cont.)
L B EREE PENHEE A 0 0 0 4 (1.2) 0 1 (0.7) (0.6)
NHSE R Mk 2 0 0 0 0 1 (0.3) 0 1 (0.1)
i 1 (2.3) 0 1 (1.1) 4 (1.2) 7 (2.0) 1 (0.7) 12 (1.4)
~A a7 T X%k 0 0 0 0 0 1 (0.7) 1 (0.1)
RILTE 7% [ Yy 0 0 0 0 1 (0.3) 0 1 (0.1)
b 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
X IR S 0 0 0 0 0 1 (0.7) 1 (0.1)
AP RS 0 0 0 0 1 (0.3) 0 1 (0.1)
N M Bz 2 0 0 0 2 (0.6) 0 0 2 (0.2)
R Y 0 0 0 0 0 1 (0.7) 1 (0.1)
7 A L AR B G 0 0 0 1 (0.3) 0 0 1 (0.1)
2R 0 1 (2.2) 1 (1.1) 3 (0.9) 4 (1.1) 0 7 (0.8)
B AE 0 0 0 0 0 1 (0.7) 1 (0.1)
Bl & e g% 1 (2.3) 2 (4.3) 3 (3.4) 14 (4.1) 11 (3.1) 7 (4.6) 32 (3.8)
g o H 0 0 0 0 1 (0.3) 0 1 (0.1)
& 0 0 0 2 (0.6) 0 2 (0.2)
7 R o EREE R G 0 0 0 0 1 (0.3) 0 1 (0.1)
22

346



obbvie 78yLs<J
276 EAROFRBOELED

=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------

40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total

MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)

Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)

JERYYER L OVEARIE (Cont.)
& J¢ 0 0 0 1 (0.3) 0 0 1 (0.1)
Lo W BRI Y 0 0 0 1 (0.3) 0 0 1 (0.1)
SHER F 0 0 0 1 (0.3) 0 0 1 (0.1)
I L 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
Rk 1 (2.3) 0 1 (1.1) 3 (0.9) 3 (0.9) 2 (1.3) 8 (0.9)
= 0 0 0 2 (0.6) 0 2 (1.3) 4 (0.5)
R Yy 0 0 0 2 (0.6) 4 (1.1) 0 6 (0.7)
fe A 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
i) s W AN AY il F A 0 0 0 0 1 (0.3) 0 1 (0.1)
R IE Y 1 (2.3) 2 (4.3) 3 (3.4) 22 (6.4) 19 (5.4) 9 (6.0) 50 (5.9)
TR S S 0 0 0 8 (2.3) 4 (1.1) 4 (2.6) 16 (1.9)
Jle Y 0 0 0 1 (0.3) 0 0 1 (0.1)
7 A I A JEY 0 0 0 1 (0.3) 2 (0.6) 1 (0.7) 4 (0.5)
7 A L APENRER S 0 0 0 0 2 (0.6) 0 2 (0.2)
G VA E 0 0 0 0 3 (0.9) 0 3 (0.4)
A i L 0 0 0 1 (0.3) 2 (0.6) 1 (0.7) 4 (0.5)
NN DS 0 0 0 0 0 1 (0.7) 1 (0.1)
T =T Y 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
23
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
EE hERB X OWE S HHE 2 (4.7) 2 (4.3) 4 (4.5) 19 (5.5) 18 (5.1) 8 (5.3) 45 (5.3)
BN 0 0 0 2 (0.6) 0 0 2 (0.2)
TEPAE I E T 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
B L' 0 0 0 0 0 1 (0.7) 1 (0.1)
fpex byl 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
o0 B EE: 0 0 0 0 1 (0.7) 1 (0.1)
e s EL 0 0 0 0 1 (0.3) 0 1 (0.1)
BN 1 (2.3) 0 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
HrfH| 0 0 0 0 1 (0.3) 0 1 (0.1)
BEET 0 0 0 0 0 1 (0.7) 1 (0.1)
lif=g=en 0 0 0 0 1 (0.3) 0 1 (0.1)
EJpEEE 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
VFEFHZLE S B 0 1 (2.2) 1 (1.1) 0 1 (0.3) 1 (0.7) 2 (0.2)
BAEIL 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
BRI 0 0 0 1 (0.3) 0 0 1 (0.1)
R 0 0 0 2 (0.6) 0 0 2 (0.2)
24
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GE, PEBIXOWESDHE (Cont.)
VU AR 15 0 0 0 0 1 (0.7) 1 (0.1)
2 HRIE G 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
AL 0 0 0 1 (0.3) 0 0 1 (0.1)
BEEEIT 0 0 0 0 1 (0.3) 0 1 (0.1)
AL 1% H 1 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
i v 0 0 0 0 1 (0.3) 0 1 (0.1)
LB X DR 0 0 0 2 (0.6) 1 (0.3) 0 3 (0.4)
BT 0 0 0 0 1 (0.3) 0 1 (0.1)
INCEC i 0 0 0 1 (0.3) 0 0 1 (0.1)
AZ 0 0 0 1 (0.3) 0 0 1 (0.1)
IR 0 0 0 0 1 (0.3) 0 1 (0.1
B g S5 0 0 0 2 (0.6) 0 1 (0.7) 3 (0.4)
A h—~<EBHE 0 0 0 0 0 1 (0.7) 1 (0.1)
Ehe 0 0 0 0 1 (0.3) 0 1 (0.1)
BB 0 0 0 0 1 (0.3) 0 1 (0.1)
ERE YT 0 0 0 1 (0.3) 0 0 1 (0.1)
Al 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
25
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
B PR AR 4 (9.3) 5 (10.9) 9 (10.1) 25 (7.2) 28 (8.0) 12 (7.9) 65 (7.7)
TI7=vT ) NIRRT =T —BH 0 1 (2.2) 1 (1.1) 2 (0.6) 5 (1.4) 0 7 (0.8)
TANRTXUET I ) N7 A7 =5 —BHN 0 1 (2.2) 1 (1.1) 4 (1.2) 7 (2.0) 1 (0.7) 12 (1.4)
WA Y LE U HEN 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
i e v v e 8 0 1 (2.2) 1 (1.1) 1 (0.3) 2 (0.6) 1 (0.7) 4 (0.5)
L= L 27 a—/ L 0 0 0 0 0 3 (2.0) 3 (0.4)
M7 L7 =8 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
Ifd =7 R o s 0 0 0 1 (0.3) 0 0 1 (0.1)
ifn. HP s 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
if )£ _F - 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
ifi. 5 FER BRI AR L TR 0 0 0 1 (0.3) 0 0 1 (0.1)
i v Y 70U Reghn 0 0 0 0 1 (0.3) 2 (1.3) 3 (0.4)
IR B A 0 0 0 0 0 1 (0.7) 1 (0.1)
C— B HEER BN 0 0 0 4 (1.2) 2 (0.6) 0 6 (0.7)
e 0 0 0 0 0 1 (0.7) 1 (0.1)
VAP S WIPA/IN & 1] 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
JR PG o e 0 0 0 0 0 1 (0.7) 1 (0.1)
26
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
ERARMRA (Cont.)
BHKET 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
~< 7 Uy gD 0 0 0 1 (0.3) 0 0 1 (0.1)
~NEZ v e U 0 0 0 2 (0.6) 1 (0.3) 0 3 (0.4)
TR ek &N 0 0 0 1 (0.3) 0 0 1 (0.1)
Az 5 1 (2.3) 0 1 (1.1) 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
HIVRRA i 0 0 0 0 0 1 (0.7) 1 (0.1)
U X—BHEN 0 0 0 1 (0.3) 0 0 1 (0.1)
FrisReRR A B 5 0 0 0 3 (0.9) 2 (0.6) 0 5 (0.6)
U o REREIE N 0 0 0 1 (0.3) 0 0 1 (0.1)
TP ER R 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
I/ INER S N 0 0 0 0 1 (0.3) 0 1 (0.1)
FRIMER R 0 0 0 1 (0.3) 0 0 1 (0.1)
PA v HN 0 0 0 (0.3) 0 0 1 (0.1)
N AT I —¥ LR 0 0 0 0 0 1 (0.7) 1 (0.1)
rYa—KRFr=rIEH 0 0 0 1 (0.3) 0 0 1 (0.1)
PRI A B 0 0 0 0 1 (0.3) 0 1 (0.1)
Rty ey ) —4 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
27
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
RIRMAS (Cont.)
IR 1 (2.3) 1 (2.2) 2 (2.2) 1 (0.3) 2 (0.6) 0 (0.4)
IREHIN 2 (4.7) 0 2 (2.2) 2 (0.6) 0 0 2 (0.2)
M i BR D 1 (2.3) 2 (4.3) 3 (3.4) 2 (0.6) 5 (1.4) 3 (2.0) 10 (1.2)
H i EREL AN 0 0 0 0 1 (0.3) 0 1 (0.1)
SRR A R 0 0 0 0 0 1 (0.7) 1 (0.1)
Rt L Ok 2 (4.7) 0 2 (2.2) 16 (4.6) 15 (4.3) 4 (2.6) 35 (4.1)
BKRGE 1 (2.3) 0 1 (1.1) 3 (0.9) 2 (0.6) 0 5 (0.6)
Wik 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
TR 1 (2.3) 0 1 (1.1) 2 (0.6) 2 (0.6) 0 4 (0.5)
a2k a— LR B ORI 0 0 0 1 (0.3) 0 0 1 (0.1)
I JEL 0 0 0 0 1 (0.3) 0 1 (0.1)
AV T AME 0 0 0 1 (0.3) 0 0 1 (0.1)
Bo L AT — Ve 0 0 0 6 (1.7) 2 (0.6) 1 (0.7) 9 (1.1)
Il e 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
Y 7Y EY RGE 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
&7 VT 2 v e 0 0 0 0 1 (0.3) 0 1 (0.1)
A U AIfE 0 0 0 1 (0.3) 4 (1.1) 1 (0.7) 6 (0.7)
28
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
R L ORERE (Cont.)
&F RV ¥ AiifE 0 0 0 1 (0.3) 0 1 (0.1)
1KY eI fE 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
B I URZIE 0 0 0 1 (0.3) 0 1 (0.1)
IR S E 0 0 0 0 0 1 (0.7) 1 (0.1)
ZEENFIM 7 N U BER R 0 0 0 0 0 1 (0.7) 1 (0.1)
R Z 0 0 0 1 (0.3) 2 (0.6) 1 (0.7) 4 (0.5)
e 0 0 0 0 1 (0.3) 0 1 (0.1)
REIET VB — R 0 0 0 0 0 1 (0.7) 1 (0.1)
BX I VUBI2RZ 0 0 0 1 (0.3) 0 0 1 (0.1)
B I UDRZ 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
B # SR E L OE A Rk = 4 (9.3) 4 (8.7) 8 (9.0) 49 (14.2) 56 (16.0) 14 (9.3) 119 (14.1)
BAER 0 1 (2.2) 1 (1.1) 24 (7.0) 25 (7.1) 5 (3.3) 54 (6.4)
B2 0 0 0 2 (0.6) 1 (0.3) 2 (1.3) 5 (0.6)
] e 0 0 0 0 0 1 (0.7) 1 (0.1)
i e Mg 0 0 0 0 1 (0.3) 0 1 (0.1)
FLaaiena 3 (7.0) 1 (2.2) 4 (4.5) 9 (2.6) 10 (2.9) 3 (2.0) 22 (2.6)
B 0 0 0 2 (0.6) 0 0 2 (0.2)
29
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
E R L O G HREE S (Cont.)
T 27 A T A 0 0 0 0 1 (0.3) 0 1 (0.1)
Bl 0 0 0 0 1 (0.3) 0 1 (0.1)
AR 20 97 0 0 0 0 0 1 (0.7) 1 (0.1)
PR 0 0 0 1 (0.3) 0 0 1 (0.1)
HE AR ZE MEAE 0 0 0 0 2 (0.6) 0 2 (0.2)
MERTHRZE HY 0 0 0 0 1 (0.3) 0 1 (0.1)
RA A 0 0 0 1 (0.3) 0 0 1 (0.1)
RAfE R 0 0 0 0 1 (0.3) 0 1 (0.1)
JL— T ARESEfRRE 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
EEIMEIRT 0 0 0 1 (0.3) 0 0 1 (0.1)
e 0 0 0 4 (1.2) 2 (0.6) 1 (0.7) 7 (0.8)
iPALESN 0 0 0 1 (0.3) 0 0 1 (0.1)
s R e 0 0 0 0 2 (0.6) 0 2 (0.2)
e 0 0 0 0 3 (0.9) 1 (0.7) 4 (0.5)
AL 0 0 0 (1.7) 4 (1.1) 1 (0.7) 11 (1.3)
% 0 0 0 1 (0.3) 0 0 1 (0.1)
HE 0 0 0 0 2 (0.6) 0 (0.2)
30
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
E R L O G HREE S (Cont.)
IR B e 0 0 0 1 (0.3) 0 0 1 (0.1)
BIE 0 0 0 0 3 (0.9) 0 (0.4)
BHLRRIE 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
DY fEe e 0 0 0 2 (0.6) 9 (2.6) 1 (0.7) 12 (1.4)
b 0 0 0 0 0 1 (0.7) 1 (0.1)
RA & & P % 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
T 1B 1 A A f 0 0 0 1 (0.3) 0 0 1 (0.1)
Mg B 25 0 0 0 0 2 (0.6) 0 2 (0.2)
FEFNEFTHERE 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
HHEm 0 0 0 0 1 (0.3) 0 1 (0.1)
TR S5 E 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
VS 0 0 0 0 1 (0.3) 0 1 (0.1)
S B B (A 0 0 0 0 1 (0.3) 0 1 (0.1)
300 0 0 0 0 1 (0.3) 0 1 (0.1)
93 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
R 0 0 0 1 (0.3) 0 0 1 (0.1)
31
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
B, BB XOGHHAAORAY (ERBSIOR) —725T) 0 1 (2.2) 1 (1.1) 5 (1.4) 12 (3.4) 3 (2.0) 20 (2.4)
A==V 24 0 0 0 0 2 (0.6) 0 2 (0.2)
[T 0 0 0 0 1 (0.3) 0 1 (0.1)
L ECHE A 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
52 Pt g 0 0 0 0 1 (0.3) 0 1 (0.1)
R N RE 0 0 0 0 1 (0.3) 0 1 (0.1)
N5 R 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
NENME 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
TR T 0 0 0 0 1 (0.3) 0 1 (0.1)
AT ) WA MEREE 0 0 0 3 (0.9) 0 1 (0.7) 4 (0.5)
WY 0 0 0 0 1 (0.3) 0 1 (0.1)
FE/ N i 0 0 0 1 (0.3) 0 0 1 (0.1)
A s 0 0 0 0 1 (0.3) 0 1 (0.1)
RS IR A AL SiE 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
T R R 0 0 0 0 1 (0.3) 0 1 (0.1)
TR R 4 (9.3) 2 (4.3) 6 (6.7) 31 (9.0) 42 (12.0) 13 (8.6) 86 (10.2)
=X AT SN 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 (0.1)
s 0 1 (2.2) 1 (1.1) 0 1 (0.3) 1 (0.7) 2 (0.2)
32
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FIERIEE (Cont.)
i i A s 0 0 0 0 0 1 (0.7) 1 (0.1)
S PEJTEME L BETE R = = — 1 X F— 0 0 0 0 0 1 (0.7) 1 (0.1)
VEE S EE 0 0 0 0 1 (0.3) 0 1 (0.1)
EEED 1 (2.3) 0 1 (1.1) 6 (1.7) 5 (1.4) 2 (1.3) 13 (1.5)
TRATPE S F U 0 0 0 0 1 (0.3) 0 1 (0.1)
BEE AP 0 0 0 0 1 (0.3) 0 1 (0.1)
ETE 1 (2.3) 2 (4.3) 3 (3.4) 17 (4.9) 22 (6.3) 8 (5.3) 47 (5.6)
SR R 0 0 0 0 1 (0.3) 0 1 (0.1)
JECR SRR 1 (2.3) 0 1 (1.1) 1 (0.3) 4 (1.1) 0 5 (0.06)
R ML b 2 0 0 0 0 0 1 (0.7) 1 (0.1)
JEEALL AR B 0 0 0 0 1 (0.3) 0 1 (0.1)
JaEt) 0 0 0 2 (0.6) 5 (1.4) 0 7 (0.8)
Ho o —aRF— 0 0 0 0 1 (0.3) 0 1 (0.1)
KM= 22— RF— 0 0 0 0 1 (0.3) 0 1 (0.1)
iR 0 0 0 4 (1.2) 2 (0.6) 2 (1.3) 8 (0.9)
A B FRRR R 0 0 0 3 (0.9) 2 (0.6) 0 5 (0.6)
HHEF R IE 0 0 0 0 2 (0.6) 0 2 (0.2)
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276 EAROFRBOELED

=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------

————— Adalimumab ----- ------------ Adalimumab ------------

40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total

MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
K pRE 1 (2.3) 3 (6.5) 4 (4.5) 10 (2.9) 13 (3.7) 6 (4.0) 29 (3.4)
5 DRy % D BGEE 0 0 0 0 1 (0.3) 0 1 (0.1)
bk 0 0 0 0 1 (0.3) 0 1 (0.1)
NS 0 0 0 5 (1.4) 1 (0.3) (1.3) 8 (0.9)
b A 0 0 0 0 0 1 (0.7) 1 (0.1)
R e 22 0 0 0 0 1 (0.3) 0 1 (0.1)
Mo ORI 0 0 0 1 (0.3) 0 2 (1.3) 3 (0.4)
PRSI 0 0 0 2 (0.6) 2 (0.6) 1 (0.7) 5 (0.6)
TR T 0 0 0 0 0 1 (0.7) 1 (0.1
PRI R 0 0 0 0 0 1 (0.7) 1 (0.1)
ARHIRSE 1 (2.3) 3 (6.5) 4 (4.5) 3 (0.9) 4 (1.1) 1 (0.7) 8 (0.9)
KRR 5 0 0 0 0 0 1 (0.7) 1 (0.1)
HHEEXDRE 0 0 0 0 1 (0.3) 0 1 (0.1)
R f i =2 0 0 0 0 1 (0.3) 0 1 (0.1)
ARV A 0 0 0 0 1 (0.3) 0 1 (0.1)
ER Nt 0 0 0 0 1 (0.3) 0 1 (0.1)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
B L ORI EE 0 2 (4.3) 2 (2.2) 9 (2.0) 9 (2.0) 3 (2.0) 21 (2.5)
JREEREA 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
HEPR IR 8 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
1 fR 0 1 (2.2) 1 (1.1) 1 (0.3) 3 (0.9) 0 4 (0.5)
Rk 0 0 0 3 (0.9) 1 (0.3) 2 (1.3) 6 (0.7)
37 a—PIEFER 0 0 0 1 (0.3) 0 0 1 (0.1)
R 0 0 0 0 1 (0.3) 0 1 (0.1)
IR 0 0 0 0 1 (0.3) 0 1 (0.1)
BRI R4 0 0 0 0 1 (0.3) 0 1 (0.1)
AL 0 0 0 2 (0.6) 0 0 2 (0.2)
(=231 0 0 0 0 0 1 (0.7) 1 (0.1)
JR 2k 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
R EA 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
AR L OSLEREE 1 (2.3) 0 1 (1.1) 8 (2.3) 5 (1.4) 1 (0.7) 14 (1.7)
e H % 0 0 0 0 1 (0.3) 0 1 (0.1)
AV RNVIVE i) 0 0 0 1 (0.3) 0 0 1 (0.1)
L5 e 0 0 0 0 1 (0.3) 0 1 (0.1)
H R IR HEE 0 0 0 3 (0.9) 0 1 (0.7) 4 (0.5)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
AFREB L OHERE (Cont.)
kg e 0 0 0 1 (0.3) 0 0 1 (0.1)
S -3i0) 0 0 0 1 (0.3) 0 0 1 (0.1)
EZ Tl 0 0 0 0 1 (0.3) 0 1 (0.1)
GIRYA &S 1 (2.3) 0 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
B ST R 0 0 0 1 (0.3) 0 0 1 (0.1)
W SRR 0 0 0 0 1 (0.3) 0 1 (0.1)
R . R L ONERR a2 4 (9.3) 4 (8.7) 8 (9.0) 34 (9.9) 44 (12.6) 9 (6.0) 87 (10.3)
s B 0 0 0 1 (0.3) 0 0 1 (0.1)
NGk 0 1 (2.2) 1 (1.1) 8 (2.3) 12 (3.4) 2 (1.3) 22 (2.6)
FE 0 0 0 0 1 (0.3) 0 1 (0.1)
P8 [ s 0 0 0 4 (1.2) 2 (0.6) 0 6 (0.7)
Jiti & 0 0 0 0 1 (0.3) 0 1 (0.1)
S I 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
)ik 0 0 0 0 1 (0.3) 0 1 (0.1)
1 1 (2.3) 0 1 (1.1) 5 (1.4) 4 (1.1) 1 (0.7) 10 (1.2)
SR, 0 0 0 1 (0.3) 0 0 1 (0.1)
SORIE 0 0 0 0 1 (0.3) 0 1 (0.1)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
e, FERds L OMERRRES (Cont.)
SR T T 0 0 0 0 1 (0.3) 0 1 (0.1)
B3 0 0 0 1 (0.3) 0 0 1 (0.1)
R[S 0 0 0 0 1 (0.3) 0 1 (0.1)
B 0 0 0 0 1 (0.3) 0 1 (0.1)
P PENE SR 0 1 (2.2) 1 (1.1) 5 (1.4) 12 (3.4) 5 (3.3) 22 (2.6)
NHEE oD 2 I 0 0 0 (0.3) 0 0 1 (0.1)
HafEds 0 0 0 1 (0.3) 0 0 1 (0.1)
T Rk 0 0 0 0 1 (0.3) 0 1 (0.1)
i FE R FiE 0 0 0 1 (0.3) 3 (0.9) 0 4 (0.5)
Jitigrs 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
7% 0 0 0 1 (0.3) 0 0 1 (0.1)
SRR RN 0 0 0 1 (0.3) 0 0 1 (0.1)
B 0 0 0 1 (0.3) 0 0 1 (0.1)
T UL — kS 0 1 (2.2) 1 (1.1) 1 (0.3) 4 (1.1) 0 5 (0.6)
2R 0 0 0 1 (0.3) 2 (0.6) 1 (0.7) 4 (0.5)
il & 2E 5 o ifi. 0 0 0 3 (0.9) 3 (0.9) 0 6 (0.7)
BB R Y — 0 0 0 1 (0.3) 0 0 1 (0.1)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Mg, MaEids K OWERRIES (Cont.)
WEEHJ R 08 P00 i fle A 0 0 0 2 (0.6) 0 0 2 (0.2)
F5GEDRIE 2 (4.7) 1 (2.2) 3 (3.4) 2 (0.6) 1 (0.3) 0 3 (0.4)
FERGESE R 0 0 0 4 (1.2) 1 (0.3) 0 5 (0.6)
Tk NS 0 0 0 0 1 (0.3) 0 1 (0.1)
S OV T sk s 6 (14.0) 10 (21.7) 16 (18.0) 50 (14.5) 69 (19.7) 19 (12.¢6) 138 (16.3)
XIE 0 3 (6.5) 3 (3.4) 7 (2.0) 7 (2.0) (2.0) 17 (2.0)
T IE 0 2 (4.3) 2 (2.2) 4 (1.2) 9 (2.0) 3 (2.0) 16 (1.9)
1. AV e 0 0 0 0 1 (0.3) 0 1 (0.1)
IKIE 0 0 0 0 1 (0.3) 0 1 (0.1)
BRERHLBEZ 0 0 0 0 1 (0.3) 0 1 (0.1)
J S FE 0 0 0 1 (0.3) 0 0 1 (0.1)
bAEDS 0 0 0 1 (0.3) 3 (0.9) 0 4 (0.5)
T LIV —PER R 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
7 M — MRS 0 0 0 0 1 (0.3) 0 1 (0.1)
il Rz s 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
B 27 0 0 0 0 1 (0.3) 0 1 (0.1)
B S g 0 0 0 2 (0.6) 3 (0.9) 0 5 (0.6)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
B L O FHLEESE  (Cont.)
TR H 1. 0 0 0 1 (0.3) 0 0 (0.1)
MiA2 1 (2.3) 1 (2.2) (2.2) 2 (0.6) 4 (1.1) 2 (1.3) 8 (0.9)
KLBE 1 (2.3) 0 1 (1.1) 4 (1.2) 7 (2.0) 2 (1.3) 13 (1.5)
il HPEALEE 0 0 0 2 (0.6) 1 (0.3) 1 (0.7) 4 (0.5)
Bz 0 0 0 0 1 (0.3) 0 1 (0.1)
FIMiMEE 2 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
wEAAL 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
T I 2% 0 0 0 0 0 1 (0.7) 1 (0.1)
s 0 0 0 1 (0.3) 0 0 1 (0.1)
JE B g 0 0 0 0 0 1 (0.7) 1 (0.1)
UV =7 IgA¥i 0 0 0 1 (0.3) 0 0 1 (0.1)
F 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
JRND 0 0 0 0 1 (0.3) 0 1 (0.1)
BT 0 0 0 2 (0.6) 2 (0.6) 0 4 (0.5)
WA R 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
R 0 0 0 0 0 1 (0.7) 1 (0.1)
BRI AEREE 0 0 0 0 0 1 (0.7) 1 (0.1)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------
————— Adalimumab ----- ------------ Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FRE R L O FHAEESE (Cont.)
Z ) FEIE 1 (2.3) 1 (2.2) 2 (2.2) 7 (2.0) 9 (2.0) 1 (0.7) 17 (2.0)
) 0 0 0 2 (0.6) 1 (0.3) 1 (0.7) 4 (0.5)
895 1 (2.3) 1 (2.2) 2 (2.2) 11 (3.2) 20 (5.7) 4 (2.6) 35 (4.1)
FLBEM: 22 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
S N & 0 0 0 0 1 (0.3) 0 1 (0.1)
ISR U2 0 0 0 2 (0.6) 2 (0.6) 1 (0.7) 5 (0.6)
X 0 0 0 0 1 (0.3) 0 1 (0.1)
HE R e R % 0 0 0 0 0 1 (0.7) 1 (0.1)
B2 I Kk 0 0 0 1 (0.3) 0 0 1 (0.1)
TG 0 0 0 2 (0.6) 2 (0.6) 1 (0.7) 5 (0.6)
A i S S 0 0 0 0 1 (0.3) 0 1 (0.1)
4 8 T It 1 R R 0 0 0 0 1 (0.3) 0 1 (0.1)
FE M ER 0 0 0 1 (0.3) 0 1 (0.1)
RS 0 1 (2.2) 1 (1.1) 1 (0.3) 3 (0.9) 0 4 (0.5)
HeprhE 0 0 0 1 (0.3) 0 0 1 (0.1)
BAfR 0 1 (0.3) 0 (0.1)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

————————— Japan Safety Set -------- ------------- Integrated Safety Set -----——--------

————— Adalimumab ----- ------------ Adalimumab ------------

40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total

MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=8406)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
1ff A e 2 1 (2.3) 2 (4.3) 3 (3.4) 10 (2.9) 14 (4.0) 3 (2.0) 27 (3.2)
KEhfksg 0 0 0 0 1 (0.3) 0 1 (0.1)
KENREE{LIE 0 0 0 0 1 (0.3) 0 1 (0.1)
)RS 0 0 0 0 1 (0.3) 0 1 (0.1)
AT i 1 EE 0 0 0 0 0 1 (0.7) 1 (0.1)
TEL 0 0 0 0 1 (0.3) 0 1 (0.1)
1 JiE 0 0 0 0 1 (0.3) 0 1 (0.1)
18 I 0 1 (2.2) 1 (1.1) 6 (1.7) 7 (2.0) 1 (0.7) 14 (1.7)
e A o A 0 0 0 0 1 (0.3) 0 1 (0.1)
EIEZ UV —+F 0 0 0 1 (0.3) 0 0 1 (0.1)
A 1f 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
ST I 0 0 0 0 0 1 (0.7) 1 (0.1)
pa=| 0 0 0 1 (0.3) 0 0 1 (0.1)
Fllkde 0 0 0 0 1 (0.3) 0 1 (0.1)
A PE R AR 26 0 1 (2.2) 1 (1.1) 1 (0.3) 1 (0.3) 0 2 (0.2)
AR E 0 0 0 1 (0.3) 0 0 1 (0.1)
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=1. FTRTOBEEER (MedDRA SOC B U PT &)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMEFREHAR) (&S)

Note: The sum of the total number of subjects reporting each of the preferred terms should be greater than or equal to the
system organ class total. A subject who reports two or more different preferred terms which are in the same system organ class
is counted only once in the system organ class total.
Treatment-emergent adverse events during the maintenance study are defined as events that begin or worsen either on or after
the first dose of the study drug in the maintenance study and within 70 days after the last dose of the study drug.

Cross Reference: M14-033 Maintenance Japan Sub-study Final CSR_Table 14.3  1.2.1 J
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HEREMHRFIHNRERARUVBARAAZTEEHRFTANRER, M14-033 BAY J RO HEAHER)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Any Adverse Event 7 (16.3) 13 (28.3) 20 (22.5) 89 (25.8) 117 (33.4) 49 (32.5) 255 (30.1)
Mgk LY R EE 0 0 0 3 (0.9) 6 (1.7) 4 (2.6) 13 (1.5)
2 1. 0 0 0 0 1 (0.3) 0 1 (0.1)
A 1. BRI E 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
U o SHiE 0 0 0 0 2 (0.6) 1 (0.7) 3 (0.4)
U BRI E 0 0 0 0 0 1 (0.7) 1 (0.1)
b ER R 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
IfiL/ NI E 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
I/ SRR HE AE 0 0 0 1 (0.3) 0 0 1 (0.1)
His L ONKIKREEE 0 0 4 (1.2) 0 0 4 (0.5)
g 0 2 (0.6) 0 (0.2)
[EIRPED F U 0 0 2 (0.6) 0 0 2 (0.2)
IR == 0 0 0 3 (0.9) 3 (0.9) 0 6 (0.7)
K474 0 0 0 0 1 (0.3) 0 1 (0.1)
IR D HRIE 0 0 0 0 1 (0.3) 0 1 (0.1)
IR 0 0 0 1 (0.3) 0 0 1 (0.1)
TR e f5mn e 0 0 0 0 1 (0.3) 0 1 (0.1)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
iRfESE (Cont.)
ARG T 1 0 0 0 0 1 (0.3) 0 1 (0.1)
TR RR ZEHE 0 0 1 (0.3) 0 0 1 (0.1)
b 0 0 0 1 (0.3) 0 0 1 (0.1)
H = 1 (2.3) 1 (2.2) 2 (2.2) 10 (2.9) 14 (4.0) 7 (4.6) 31 (3.7)
A 0 0 0 2 (0.6) 0 0 2 (0.2)
H& 9 0 0 0 1 (0.3) 0 1 (0.1)
- HEE R 0 0 0 1 (0.3) 0 0 1 (0.1)
ZUT 0 0 0 0 1 (0.3) 0 1 (0.1)
N9 2 FESE 0 0 0 0 0 1 (0.7) 1 (0.1)
T 7 X 0 0 0 0 0 1 (0.7) 1 (0.1)
TEEME KNG 2% 0 0 0 3 (0.9) 6 (1.7) 3 (2.0) 12 (1.4)
7= K 0 0 0 0 (0.3) 0 1 (0.1)
T 0 0 0 2 (0.6) 0 0 2 (0.2)
0 Nz 0 0 0 0 1 (0.3) 0 1 (0.1)
i3] 0 0 0 0 0 1 (0.7) 1 (0.1)
Bk P 1, 0 0 0 0 1 (0.3) 0 1 (0.1)
RS 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BGIEE (Cont.)
I HEHE 0 0 0 1 (0.3) 0 0 1 (0.1)
FE~Y S 0 0 0 0 1 (0.3) 0 1 (0.1)
b 0 0 0 1 (0.3) 0 0 1 (0.1)
o 1 (2.3) 0 1 (1.1) 3 (0.9) 1 (0.3) 1 (0.7) 5 (0.6)
AR 0 0 0 1 (0.3) 0 0 1 (0.1)
HLFA JE BH R 0 0 0 1 (0.3) 0 0 1 (0.1)
TELAE HH i 0 0 0 1 (0.3) 0 0 1 (0.1)
R 0 0 0 0 2 (0.6) 0 2 (0.2)
—i% - BEEER L OSSO EE 1 (2.3) 1 (2.2) 2 (2.2) 15 (4.3) 27 (7.7) 6 (4.0) 48 (5.7)
48 S E 0 0 0 3 (0.9) 4 (1.1) 0 7 (0.8)
30 0 0 0 1 (0.3) 0 0 1 (0.1)
SRR B AR 0 0 0 0 1 (0.3) 0 1 (0.1)
FIERK 0 0 0 0 0 1 (0.7) 1 (0.1)
Vg et 0 0 0 2 (0.6) 2 (0.6) 0 4 (0.5)
a3 0 0 0 0 0 1 (0.7) 1 (0.1)
A 7NV PR R 0 0 0 0 2 (0.6) 0 2 (0.2)
TN ERNLALBE 0 0 0 0 1 (0.3) 0 1 (0.1)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
—i% - AFREERS X OB GEMORE (Cont.)
HEANE# 5 FERE 0 0 0 0 1 (0.3) 0 1 (0.1)
FESHRALRLBE 0 0 0 3 (0.9) 2 (0.6) 1 (0.7) 6 (0.7)
VRGO BT 0 0 0 0 1 (0.3) 0 1 (0.1)
P R 0 0 0 1 (0.3) 0 0 1 (0.1)
TN R IE 0 0 0 0 2 (0.6) 0 2 (0.2)
TGOS 0 0 0 (0.3) 0 0 1 (0.1)
SR 0 0 0 2 (0.6) 1 (0.3) 0 3 (0.4)
VERRIALZ 9 PR 0 0 0 0 2 (0.6) 1 (0.7) 3 (0.4)
BT 3895 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
BT BSOS 0 1 (2.2) 1 (1.1) 2 (0.6) 3 (0.9) 3 (2.0) 8 (0.9)
SRR 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
SE Jay P 7 e 0 0 0 1 (0.3) 0 0 1 (0.1)
TE 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
RIEMENR 0 0 0 0 1 (0.3) 0 1 (0.1)
FEH 0 0 0 0 4 (1.1) 0 4 (0.5)
REAR 0 0 0 0 1 (0.3) 0 1 (0.1)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
R R b 1 (2.3) 0 1 (1.1) 3 (0.9) 1 (0.3) 4 (2.6) 8 (0.9)
FFARIE SRR R 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
w7 AT I —BiliE 0 0 1 (0.3) 1 (0.3) 4 (2.6) 6 (0.7)
T v — AEREIPERT 2% 0 0 1 (0.3) 0 0 1 (0.1)
JRYLE 3 I OV AR e 3 (7.0) 4 (8.7) 7 (7.9) 34 (9.9) 40 (11.4) 20 (13.2) 94 (11.1)
)5 = 0 0 0 0 2 (0.6) 0 2 (0.2)
AR R 0 0 0 0 1 (0.3) 0 1 (0.1)
R PR AE 0 0 0 0 1 (0.3) 0 1 (0.1)
VNI 320 0 0 0 0 1 (0.3) 0 1 (0.1)
e B 0 0 0 0 0 1 (0.7) 1 (0.1)
ITHRARNYITAF 4T 4 LY 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
e FEPS 0 0 0 0 0 2 (1.3) 2 (0.2)
JEE LSS 0 2 (4.3) 2 (2.2) 1 (0.3) 2 (0.6) 2 (1.3) 5 (0.6)
BA A H T A ARG 0 0 0 1 (0.3) 0 0 1 (0.1)
B Y, 0 0 0 2 (0.6) 0 0 2 (0.2)
TFAEA e N A LAY 0 0 0 1 (0.3) 0 0 1 (0.1)
VS Z 0 0 0 0 1 (0.3) 0 0 1 (0.1)
Falfk 0 0 0 0 1 (0.3) 0 1 (0.1)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
JRYYER KL OVEARIE (Cont.)
B S Y 0 0 0 1 (0.3) 0 0 1 (0.1)
B i L R 0 0 0 1 (0.3) 0 1 (0.7) 2 (0.2)
Bl 0 0 0 0 1 (0.3) 0 1 (0.1)
PRSI  FIE 0 0 0 0 1 (0.3) 0 1 (0.1)
T A 0 0 0 0 1 (0.3) 0 1 (0.1)
AL R R Y 0 0 0 0 1 (0.3) 0 1 (0.1)
LN R 0 0 0 3 (0.9) 2 (0.6) 1 (0.7) 6 (0.7)
FRiE 0 0 0 0 1 (0.3) 0 1 (0.1)
AN 1 (2.3) 1 (2.2) 2 (2.2) 2 (0.6) 6 (1.7) 1 (0.7) 9 (1.1)
TRIE R Y 0 0 0 0 0 1 (0.7) 1 (0.1)
FEIER 0 0 0 0 0 1 (0.7) 1 (0.1)
SRS 0 1 (2.2) 1 (1.1) 6 (1.7) 10 (2.9) 5 (3.3) 21 (2.5)
OjEd v F5E 1 (2.3) 0 1 (1.1) 2 (0.6) 0 0 2 (0.2)
IR R B 0 0 0 0 1 (0.3) 0 1 (0.1)
I EA LA~ 0 0 0 0 2 (0.6) 0 2 (0.2)
HH I 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
e B g 0 0 0 1 (0.3) 0 0 1 (0.1)
48
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
JRYYER KL OVEARIE (Cont.)
NEIEE 2% 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
LB ER B PENEER ¢ 0 0 0 1 (0.3) 0 0 1 (0.1)
i 1 (2.3) 0 1 (1.1) 2 (0.6) 3 (0.9) 1 (0.7) 6 (0.7)
R RS 0 0 0 0 0 1 (0.7) 1 (0.1)
B R RS 0 0 0 0 1 (0.3) 0 1 (0.1)
N M Bz 2 0 0 0 2 (0.6) 0 0 2 (0.2)
2R 0 0 0 1 (0.3) 0 0 1 (0.1)
Jiqiiikn 0 0 0 0 0 1 (0.7) 1 (0.1)
Bl B e 0 0 0 1 (0.3) 2 (0.6) 2 (1.3) 5 (0.6)
T R 0 0 0 0 1 (0.3) 0 1 (0.1)
ks 0 0 0 0 3 (0.9) 1 (0.7) 4 (0.5)
S 0 0 0 1 (0.3) 0 0 1 (0.1)
B Y 0 0 0 0 1 (0.3) 0 1 (0.1)
fEikz 0 0 0 0 1 (0.3) 0 1 (0.1)
R R 0 0 0 7 (2.0) 4 (1.1) 3 (2.0) 14 (1.7)
TR B R Yy 0 0 0 1 (0.3) 1 (0.3) 2 (1.3) 4 (0.5)
Jle Y 0 0 0 1 (0.3) 0 0 1 (0.1)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
JRYYER KL OVEARIE (Cont.)
A L A Y 0 0 0 0 1 (0.3) 0 1 (0.1)
7 A JL APENFEE 5% 0 0 0 0 2 (0.6) 0 2 (0.2)
SRR T v Y ZIE 0 0 0 0 1 (0.3) 0 1 (0.1)
Hi o e L SRR 0 0 0 0 1 (0.3) 0 1 (0.1)
SRl 2% 0 0 0 0 0 1 (0.7) 1 (0.1)
GE, TER X OESIHE 0 1 (2.2) 1 (1.1) 0 1 (0.3) 1 (0.7) 2 (0.2)
FEHHCRE 5 B 0 1 (2.2) 1 (1.1) 0 1 (0.3) 1 (0.7) ( )
fife R A A 0 0 0 5 (1.4) 8 (2.3) 3 (2.0) 16 (1.9)
TI=rT ) NIRRT =T —BHI 0 0 0 0 3 (0.9) 0 3 (0.4)
TARGEXURBET I ) VT VA7 27— 0 0 0 0 4 (1.1) 0 4 (0.5)
WA Y L E N 0 0 0 0 1 (0.3) 0 1 (0.1)
mAE v Le s HEm 0 0 0 0 1 (0.3) 0 1 (0.1)
il = AT m— L 0 0 0 0 0 1 (0.7) 1 (0.1)
e 27 L7 F= B 0 0 0 1 (0.3) 0 0 1 (0.1)
s ~Y 7V EY RN 0 0 0 0 0 1 (0.7) 1 (0.1)
S REAR A -5 0 0 0 2 (0.6) 0 0 2 (0.2
i R EREOE 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
1 ifn Bk k) 0 0 0 1 (0.3) 3 (0.9) 2 (1.3) 6 (0.7)
50
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
e LOREEE 0 0 0 5 (1.4) 1 (0.3) 0 6 (0.7)
AR 0 0 0 1 (0.3) 0 0 1 (0.1)
o ke — /)L REOHERIF 0 0 0 1 (0.3) 0 0 1 (0.1)
B L AT a—/)VIGE 0 0 0 1 (0.3) 0 0 1 (0.1)
LU ZU®Y RiLAE 0 0 0 1 (0.3) 0 0 1 (0.1)
1K U v A fLGE 0 0 0 0 1 (0.3) 0 1 (0.1)
1KY R AE 0 0 0 1 (0.3) 0 0 1 (0.1)
TERE R X OS2 1 (2.3) 1 (2.2) 2 (2.2) 12 (3.5) 17 (4.9) 3 (2.0) 32 (3.8)
B 0 0 0 9 (2.6) 10 (2.9) 2 (1.3) 21 (2.5)
EAEGES 0 0 0 0 1 (0.3) 0 1 (0.1)
T a4 NT R 0 0 0 0 1 (0.3) 0 1 (0.1)
T 0 0 0 1 (0.3) 0 0 1 (0.1)
R R 0 0 0 0 1 (0.3) 0 1 (0.1)
J— T AREIEERT 0 1 (2.2) 1 (1.1) 0 1 (0.3) 0 1 (0.1)
REHE 0 0 0 0 1 (0.3) 0 1 (0.1)
e stk 0 0 0 0 1 (0.3) 0 1 (0.1)
51
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set -------- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
E R LUK GHMESE (cont.)
7 R 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
o 0 0 0 1 (0.3) 0 0 1 (0.1)
HIAE 0 0 0 0 1 (0.3) 0 1 (0.1)
A HLRRIE 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
DU 2R 0 0 0 2 (0.6) 3 (0.9) 0 5 (0.6)
3 0 0 0 0 1 (0.3) 0 1 (0.1)
Bk, B LOSEMAH O AEY (#ERBIORY -7 &5 0 0 0 0 5 (1.4) 0 5 (0.6)
Tr7uaan R 0 0 0 0 2 (0.6) 0 2 (0.2)
NEFIMERR e 0 0 0 0 1 (0.3) 0 1 (0.1)
L TECHI s 0 0 0 0 1 (0.3) 0 1 (0.1)
A NEAE 0 0 0 0 1 (0.3) 0 1 (0.1)
PR R 1 (2.3) 1 (2.2) 2 (2.2) 4 (1.2) 13 (3.7) 6 (4.0) 23 (2.7)
EARA IR NE 1 (2.3) 0 1 (1.1) 1 (0.3) 0 1 (0.1)
= 0 1 (2.2) 1 (1.1) 0 1 (0.3) 1 (0.7) 2 (0.2)
PEMERFEVEBBEMEZ BB = 2 —m T — 0 0 0 0 0 1 (0.7) 1 (0.1)
EE I E 0 0 0 0 1 (0.3) 0 1 (0.1)
FFEIED F 0 0 0 0 2 (0.6) 2 (0.6) 1 (0.7) 5 (0.6)
52
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
g RIEE (Cont.)
IBALPED F 0 0 0 0 1 (0.3) 0 1 (0.1)
BEM AP 0 0 0 0 1 (0.3) 0 1 (0.1)
FIEbE 0 0 0 0 8 (2.3) 3 (2.0) 11 (1.3)
JRE SRR 0 0 0 0 2 (0.6) 0 2 (0.2)
Hoo—aRg— 0 0 0 0 1 (0.3) 0 1 (0.1)
SR 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
prp il AESS 1 (2.3) 1 (2.2) 2 (2.2) 1 (0.3) 3 (0.9) 0 4 (0.5)
Bk 0 0 0 0 1 (0.3) 0 1 (0.1)
bRt 0 0 0 0 1 (0.3) 0 1 (0.1)
ARIRSE 1 (2.3) 1 (2.2) 2 (2.2) 1 (0.3) 1 (0.3) 0 2 (0.2)
BB L ORI R 0 0 0 2 (0.6) 0 1 (0.7) 3 (0.4)
T AE 0 0 0 1 (0.3) 0 0 1 (0.1)
37 a—PIEFER 0 0 0 1 (0.3) 0 0 1 (0.1)
R EA 0 0 0 0 0 1 (0.7) 1 (0.1)
AEFER B L O EEE 0 0 1 (0.3) 0 1 (0.1)
RAVIANUIVZ ) 0 0 0 1 (0.3) 0 0 1 (0.1)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
W g, BOERES J ONHERR R = 0 0 0 5 (1.4) 11 (3.1) 5 (3.3) 21 (2.5)
NGk 0 0 0 3 (0.9) 4 (1.1) 0 7 (0.8)
P8 [ s 0 0 0 1 (0.3) 1 (0.3) 0 2 (0.2)
Jili & i 0 0 0 0 1 (0.3) 0 1 (0.1)
S H 0 0 0 0 1 (0.3) 0 1 (0.1)
P 0 0 0 0 0 1 (0.7) 1 (0.1)
1 PENRSE R 0 0 0 0 3 (0.9) 3 (2.0) 6 (0.7)
T Ak 0 0 0 0 1 (0.3) 0 1 (0.1)
S 0 0 0 1 (0.3) 0 0 1 (0.1)
S 0 0 0 0 1 (0.3) 1 (0.7) 2 (0.2)
et WL 0 0 0 0 1 (0.3) 0 1 (0.1)
FeJE ¥ OV sk 2 (4.7) 3 (6.5) 5 (5.6) 22 (6.4) 34 (9.7) 13 (8.6) 69 (8.2)
Y/ 0 0 0 2 (0.6) 2 (0.6) 2 (1.3) 6 (0.7)
Wi B SE 0 0 0 2 (0.6) 6 (1.7) 3 (2.0) 11 (1.3)
bAEDS 0 0 0 0 1 (0.3) 0 1 (0.1)
T N — MRS 0 0 0 0 1 (0.3) 0 1 (0.1)
il Rz R s 0 0 0 0 1 (0.3) 0 1 (0.1)
B 27 0 0 0 0 1 (0.3) 0 1 (0.1)
54
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set -------- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FREF L O FHMEESE (Cont.)
F RS e 0 0 0 1 (0.3) 2 (0.6) 0 3 (0.4)
595 0 1 (2.2) 1 (1.1) 1 (0.3) 4 (1.1) 1 (0.7) 6 (0.7)
LB 0 0 0 2 (0.6) 2 (0.6) 2 (1.3) 6 (0.7)
FEEIPERCEE 0 0 0 1 (0.3) 0 0 1 (0.1)
FILME T IE 0 0 0 1 (0.3) 0 0 1 (0.1)
Ak 1 (2.3) 0 1 (1.1) 1 (0.3) 0 0 1 (0.1)
T 0 0 0 0 0 1 (0.7) 1 (0.1)
U =7 IgAfs 0 0 0 1 (0.3) 0 0 1 (0.1)
BT 0 0 0 0 1 (0.3) 0 1 (0.1)
FRIE 0 0 0 0 0 1 (0.7) 1 (0.1)
% 5 PEIE 0 0 0 2 (0.6) 5 (1.4) 0 7 (0.8)
B 0 0 0 1 (0.3) 1 (0.3) 1 (0.7) 3 (0.4)
5 1 (2.3) 1 (2.2) 2 (2.2) 7 (2.0) 11 (3.1) 4 (2.6) 22 (2.6)
HLBEME R 5 0 0 0 0 1 (0.3) 0 1 (0.1)
EBMR 0 0 0 0 1 (0.3) 0 1 (0.1)
Bz & s 0 0 0 2 (0.6) 1 (0.3) 1 (0.7) 4 (0.5)
g T MR T 0 0 0 0 1 (0.3) 0 1 (0.1)
E 417375 0 1 (2.2) 1 (1.1) 0 3 (0.9) 0 3 (0.4)
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* 2. BARELBAEHYDEEFER (MedDRA SOC R U PT Hl)
(HERZEMHRFINRERARUVBARAAZEERTHNRER, M14-033 BAY JHEBROMBFREHR) (&S)

————————— Japan Safety Set ---—----- -—-—--—--------- Integrated Safety Set ---———-7--———-
————— Adalimumab ----- -—----------- Adalimumab ------------
40mg EOW 40mg EW Total 40mg EOW 40mg EW TDM Regimen Total
MedDRA 22.0 System Organ Class (N=43) (N=46) (N=89) (N=345) (N=350) (N=151) (N=846)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
1ff A e 2 0 0 0 1 (0.3) 3 (0.9) 0 4 (0.5)
iff e 0 0 0 0 1 (0.3) 0 1 .1)
& £ 0 0 0 1 (0.3) 2 (0.6) 0 3 .4)

Note: The sum of the total number of subjects reporting each of the preferred terms should be greater than or equal to the
system organ class total. A subject who reports two or more different preferred terms which are in the same system organ class
is counted only once in the system organ class total.
Treatment-emergent adverse events during the maintenance study are defined as events that begin or worsen either on or after
the first dose of the study drug in the maintenance study and within 70 days after the last dose of the study drug.
Event with unknown relationship to study drug is being counted as drug-related.

Cross reference: M14-033 Maintenance Japan Sub-study Final CSR_Table 14.3 1.6 J
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
IAdverse IDiscontinuation of Study Interest
[Event IDrug

HEU A PNIZD X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER 3' FEMALE White

WEEK

Medical History Onset Year

INFLAMMATORY BOWEL DISEASE: ABDOMINAL PAIN
ANEMIA: LOW LAB VALUES

ARTHRITIS: JOINT AND LOWER BACK PAIN

OTHER: SARCOIDOSIS

MIGRAINE HEADACHE

OTHER: PERTUSSIS

COGNITIVE OR PSYCHIATRIC DISORDER: ANXIETY

EYE DISEASE/DISORDER: CATARACT SURGERY BOTH EYES
OTHER: VITAMIN D DEFICIENCY

SLEEP APNEA: INSOMNIA

Prior Procedures

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB HIGHER 160/160/160/160/40 EW/EW/EW/EW/EO ol Rl #
INDUCTION DOSE MG 1 43
ADALIMUMAB 40 MG 40 MG EOW R R »
EVERY OTHER WEEK 56 148
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
MERCAPTOPURINE 50 mg (milligram(s)) QD y-M: 20l
INFLIXIMAB 10 mg/kg (milligram(s)/kilogram) other: Q 6 WEEKS Y-M: 20l
PARACETAMOL 750 mg (milligram(s)) PRN v-M: 20j i}
LOPERAMIDE 1 TABLET PRN y-M: 20JHl
INFLIXIMAB 10 mg/kg (milligram(s)/kilogram) other: Q 6 WEEKS Y-M: 20jHl}/ -
336
TRAZODONE 50 mg (milligram(s)) Other: QHS y-M: 20}/ -
248
DULOXETINE 30 mg (milligram(s)) Other: QHS v-M: 20j i} -
145
SULFASALAZINE 1000 mg (milligram(s)) BID y-M: 20}/ -
145
PREDNISONE 15 mg (milligram(s)) QD y-M: 20}/ -
62
FENTANYL 100 meg (microgram(s)) QD y-M: 20 i}/ -5
MIDAZOLAM 7.0 mg (milligram(s)) QD y-M: 20 i}/ -5
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Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /
RX Day RX Day
PARACETAMOL 750 mg (milligram(s)) PRN y-M: 20  oNcGoinG
LOPERAMIDE 1 TABLET PRN y-M: 20 ]  onGong
DULOXETINE 30 mg (milligram(s)) Other: QHS y-M: 20f i} /- onGonG
145
SULFASALAZINE 1000 mg (milligram(s)) BID y-M: 20f i} /- onGonG
145
DICYCLOVERINE 10 mg (milligram(s)) PRN y-M: 20fHl} / 56 oNGoING
PREDNISONE 15 mg (milligram(s)) QD y-M: 20fHl} / 56 oNGoOING
IRON 325 mg (milligram(s)) BID y-M: 20 i}/ 13Y-M: 20}/ 126

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description EXACERBATION OF ULCERATIVE COLITIS

Preferred term TP R 26

AE Onset Date / Rx Day 20l / 155 (7 DAYS AFTER LAST TREATMENT)
Age at AE Onset 3'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
IR0l (RX DAY 167): TOTAL COLECTOMY: COMPLETED SURGERY NO COMPLICATIONS

AE Stopped Rx Day 167 (19 DAYS AFTER LAST TREATMENT)
Duration of AE 13 DAYS

Severity Severe

Relation to Study Drug by No reasonable possibility

Investigator

Investigator Alternative Etiology EXACERBATION OF ULCERATIVE COLITIS REQUIRING COLECTOMY

Discontinued Study Drug Due to the YES
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Cod: |
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Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, 3| moktt CkE) Thv, EEREEFRROMWBIEREROBEENRD bR
oo BT 2RI, SEMBERR O Ch T, BREIIEREECHY, TALI—L
BEE (1 BY720 2 RU V7K Tholo,

Wl = A ) p. msrkmromEsmson-, ) =I5 | . EEREso
HEIXEIE LTz,

= A B P EEBREEARL, EESREAER SN, AOHERRbNARP ST, K
AR SO ARGy B BN RN =i AR

The patient's past medications include:

6-MERCAPTOPURINE for ULCERATIVE COLITIS (il 20l - I 20l

INFLIXIMAB for ULCERATIVE COLITIS (il 20 - N 20 B o8 - B o)
FERROUS SULFATE for ANEMIA (il 20l - I 20}

Causality for HUMIRA (Blinded)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.21.1] [10009901]

IEBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L

TEBRIKIEE I K D IRRBIRHIE CGRAL D7 Frv) - R L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable
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Alternative Etiology for HUMIRA (Blinded)

Event of EXACERBATION OF ULCERATIVE COLITIS

- Investigator: Exacerbation of ulcerative colitis requiring colectomy

- AbbVie: Event is more likely related to pre-existing ulcerative colitis.

385



obbvie 78yL4<7

276 HAOHBENFED

Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug
it ZEALE X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY WEEK 4' FEMALE Black
Medical History Onset Year
DIVERTICULITIS: DIVERTICULOSIS 20.
OTHER: FATTY LIVER 20l
OTHER: UTERINE FIBROID TUMOR 20j§
OTHER: BIOPSY OF LEFT BREAST / BENIGN 20.
ANEMIA: LOW HGB DUE TO UC ANEMIA 20.
OTHER: NAUSEA 201§
HYPERTENSION 20l
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL NEVER
6
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [/ Rl #
HIGHER 43
INDUCTION

DOSE

ADALIMUMAB 4040 MG EW R Bl 2
57

MG EVERY 264
WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

MESALAZINE 4.8 mg (milligram(s)) QD v-M: 20j i}

PREDNISONE 10 mg (milligram(s)) QD Y-M: 20.-. /-55

FENTANYL 100 mcg (microgram(s)) Other: ONE TIME  Y-M: 20.-. /-22

MIDAZOLAM 5 mg (milligram(s)) Other: ONE TIME  Y-M: 20fJl} / -22

SODIUM CHLORIDE 1000 mL (millilitre(s)) Other: ONE TIME  Y-M: 20.-. /-22

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO  Dose/Units Frequency Start Year-Month Stop Year-Month /

Drug) / RX Day RX Day

MESALAZINE 4.8 mg (milligram(s)) QD y-M: 20l  onGoinG

EVRA 1 PATCH Other: EVERY 3 v-M:20fHl}/  oNGoING

WEEKS 172

HEPARIN 250 mL (millilitre(s)) Other: ONETIME  Y-M: 20}/  Y-M: 20} {l} / 267
267

HEPARIN 6500 UNITS Other: ONETIME  Y-M: 20jJHl}/  Y-M: 20JHl} / 267
267

IOHEXOL 350 mg (milligram(s)) Other: ONETIME  Y-M: 20jJHl}/  Y-M: 20} / 267
267

RIVAROXABAN 15 mg (milligram(s)) BID v-M: 20l y-M: 20}/ 289
268

Event #1: Serious Adverse Event

Event Description PULMONARY EMBOLISM
Preferred term fili ZEARE
AE Onset Date / Rx Day 0l / 267 (3 DAYS AFTER LAST TREATMENT)
Age at AE Onset 4'
7
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Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 270 (6 DAYS AFTER LAST TREATMENT)

Duration of AE 4 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology POSSIBILITY OF SECONDARY TO ULCERATIVE COLITIS
Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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The patient's past medications include:

PREDNISONE for ULCERATIVE COLITIS (il 20l - N 2ol B 2o - B 2B
I -l - I >0l I ol - I >
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Causality for HUMIRA (Open Label)

1) Pulmonary embolism (10037377) (Pulmonary embolism (10037377)) [v.20.0] [10037377]

IEBREAEERNIC X2 KERBERHIE CGRAL U7 Fr) R L

TRBRIKIEA 1C K D IRRBAMRHE AL U7 F) B L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Open Label)

Event of PULMONARY EMBOLISM

- Investigator: POSSIBILITY OF SECONDARY TO ULCERATIVE COLITIS

- AbbVie: PULMONARY EMBOLISM MAY BE ASSOCIATED WITH ULCERATIVE COLITIS.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
IEvent Drug

5 o MM LA 4 X

JUARNI VT LT 4T o LSRG X

i K X

LB IR R X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 6' MALE White

Medical History Onset Year

HYPERTENSION 19§

DIABETES MELLITUS

HYPERLIPIDEMIA: HIGH CHOLESTEROL

CORONARY ARTERY DISEASE: TRIPLE BY PASS SURGERY
OTHER: THROMBOCYTOPENIA

DEPRESSION: ANXIETY

OTHER: DEEP VEIN THROMBOSIS

MYOCARDIAL INFARCTION

OTHER: ATOPIC DERMATITIS

Prior Procedures

19

Procedure Year

Colonoscopy

20l

Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
10
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [/ IRl #

HIGHER 43

INDUCTION

DOSE

ADALIMUMAB 4040 MG EOW R Bl

MG EVERY 57 189

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
VITAMINS NOS | TAB QD v-M: 20j i}
METOPROLOL 100 mg (milligram(s)) QD v-M: 20j i} -
344
RANOLAZINE 500 mg (milligram(s)) QD y-M: 20}/ -
344
SIMVASTATIN 10 mg (milligram(s)) QD y-M: 20}/ -
344
PREDNISONE 40 mg (milligram(s)) QD v-M: 20j i} -
285
MESALAZINE 1.2 g (gram(s)) QD y-M: 20}/ -
275
MESALAZINE 60 mL (millilitre(s)) QD y-M: 20}/ -
275
INSULIN GLARGINE 30 mg/kg (milligram(s)/kilogram) QD v-M: 20j i}/ -
253
METFORMIN 500 mg (milligram(s)) QD y-M: 20}/ -
253
GLIPIZIDE 10 mg (milligram(s)) QD y-M: 20}/ -
132
PREDNISONE 40 mg (milligram(s)) QD y-M: 20 i} -83
MERCAPTOPURINE 50 mg (milligram(s)) QD y-M: 20 i}/ -70
FLEET 4.5 OUNCES Other: ONE TIME  Y-M: 20jf i}/ -6
LIDOCAINE 50 mg (milligram(s)) Other: ONE TIME  Y-M: 20} / -6
OXYGEN 4 L (litre(s)) Other: ONE TIME  Y-M: 20} / -6
PROPOFOL 150 mg (milligram(s)) Other: ONE TIME  Y-M: 20j i}/ -6
SODIUM CHLORIDE 1000 CC Other: ONE TIME  Y-M: 20} / -6

11
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Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO  Dose/Units Frequency Start Year- Stop Year-Month

Drug) Month /RX  /RX Day
Day

VITAMINS NOS 1 TAB QD y-M: 20 i} oNGoING

METOPROLOL 100 mg (milligram(s)) QD y-M: 20 i} oNGoING
/ -344

RANOLAZINE 500 mg (milligram(s)) QD v-M: 20} oNnGoInG
/-344

SIMVASTATIN 10 mg (milligram(s)) QD v-M: 20} oNGoInG
/-344

MESALAZINE 1.2 g (gram(s)) QD y-M: 20 i} oNGoING
/275

INSULIN GLARGINE 30 mg/kg (milligram(s)/kilogram) QD v-M: 20} oNGoInG
/-253

METFORMIN 500 mg (milligram(s)) QD v-M: 20} oNGoInG
/-253

GLIPIZIDE 10 mg (milligram(s)) QD y-M: 20 i} oNGoING
/-132

MERCAPTOPURINE 50 mg (milligram(s)) QD v-M: 20} oNnGoInG
/-70

ACETYLSALICYLIC 81 mg (milligram(s)) QD v-M: 20} oNGoInG

ACID /43

PARACETAMOL 650 mg (milligram(s)) PRN y-M: 20 i} oNGoING
/43

INSULIN LISPRO 100 U (international unit(s)) TID v-M: 20} oNGoInG
/49

LISINOPRIL 10 mg (milligram(s)) QD v-M: 20} oNGoInG
/49

NAPROXEN 500 mg (milligram(s)) QD y-M: 20 i} oNGoING
/49

FUROSEMIDE 40 mg (milligram(s)) QD v-M: 20jH} Y-M: 20jHI}/
/173 173

LV. SOLUTIONS UNKNOWN L (litre(s)) QD v-M: 20jH} Y-M: 20jHI}/
/173 175

FUROSEMIDE 20 mg (milligram(s)) QD y-M: 20 i} oNGoING
/174

SIMVASTATIN 10 mg (milligram(s)) other: QHS  Y-M: 20} onGoNnG
/174

SPIRONOLACTONE 25 mg (milligram(s)) QD v-M: 20} oNGoInG
/174

VANCOMYCIN 125 mg (milligram(s)) QID y-M: 20fHl v-M: 20 )/

12

392



obbvie 78yL4<7
276 AROFRBOELED

/194 215

LV. SOLUTIONS UNKNOWN L (litre(s)) QD y-M: 20l y-M: 20 i}/
/195 200

ATORVASTATIN 40 mg (milligram(s)) other: QHS  Y-M: 20} oNGoING
/219

GLYCERYL TRINITRATE 0.4 mg (milligram(s)) PRN v-M: 20} oNGoInG
/219

TICAGRELOR 90 mg (milligram(s)) BID y-M: 20 i} oNGoING
/219

BUDESONIDE 9 mg/kg (milligram(s)/kilogram) QD y-M: 20 i} oNGoING
/223

MESALAZINE 60 mL (millilitre(s)) other: QHS  Y-M: 20} oNGoINnG
/223

Event #1: Serious Adverse Event

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing
NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

CONGESTIVE HEART FAILURE
5 o ML A4

[ M REE

d

20 (RX DAY 174): TRANSTHORACIC ECHOCARDIOGRAPHY: FLUID REMOVED, DILATATION,

RECOVERED

AE Stopped Rx Day
Duration of AE
Severity

Relation to Study Drug by
Investigator

Investigator Alternative Etiology

Discontinued Study Drug Due to the

Event

SAE Criteria

175
3 DAYS
Severe

No reasonable possibility

VENTRICULAR BLOCKAGE
NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Event #2: AE Leading to Discontinuation of Study Drug

Event Description

Preferred term

CLOSTRIDIUM DIFFICILE
IJRANITTL T 4T 47 LfEYE

13
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AE Onset Date / Rx Day 20/ 190 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 6'

Laboratory Testing

NOT APPLICABLE

Microbiology

NOT APPLICABLE

SAE Supplemental Procedure

NOT APPLICABLE

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility
Investigator Alternative Etiology NOT APPLICABLE
Discontinued Study Drug Due to the Event YES

SAE Criteria NONE

Event #3: Serious Adverse Event

Event Description DEHYDRATION

Preferred term i A

AE Onset Date / Rx Day Il ' 195 (6 DAYS AFTER LAST TREATMENT)
Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

2 (RX DAY 190): Stool CLOSTRIDIUM DIFFICILE: P-TOXIN B GENE DETECTED
SAE Supplemental Procedure
20l (Rx DAY 198): CT OF ABDOMEN: ACTIVE COLITIS RECTOSIGMOID COLON

AE Stopped Rx Day 200 (11 DAYS AFTER LAST TREATMENT)

Duration of AE 6 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology DEHYDRATION CAUSING CHEST PAIN

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
14
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Event #4: Serious Adverse Event

Event Description CORONARY ARTERY DISEASE

Preferred term AR R

AE Onset Date / Rx Day 20l /217 (28 DAYS AFTER LAST TREATMENT)
Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l RX DAY 217): CORONARY CATHETERIZATION: ABNORMAL FINDINGS REQUIRING THE
ANGIOPLASTY; ANGIOPLASTY: RESOLVED, STENT PLACED; hof] (RX DAY 218): CARDIAC
ENZYMES: 1634 - MYOCARDIAL INJURY, STENT PLACED; 20f] (RX DAY 219): STRESS TEST: SCAR
WITHOUT ISCHEMIA; ELECTROCARDIOGRAM: ECG ABNORMAL, STENT PLACED; |2l ®Rx pAY
220): ECHOCARDIOGRAM: SYSTOLIC FUNCTION REDUCED, STENT PLACED

AE Stopped Rx Day 220 (31 DAYS AFTER LAST TREATMENT)
Duration of AE 4 DAYS
Severity Severe

Relation to Study Drug by Investigator No reasonable possibility
Investigator Alternative Etiology UNSURE

Discontinued Study Drug Due to the NO
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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TRIEF L U C Aldactone (Avm /) F 7 k) Kkl Lasix (Z7uk®IR) BEEINT-,

Causality for HUMIRA (Blinded)

1) Congestive heart failure (10010684) (Cardiac failure congestive (10007559) ) [v.21.0]
[10010684]

IEBREAEERNC XD KERBIRHIE KRR U7 Fr) R L
TRBRIKIEA IC L D IRRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of CONGESTIVE HEART FAILURE
- Investigator: VENTRICULAR BLOCKAGE

- AbbVie: EVENT MORE LIKELY RELATED TO PRE-EXISTING HYPERTENSION, DIABETES
MELLITUS, AND CORONARY ARTERY DISEASE.

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

16
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Causality for HUMIRA (Blinded)

1) Dehydration (10012174) (Dehydration (10012174)) [v.21.0] [10012174]

IEBREAEERNIC XD RERBERHIE CGRAL U7 Fr) R L

TR | L D RERBIRHIE CGRAL U2 Fr) R L
Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)

Event of DEHYDRATION

- Investigator: Dehydration causing chest pain.

17
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- AbbVie: Event more likely secondary to clostridium difficile. Pre-existing ulcerative colitis and

diuretic therapy are additional risk factors.

Relevant Laboratory & Other Diagnostic Tests

I 20l CLOSTRIDIUM DIFFICILE (STOOL): Positive: Toxin B gene detected

- 20. CT OF ABDOMEN: Active colitis rectosigmoid colon

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

ﬁ%%ﬁm<iﬁ®%ﬁ(%ﬁ)?%@,E%@ﬁ%%%®ﬁ@%ﬁ$ﬂmw%ﬂto%L
THRIE, EE, BERE, Sa LT a—L, fUMERRE, SRS A SR, B
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il =) 7 B 0. wERE R R O R DR & S BRI RO 7= 0 AR LTz, 20))
£l P, WERRREGESh, AEGEEE L, ARLICBET 2 FRETR .
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The patient's past medications include:

PREDNISONE for ULCERATIVE COLITIS (i 20l - I 2ol N 2o - B 208 B
I 2ol - I ol I ol - I >0l I ol - I >0l ol -

20D

1v FLUIDS for DEHYDRATION (I 20l - N 2o, B 28 - B o)
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VANCOMYCIN for CLOSTRIDIUM DIFFICILE (il 20l - I 20l

Causality for HUMIRA (Blinded)

1) Coronary artery disease (10011078) (Coronary artery disease (10011078) ) [v.21.1]
[10011078]

IEBREAEERNC XD RERBRHIE CGRAL U7 Fr) B RL
TR\ LD IRRBIREIE GEAL /DU 7 F)  BER L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of CORONARY ARTERY DISEASE
- Investigator: Unsure.

- AbbVie: Risk factors include pre-existing hypertension and diabetes, as well as history of triple bypass

surgery and myocardial infarction.

Relevant Laboratory & Other Diagnostic Tests

- 2(). CARDIAC ENZYMES: Troponin elevated at 16.34 (normal range 0-0.01 ng/ml) -

myocardial injury

19
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I 20l CORONARY CATHETERIZATION: Abnormal findings requiring the Angioplasty

- 20. ECHOCARDIOGRAM: systolic function reduced. Right ventricle systolic function

reduced.

- 20. ELECTROCARDIOGRAM: ECG abnormal. Right bundle block branch block on
screening ECG.

I 20l ELECTROCARDIOGRAM (SCREENING): Abnormal T waves

- 20. STRESS TEST: Scar without ischemia

20
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious IAdverse Event Leading to  [Death  [Event of
Adverse Discontinuation of Study Interest
Event Drug

P& B KA R X X

S T i AR R P S e R L A S X

AN LE S X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB TDM 5I FEMALE White

Medical History Onset Year

SURGERY: TONSILLECTOMY

OTHER: MYOPIA

OTHER: FATIGUE

OTHER: INTERMITTENT HEADACHE

OTHER: WEIGHT LOSS

OTHER: JOINT PAIN

OTHER: RIGHT ANKLE FIXATION

OTHER: INTERMITTENT SINUS CONGESTIN
OTHER: TORN LIGAMENT RIGHT KNEE

OTHER: INTERMITTENT DEHYDRATION
OTHER: MENOPAUSE

ANEMIA: IRON DEFICIENCY

CHOLELITHIASIS

OTHER: DUODENITIS

OTHER: INTERMITTENT BILATERAL SWELLING IN FEET
OTHER: MILD AORTIOLIAC ATHEROSCLEROSIS

OTHER: MILD DEGENERATIVE CHANGES THORACOLUMBAR SPINE

OTHER: PERFORATED PEPTIC ULCER
OTHER: RIGHT RENAL CYST

OTHER: RIGHT SIDED PLEURAL EFFUSION
OTHER: CLOSTRIDIUM DIFFICILE

OTHER: DUODENAL EROSIONS

OTHER: SPONDYLOSIS

21
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OTHER: TINY FAT CONTAINING UMBILICAL HERNIA

Prior Procedures

2l

Procedure Year

Colonoscopy 2('

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

E-CIGARETTES NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40MG ~ EWEWEWEWEOW [l 1 IRl 2 «

STANDARD

INDUCTION DOSE

ADALIMUMAB TDM 40 MG EOW B ;s Bl s s

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

PARACETAMOL 500 mg (milligram(s)) PRN Y-M: 1!
VITAMINS NOS 1 TABLET QD Y-M: 1!
PREDNISONE 40 mg (milligram(s)) QD v-M: 19}
SULFASALAZINE 4 g (gram(s)) QD v-m: 19}

FISH OIL 2 TABLETS QD Y-M: 1!
MESALAZINE 4.8 g (gram(s)) QD v-M: 19}
MESALAZINE 8 TABLETS QD Y-M: 1!
AZATHIOPRINE 150 mg (milligram(s)) QD v-m: 20 i} 110
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Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-  Stop Year-
Month / RX Month / RX
Day Day
PARACETAMOL 500 mg (milligram(s)) PRN y-M: 19f] ONGOING
VITAMINS NOS 1 TABLET QD v-M: 19} ONGOING
FISH OIL 2 TABLETS QD v-M: 19} ONGOING
AZATHIOPRINE 150 mg (milligram(s)) QD v-M: 20} ONGOING
B o
SODIUM CHLORIDE 2 L (litre(s)) Other: ONCE  Y-M: 20} Y-M: 20jHl}/
B s6 56
METHYLPREDNISOLONE 60 mg (milligram(s)) QD v-M: 20ff  v-m: 20 i}/
B s 67
ENOXAPARIN 40 mg (milligram(s)) QD v-M: 20f} ONGOING
/65
MIDAZOLAM 5 mg (milligram(s)) Other: ONCE  Y-M: 20f} y-M: 20}/
B ss 65
SODIUM PHOSPHATE 266 mL (millilitre(s)) Other: ONCE  Y-M: 20} v-m: 20 i}/
B s 65
FENTANYL 25 meg (microgram(s)) PRN v-M: 20ff  v-m: 20 i}/
B s 68
OXYCODONE 5 mg (milligram(s)) PRN y-M: 20} ONGOING
B ss
PARACETAMOL 1000 mg (milligram(s)) QID v-M: 20} oNGoING
B s
CEFAZOLIN 1000 mg (milligram(s)) other: TWICE  Y-M: 20} v-m: 20 i}/
B s 68
CELECOXIB 200 mg (milligram(s)) other: TWICE  Y-M: 20} y-M: 20jHI}/
B ss 68
DEXAMETHASONE 4 mg (milligram(s)) Other: ONCE  Y-M: 20} v-m: 20 i}/
B s 68
DROPERIDOL 0.625 mg (milligram(s)) Other: ONCE  Y-M: 20} v-m: 20 i}/
/68 68
EPHEDRINE 20 mg (milligram(s)) Other: ONCE  Y-M: 20} y-M: 20jHl}/
B ss 68
FAMOTIDINE 20 mg (milligram(s)) Other: ONCE  Y-M: 20} v-m: 20 i}/
B s 68
GABAPENTIN 600 mg (milligram(s)) Other: ONCE  Y-M: 20} v-M: 20 i}/
B s 68
GLYCOPYRRONIUM 0.2 mg (milligram(s)) Other: ONCE  Y-M: 20} y-M: 20jHl}/
B ss 68
KETAMINE 10 mg (milligram(s)) Other: ONCE  Y-M: 20} y-m: 20 i}/
23
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KETOROLAC

LIDOCAINE

METRONIDAZOLE

MIDAZOLAM

ONDANSETRON

PROPOFOL

ROCURONIUM

SUGAMMADEX

HEPARIN

MAGNESIUM OXIDE

IBUPROFEN

ENOXAPARIN

HEPARIN

HYDROMORPHONE

GRANISETRON

PROMETHAZINE

DEXTROSE AND SODIUM

CHLORIDE INJECTION
KETOROLAC

FLEBOBAG RING LACT

OXYCODONE

OXYCODONE

30 mg (milligram(s))

60 mg (milligram(s))

500 mg (milligram(s))

2 mg (milligram(s))

4 mg (milligram(s))

150 mg (milligram(s))

70 mg (milligram(s))

50 mg (milligram(s))

5000 UNITS

400 mg (milligram(s))

600 mg (milligram(s))

100 mg (milligram(s))

25000U/250 ML UNITS

0.2 mg (milligram(s))

0.1 mg (milligram(s))

6.25 mg (milligram(s))

1 L (litre(s))

15 mg (milligram(s))

500 mL (millilitre(s))

5 mg (milligram(s))

10 mg (milligram(s))

Other: ONCE

Other: ONCE

Other: ONCE

Other: ONCE

Other: ONCE

Other: ONCE

Other: ONCE

Other: ONCE

TID

BID

Other: EVERY 6
HOURS

QD

Other: AS
DIRECTED

Other: ONCE

PRN

PRN

Other: AS
DIRECTED

Other: EVERY 6
HOURS

Other: AS
DIRECTED

PRN

PRN

68

v-M: 20 Hl}/

68

v-m: 20fHl}/

68

y-M: 20 Hl}/

68

v-m: 20fHl}/

68

v-m: 20fHl}/

68

y-M: 20 Hl}/

68

v-M: 20 Hl}/

68

v-m: 20fHl}/

68

y-M: 20 Hl}/

71

v-m: 20fHl}/

71
v-m: 20fHl}/
71

ONGOING

v-M: 20fHl}/

78

v-m: 20fHl}/

78

y-M: 20 Hl}/

80

v-m: 20fHl}/

80

v-m: 20fHl}/

86

v-M: 20 Hl}/

87

v-m: 20fHl}/

90
ONGOING

y-M: 20 Hl}/

85
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ONDANSETRON

SODIUM CHLORIDE

HYOSCINE

DROPERIDOL

TRAMADOL

HYDROMORPHONE

ONDANSETRON

SIMETICONE

LIDOCAINE

PROCHLORPERAZINE

POTASSIUM

AMIDOTRIZOIC ACID

SIMETICONE

AMINO ACIDS NOS

W/CARBOHYDRATES NOS

PANTOPRAZOLE

METOCLOPRAMIDE

POTASSIUM

SODIUM PHOSPHATE

DEXTROSE AND SODIUM

CHLORIDE INJECTION

THIAMINE

METOCLOPRAMIDE

4 mg (milligram(s))

1 L (litre(s))

1.5 mg (milligram(s))

0.625 mg (milligram(s))

50 mg (milligram(s))

0.4 mg (milligram(s))

4 mg (milligram(s))

160 mg (milligram(s))

1 mL (millilitre(s))

10 mg (milligram(s))

10 mEq (milliequivalent(s))

100 mL (millilitre(s))

160 mg (milligram(s))

1.5 L (litre(s))

40 mg (milligram(s))

10 mg (milligram(s))

40 mEq (milliequivalent(s))

15 mmol (millimole(s))

1 L (litre(s))

100 mg (milligram(s))

5 mg (milligram(s))

PRN
Other: AS

DIRECTED
Other: EVERY 3

DAYS

Other: TWICE

PRN

Other: ONCE

PRN

Other: ONCE

Other: ONCE

PRN

PRN

Other: ONCE

Other: ONCE

QD

QD

QID

Other: ONCE

Other: ONCE

Other: AS

DIRECTED

QD

QID

v-M: 20 Hl}/

87

y-M: 20 Hl}/

87

v-m: 20fHl}/

84

v-m: 20fHl}/

82

y-M: 20 Hl}/

88

v-m: 20fHl}/

84

v-m: 20fHl}/

84

y-M: 20 Hl}/

84

v-m: 20fHl}/

85

v-m: 20fHl}/

87

y-M: 20 Hl}/

89

v-m: 20fHl}/

86

v-m: 20fHl}/

86

y-M: 20 Hl}/

87

v-m: 20fHl}/

89

v-M: 20 Hl}/

90

v-M: 20 Hl}/

87

v-m: 20fHl}/

88

v-m: 20fHl}/

89

v-M: 20 Hl}/

90
ONGOING
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TRAMADOL 50 mg (milligram(s)) PRN Y-M: 20.— ONGOING
B/ oo

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description WORSENING OF ULCERATIVE COLITIS

Preferred term TRTHE R 2%

AE Onset Date / Rx Day IR0l 64 (1 DAY AFTER LAST TREATMENT)

Age at AE Onset 5'

Laboratory Testing

20l (Rx DAY 87): BICARBONATE: 50 [22 - 29] NMOL/L; CHLORIDE: 80 [98 - 107] MMOL/L;
PHOSPHOROUS: 2.1 [2.5 - 4.5] MG/DL; POTASSIUM: 3.1 [3.6 - 5.2] MMOL/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

0l (RX DAY 68): LAPAROSCOPIC SUBTOTAL COLECTOMY AND END: REMAINS HOSPITALIZED
RECOVERING

AE Stopped Rx Day 71 (8 DAYS AFTER LAST TREATMENT)

Duration of AE 8 DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology DISEASE EXACERBATION

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #2: Serious Adverse Event

Event Description PORTO MESENTERIC THROMBOSIS

Preferred term P Ae e U s i M e U A i

AE Onset Date / Rx Day 20/ 77 (14 DAYS AFTER LAST TREATMENT)
Age at AE Onset 5'

Laboratory Testing

20l (Rx DAY 87): BIOCARBONATE: 50 [22 - 29] MMOL/L; CHLORIDE: 80 [98 - 107] MMOL/L;
PHOSPHOROUS: 2.1 [2.5 - 4.5] MG/DL; POTASSIUM: 3.1 [3.6 - 5.2] MMOL/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

20l (Rx DAY 77): CT ABDOMEN AND PLEVIS: DIFFUSE BOWEL DILATION DUE TO A POSSIBLE
STRICTURE AT THE END  ILEOSTOMY VERSUS ILEUS. PORTOMESENTERIC VENOUS THROMBOSIS ;
20l (Rx DAY 85): CT OF ABDOMEN AND PELVIS: DIFFUSE SMALL BOWEL DILATATION.,
INCREASED IN THE DUODENUM WHICH GRADUALLY TAPERS TO NORMAL CALIBER AT THE END

26
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ILEOSTOMY. FINDINGS ARE LIKELY RELATED TO ADYNAMIC ILEUS. NO FOCAL TRANSITION POINT. NO
O; 20l (Rx DAY 86): ABDOMINAL X-RAY: ORAL CONTRAST SEEN THROUGHOUT. SCATTERED
LOOPS OF DISTENDED SMALL BOWEL IN THE MIDABDOMEN AND BOTH LOWER QUADRANTS. OVERALL
BOWEL DISTENTION NOW BY GAS AND CONTRAST. RIGHT LOWER QUADRANT OSTOMY. NG TU

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Moderate

Relation to Study Drug by No reasonable possibility

Investigator
Investigator Alternative Etiology ULCERATIVE COLITIS

Discontinued Study Drug Due to the NO
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Event #3: Serious Adverse Event

Event Description SMALL BOWEL OBSTRUCTION

Preferred term /NP 2E

AE Onset Date / Rx Day IR0l 77 (14 DAYS AFTER LAST TREATMENT)
Age at AE Onset 5'

Laboratory Testing

0l (RX DAY 87): BICARBONATE: 50 [22 - 29] MMOL/L; CHLORIDE: 80 [98 - 107] MMOL/L;
PHOSPHOROUS: 2.1 [2.5 - 4.5] MG/DL; POTASSIUM: 3.1 [3.6 - 5.2] MMOL/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

-20. (RX DAY 77): CT ABDOMEN AND PELVIS: DIFFUSE BOWEL DILATION DUE TO A POSSIBLE
STRICTURE AT THE END  ILEOSTOMY VERSUS ILEUS. PORTOMESENTERIC VENOUS THROMBOSIS;
-20. (RX DAY 85): CT OF ABDOMEN AND PELVIS: DIFFUSE SMALL BOWEL DILATATION, INCREASED
IN THE DUODENUM WHICH  GRADUALLY TAPERS TO NORMAL CALIBER AT THE END ILEOSTOMY.
FINDINGS ARE  LIKELY RELATED TO ADYNAMIC ILEUS. NO FOCAL TRANSITION POINT. N; -20.
(RX DAY 86): ABDOMINAL X-RAY: ORAL CONTRAST SEEN THROUGHOUT. SCATTERED LOOPS OF
DISTENDED SMALL BOWEL IN THE MIDABDOMEN AND BOTH LOWER QUADRANTS. OVERALL BOWEL
DISTENTION, NOW BY GAS AND CONTRAST. RIGHT LOWER QUADRANT OSTOMY. NG T

AE Stopped Rx Day 90 (27 DAYS AFTER LAST TREATMENT)
Duration of AE 14 DAYS
Severity Severe

Relation to Study Drug by Investigator No reasonable possibility
Investigator Alternative Etiology ULCERATIVE COLITIS

Discontinued Study Drug Due to the NO
Event
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SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated:-?.(.:OZ:l?.
Program Source Code [

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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BuzEgE Lz, 2 =] 7 B, IBBREROMIREREDEE RS Shiz, 20 £ |
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2] = 5 P B, #EBE BB R OB DR EZS L, HEBRE, %R
M % £ 5 AHEAE, S DEEOKM, T GEES) , BIfiWR, ROEFEHL. [
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B REOFHIZE LT, BMANBHIHERL, filhzkdiz, EEELRFEFZOMRBET
AF =T A, RIEERY, K ) 7 A fE, RO R iE AR EE L, 20 4
1500, = r—~Jamsr g GEREE) Mo bh, Hi LA h—v3EREE Sh,
200 & | A | noERiFcls T, BHEZRGTHY, BHOBEITHVENS A DI, b
N EB ST,

RIREELTCT I ALYy, FaXY R—, =)%Y, TJryEFVr, HA
Fv, ZVavrlb—h ~RYy, Sk r, AFALT L R=Ynay, FrExoehry,
F¥vafRy, =72 Ry, T2 ¥, A T77urxy, FEIV, URIAY, B
VIR L, IXYV TN, T aRT7 4 —/b, rocuronium, sodium phosphate, AH~<T 7 A, M
{btFrU DL, DT RNIYVBEBAIALIV /T NI YVEEST NI DA, V9=kbtr, B R
ENALTH Y, WV TNV, A NI TIR, RUONTTY =, BBV v N Tay
OANRTVy, FurAEY, RAART I, YAFay, FrIv, shnl—miK, I
<~k K=, vrLaxs7, vV Iy, TERTI )72y, FOA hu=F Y — L3 EEH
S,

The patient's past medications include:

AZULFIDINE for ULCERATIVE COLITIS (19} - 19
PREDNISONE for ULCERATIVE COLITIS (19} - 19
ASCOLIN for ULCERATIVE COLITIS (19} - 19]
PENTASA for ULCERATIVE COLITIS (19} - 19j)

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Small bowel obstruction (10041055) (Small intestinal obstruction (10041101) ) [v.20.1]
[10041055]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA IC K D IRRBIMRHE AL U7 F) B L
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Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

2) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.20.1] [10009901]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA IC L D IRRBIMRAE AL U7 F) B L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

3) Portosplenomesenteric venous thrombosis (10077623) (Portosplenomesenteric venous thrombosis
(10077623) ) [v.20.1] [10077623]

IEBREAEERNC X2 RERBERHIE CGRAL U7 Fr) R L

TRBRIKIEA 1C K D IRBAMRHE AL U7 F) B L

Dechallenge: No

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of SMALL BOWEL OBSTRUCTION

- Investigator: Ulcerative colitis.
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- AbbVie: Event more likely a complication of recent abdominal surgical procedure. Additional risk
factors include history of pre-existing ulcerative colitis, duodenitis, duodenal erosions, and perforated

peptic ulcer.

Event of WORSENING OF ULCERATIVE COLITIS

- Investigator: Disease exacerbation

- AbbVie: Event more likely related to pre existing ulcerative colitis

Event of PORTO MESENTERIC THROMBOSIS

- Investigator: Ulcerative Colitis

- AbbVie: Event is more likely related to colectomy that was performed 10 days prior to the onset of the

event. Subject's pre-existing ulcerative colitis increased the risk of the thromboembolic complication.

Relevant Laboratory & Other Diagnostic Tests

- 20. ABDOMINAL CT: Diffuse bowel dilation due to a possible stricture at the end ileostomy

versus ileus, portomesenteric venous thrombosis

- 20. ABDOMINAL CT: 1. Diffuse small bowel dilatation, increased in the duodenum which
gradually tapers to normal caliber at the end ileostomy. Findings are likely related to adynamic ileus. No
focal transition point. No organized or drainable fluid collection. 2. Stable appearing right posterior
portal vein thrombus.

- 20. ABDOMINAL X-RAY: Compared to - 20.: Oral contrast seen throughout scattered
loops of distended small bowel in the midabdomen and both lower quadrants. Overall bowel distention,
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now by gas and contrast, is not significantly changed compared to prior. Right lower quadrant ostomy. NG

tube with tip and sidehole in the gastric fundus. Residual excreted contrast in the bladder.
I 20l ANION GAP: 18 no unit (normal 7 to 15)
- 20. ANION GAP: 4 no unit (normal 7 to 15)
- 2(). ANION GAP: 10 no unit (normal 7 to 15)
I 20l BICARBONATE: 38 MMOL/L (normal 22 to 29)
I 20l BICARBONATE: 50 MMOL/L (normal 22 to 29)
I 20l BICARBONATE: 28 MMOL/L (normal 22 to 29)
I 20l BLOOD PRESSURE: 100/60mmhg
I 20l BODY TEMPERATURE: 36 Degrees C
I 20 C. DIFFICILE TOXIN: NEGATIVE
I 20l cALCIUM: 4.03 mg/dL (normal 4.65 to 5.3)
I 20l CHLORIDE: 82 MMOL/L (normal 98 to 107)
I 20l CHLORIDE: 80 MMOL/L (normal 98 to 107)
B 20l CHLORIDE: 101 MMOL/L (normal 98 to 107)
I 20l CREATININE: 0.7 mg/dL (normal 0.6 to 1.1)
I 20l CREATININE: 0.6 mg/dL (normal 0.6 to 1.1)
B 20l EGFR: . >60 mL/min/BSA

I 20l ERYTHROCYTES: 3.62 X10%*12/L (normal 3.9 to 5.03)
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I 20l ERYTHROCYTES: 3.25 X10*#12/L (normal 3.9 to 5.03)
I 20l CO3: 44 MMOL/L (normal 22 to 26)

I 20l HEART RATE: 65 bpm

B 20l HEMATOCRIT: 32.3 % (normal 34.9 to 44.5)
I 20l HEMATOCRIT: 31.0 % (normal 34.9 to 44.5)
I 20l HEMOGLOBIN: 10.5 G/DL (normal 12.0 to 15.5)
I 20l HEMOGLOBIN: 9.3 G/DL (normal 12.0 to 15.5)
I 20l HEMOGLOBIN: 9.7 G/DL (normal 12.0 to 15.5)
I 20l LEUKOCYTES: 7.1 X10%*9/L (normal 3.5 to 10.5)
I 20l LEUKOCYTES: 13.5 X10**9/L (normal 3.5 to 10.5)
I 20l PCO2: 50 mm Hg (normal 35 to 45)

- 20. PH: 7.55 no unit (normal 7.35 to 7.45)

I 20l PHOSPHOROUS: 2.1 mg/dL (normal 2.5 to 4.5)
I 20} PHOSPHOROUS: 2.9 mg/dL (normal 2.5 to 4.5)
I 20l PLATELETS: 685 X10%*9/L (normal 150 to 450)
I 20l PLATELETS: 642 X10%*9/L (normal 150 to 450)
I 20l POTASSIUM: 3.1 MMOL/L (normal 3.6 to 5.2)

I 20l POTASSIUM: 3.9 MMOL/L (normal 3.6 to 5.2)
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I 20l sOoD1UM: 134 MMOL/L (normal 135 to 145)

I 20l soD1UM: 137 MMOL/L (normal 135 to 145)
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious Adverse Event Leading to  [Death  [Event of
IAdverse Discontinuation of Study [nterest
[Event Drug

P& B KA R X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 3' MALE White

Medical History Onset Year

OTHER: ATTENTION DEFICIT DISORDER
OTHER: HIP DYSPLASIA
OTHER: ACNE

Prior Procedures

Procedure Year

Colonoscopy 2('
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/16040MG ~ EWEWEWEWEOW [N R 4 4+

HIGHER
INDUCTION
DOSE

ADALIMUMAB 4040 MG EOW A B s
58

MG EVERY
OTHER WEEK

253
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
OBETROL 10 mg (milligram(s)) QD v-M: 20ff}
VITAMINS NOS 1 TABLET QD Y-M: 20.
MULTIVITAMINS, OTHER 1 TABLET PRN Y-M: 20.
COMBINATIONS
MESALAZINE 2.4 mg (milligram(s)) BID Y-M:
PREDNISONE 10 mg (milligram(s)) QD y-M: 20 i}/ 229
TRITICUM AESTIVUM 1 TABLET PRN Y-M: 20.-. /-229
SUPREP BOWEL PREP 12 OUNCES Other: DIVIDED DOSES Y-M: 20.-. /-14
PROPOFOL 350 mg (milligram(s)) Other: DIVIDED DOSING Y-M: 20jHIl}/ - 13

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-
Month/RX  Month / RX Day
Day
OBETROL 10 mg (milligram(s)) QD y-M:20f] oNGoING
VITAMINS NOS | TABLET QD v-M: 20f] oNGOING
MULTIVITAMINS, OTHER 1 TABLET PRN y-M:20f] oNGoING
COMBINATIONS
TRITICUM AESTIVUM 1 TABLET PRN y-M: 20} oNGoING
/-229
PREDNISONE 40 mg (milligram(s)) QD v-M: 20jHl Y-M: 20}/
/207 221
PREDNISONE 20 mg (milligram(s)) QD y-M: 20JJHI Y-M: 20 i}/
/222 245
BUDESONIDE 9 mg (milligram(s)) QD y-M: 20 i} oNGoING
/242
HYOSCYAMINE 0.375 mg (milligram(s)) ~ PRN y-M: 20 i} oNGoING
/ 247
PROPOFOL 420 mg (milligram(s)) Other: DIVIDED v-M: 20JJHl} Y-M: 20 i}/
DOSES /254 254
METRONIDAZOLE 500 mg (milligram(s)) TID y-M: 20 i} Y-M: 20jHIl}/
/259 268
AZATHIOPRINE 50 mg (milligram(s)) TID v-M: 20jHl Yy-M: 20}/
/261 294
GOLIMUMAB 200 mg (milligram(s)) Other: ONCE v-M: 20JJHl Y-M: 20 i}/
/263 263
GOLIMUMAB 100 mg (milligram(s)) Other: EVERY FOUR Y-M: 20jHl} oNGoING
36
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HYDROCORTISONE

MESALAZINE

METHYLPREDNISOLONE

OXYCOCET

IOPAMIDOL

FENTANYL

MIDAZOLAM

AZATHIOPRINE

PREDNISONE

Event #1: Serious Adverse Event

1 SUPPOSITORY

2.4 g (gram(s))

NOT REPORTED

1 TABLET

100 mL (millilitre(s))

100 mcg (microgram(s))

5 mg (milligram(s))

100 mg (milligram(s))

40 mg (milligram(s))

WEEKS

/277

Other: AT BEDTIME  Y-M: 20f ] oNGoING

BID

/280

v-M: 20} oNGOING
/280

Other: CONTINUOUS Y-M: 20fj ] oNGoING

PRN

Other: ONCE

Other: DIVIDED
DOSES

Other: DIVIDED
DOSES

QD

QD

/280

v-M: 20} oNGoING
/281

v-M: 20Hl Y-M: 20}/
28

/283 3

v-M: 20JJHl Y-M: 20 i}/
2

/289 89
y-M: 20jHl y-M: 20}/
/289 289

v-M: 20} oNGOING
/295

v-M: 20} oNGoING
/295

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing
NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure
NOT REPORTED

AE Stopped Rx Day
Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

Discontinued Study Drug Due to the Event

SAE Criteria

EXACERBATION OF ULCERATIVE COLITIS
TR 2R

Bl 245

£

349 (96 DAYS AFTER LAST TREATMENT)

105 DAYS
Moderate

No reasonable possibility

HISTORY OF ULCERATIVE COLITIS

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION
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Generated: -2(. :02:12
Program Source Code: || .

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Ak, | moBM CkE) Thv, EEREEFROBEMERIELOHEERRD b
72o BT BINEEI, AN RIBR TH -T2,

il =B EEERIE % ORERRD iz,

Wl =) A PP, BEBmREIIAR U, R, EA O TR, miE, EEEE, kA RO
BIFIR 23k 2. 70, #HBRE X, HEARZED ZERRETH L LB SN RICABE LTz, A
BEH ZHrE S RIS ISR A M OVEM DN 40 S 7o, ARHTHERR 2 AT - T2 fG SR, AVEL il 2 54
T o oBFEERERAS LomEshe, 20 =] A 0, #sEeas L, 20
B 5, st ommigEE L,

163 & LT Percocet, prednisone, 7 % F 47V, Lialda (X7 >) , Cortifoam (E K
0 a)LF Y UERRT AT V), KON Solu-Medrol (A F LT L K=Y a sz A7) b
U L) mEE S,

The patient's past medications include:

LIALDA for ULCERATIVE COLITIS (il 29 - I 2ol
PREDNISONE for ULCERATIVE COLITIS (il 20l - I 20l
METRONIDAZOLE for ULCERATIVE COLITIS (il 20l - I 20

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.19.0] [10009901]

TEBREAEERNIC & 2 KERBIRHIE CGEAL U7 Fr) B L
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TEBRIKIEE I K DIRRBIRHIE CGRAL U7 Fr) R L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of EXACERBATION OF ULCERATIVE COLITIS

- Investigator: History of ulcerative colitis.

- AbbVie: The event is exacerbation of underlying UC.

Relevant Laboratory & Other Diagnostic Tests

- 20. Flexible sigmoidoscopy:

The patient's results were: rectum 2 = Moderate disease (marked erythema, absent vascular2 = Moderate
disease (marked erythema, absent vascular pattern, friability, erosions); sigmoid 2 = Moderate disease
(marked erythema, absent vascular pattern, friability, erosions); descending colon 0 = Normal or inactive
disease; and transverse colon 0 = Normal or inactive disease. There was a presence of friability and the

subscore was 2.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious Adverse Event Leading to  [Death  [Event of
IAdverse Discontinuation of Study [nterest
[Event Drug

P& B KA R X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 3' FEMALE White

Medical History Onset Year

DRUG ALLERGIES/REACTIONS: AMOXICILLIN ALLERGY 19.

OTHER: NEEDLE PHOBIA

SURGERY: RIGHT KNEE ACL SURGERY
OTHER: OCCASIONAL ABDOMINAL PAIN
OTHER: OCCASIONAL DIARRHEA

OTHER: OCCASIONAL RECTAL BLEEDING
OTHER: INTERNAL HEMORRHOIDS
MIGRAINE HEADACHE

SURGERY: BUNION RIGHT FOOT SURGERY
OTHER: HERNIATED DISCS LOWER BACK
DIVERTICULITIS: RIGHT SIDED

OTHER: FOLLICLE RIGHT OVARY

OTHER: PANDIVERTICULOSIS

OTHER: TINY CYST RIGHT LOBE LIVER
OTHER: SEASONAL ALLERGIES

OTHER: IRRITABLE BOWEL SYNDROME

Prior Procedures

Procedure Year

Colonoscopy

2l
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Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER 0.5 PACKS 8 20l
CIGARS NEVER
E-CIGARETTES NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
Study Drug Administration
Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB  160/160/160/16040 MG~ EW/EW/EW/EWEOW [ Il 4+
HIGHER 43
INDUCTION
DOSE
ADALIMUMAB 4040 MG EW R Bl o
MG EVERY 59 358
WEEK
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
ASCORBIC ACID 1 TABLET PRN y-M: 20}
ANOVLAR 1 TABLET QD y-M: 20f]
LORATADINE 1 TABLET PRN y-M: 20}
MESALAZINE 3.6 g (gram(s)) QD v-M: 20}
HYOSCYAMINE 0.375 mg (milligram(s)) PRN y-M: 20 i}/ 201
PREDNISONE 40 mg (milligram(s)) QD v-M: 20}/ -88
PREDNISONE 40 mg (milligram(s)) QD v-M: 20}/ -61
PREDNISONE 30 mg (milligram(s)) QD y-M: 20}/ -31
PREDNISONE 20 mg (milligram(s)) QD v-M: 20}/ 24
PREDNISONE 10 mg (milligram(s)) QD y-M: 20}/ -17
BISACODYL 2 TABLETS Other: ONCE y-M: 20 i}/ -8
MACROGOL 3350 255 g (gram(s)) Other: DIVIDED DOSES  Y-M: 20jHl} / -8
PROPOFOL 350 mg (milligram(s)) Other: DIVIDED DOSES  Y-M: 20jHl}/ -7
41

421



obbvie 78yL4<7
276 AROFRBOELED

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month Stop Year-Month /

Drug) / RX Day RX Day

ASCORBIC ACID | TABLET PRN y-M: 20f] ONGOING

ANOVLAR | TABLET QD y-M: 20} ONGOING

LORATADINE | TABLET PRN y-M: 20} ONGOING

MESALAZINE 3.6 g (gram(s)) QD y-M: 20 y-M: 20l 223

HYDROCORTISONE 1 APPLICATION PRN v-Mm:20fHl}/  oNGoING
23

DIPHENHYDRAMINE 50 mg (milligram(s)) PRN y-M: 20}/ Yy-M: 20 i}/ 269
43

HYOSCYAMINE 0.125 mg (milligram(s)) PRN v-M: 20 i}/  oNGoING
92

IOPAMIDOL 100 mL (millilitre(s)) other: ONCE  Y-M: 20}/  y-M: 20J] i}/ 241
241

CIPROFLOXACIN 400 mg (milligram(s)) BID y-M: 20}/ Yy-M: 20 i}/ 243
241

DIPHENHYDRAMINE 25 mg (milligram(s)) PRN y-M: 20l y-M: 20l 243
241

HYDROCORTISONE 50 mg (milligram(s)) TID y-M: 20l y-M: 20l 243
241

METRONIDAZOLE 500 mg (milligram(s)) TID y-M: 20}/ Yy-M: 20 i}/ 243
241

MORPHINE 4 mg (milligram(s)) PRN y-M: 2l y-M: 20 243
241

ONDANSETRON 4 mg (milligram(s)) PRN y-M: 20l y-M: 20/ 243
241

POTASSIUM UNKNOWN mL (millilitre(s)) ~ PRN y-M: 20}/ Yy-M: 20 i}/ 243
241

SODIUM CHLORIDE 1000 mL (millilitre(s)) PRN y-M: 20 Hll y-M: 20l 243
241

PREDNISONE 40 mg (milligram(s)) QD y-M: 20l Y-M: 20}/ 252
243

Event #1: Serious Adverse Event

Event Description ULCERATIVE COLITIS FLARE

Preferred term itV EINI

AE Onset Date / Rx Day [ M A

Age at AE Onset 3'

Laboratory Testing

NOT REPORTED
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Microbiology
NOT REPORTED
SAE Supplemental Procedure

-20. (RX DAY 241): CT ABDOMEN AND PELVIS WITH IV CONTRAST: SIGMOID COLITIS AND
PROCTITIS WITH PROMINENT ADJUACENT LYMPH NODES. THE PATIENT DOES HAVE MODERATE
COLONIC DIVERTICULUM AND DISTAL SIGMOID DIVERTICULITIS IS NOT FULLY EXCLUDED. NO
ABSCESS FORMATION.

AE Stopped Rx Day 252
Duration of AE 12 DAYS
Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility
Investigator Alternative Etiology HISTORY OF ULCERATIVE COLITIS
Discontinued Study Drug Due to the NO

Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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JRIIEE LTENAE R, Flagyl (X he=FY—)) |, HflkH VU A bRoarsFyy,
prednisone, Zofran (4 %t kv UHEEEREKFY)) , KON Cipro (Y 7'm7uafxiv ) MRk
Fani,

The patient's past medications include:

HYOSCYAMINE for IRRITABLE BOWEL SYNDROME (I 20l - 19 Il 20l

Causality for HUMIRA (Blinded)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.22.0] [10009901]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TRBRIKIEA IC K D IRRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of ULCERATIVE COLITIS FLARE

- Investigator: History of ulcerative colitis

- AbbVie: .Event more likely related to ulcerative colitis flare from pre-existing ulcerative colitis.

Relevant Laboratory & Other Diagnostic Tests

44

424



obbvie 78yL4<7
276 AROFRBOELED

I 20l cT ABDOMEN AND PELVIS WITH IV CONTRAST: SIGMOID COLITIS AND
PROCTITIS WITH PROMINENT ADJUACENT LYMPH NODES. THE PATIENT DOES HAVE
MODERATE COLONIC DIVERTICULUM AND DISTAL SIGMOID DIVERTICULITIS IS NOT
FULLY EXCLUDED. NO ABSCESS FORMATION.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK SI MALE Asian

Medical History Onset Year

INFLAMMATORY BOWEL DISEASE: ULCERATIVE COLITIS

Prior Procedures

20l

Procedure Year

Colonoscopy

Tobacco Use Status Number/Day Number of Years

20l

Year Stopped

CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG ewEWEWEWEOW [ TRl 4
1 43

HIGHER
INDUCTION
DOSE

ADALIMUMAB 4040 MG EOW R B  «+
58

MG EVERY
OTHER WEEK

121

46
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

MESALAZINE 1600 mg (milligram(s)) QD y-M: 20}/ -101
PREDNISONE 10 mg (milligram(s)) QD v-M: 20j i}/ -101
BISACODYL 5 mg (milligram(s)) Other: ONCE v-M: 20j i}/ -3
MACROGOL 3350 240 mL (millilitre(s)) Other: ONCE y-M: 20}/ -3
MAGNESIUM CITRATE 284 mL (millilitre(s)) Other: ONCE v-M: 20j i}/ -3
LIDOCAINE 40 mg (milligram(s)) Other: ONCE v-M: 20}/ 2
PROPOFOL 280 mg (milligram(s)) Other: ONCE y-M: 20 i}/ 2

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /

RX Day RX Day
MESALAZINE 1600 mg (milligram(s)) QD y-M: 20 i} /- oNGoiNnG

101
RANITIDINE 150 mg (milligram(s)) QD v-M: 20} /6 onNGoING
PREDNISONE 5 mg (milligram(s)) QD y-M: 20l /31 Y-M: 20}/ 74
LIDOCAINE 40 mg (milligram(s)) other: ONCE  Y-M: 20}/ 58 Y-M: 20jHI} / 58
PROPOFOL 180 mg (milligram(s)) Other: ONCE  Y-M: 20}/ 58 Y-M: 20 i} / 58
PREDNISONE 40 mg (milligram(s)) QD y-M: 20 i}/ 75 oNGoING
LOPERAMIDE 2 mg (milligram(s)) PRN y-M: 20}/ 75 Y-M: 20} 77
MESALAZINE 4 g (gram(s)) PRN v-M: 20}/ 75 Y-Mm: 20JHI}/ 77
OXYCOCET 5/325 mg (milligram(s)) PRN y-M: 20/ 75 Y-M: 20} 77
CIPROFLOXACIN 500 mg (milligram(s)) BID y-M: 20/ 75 Y-M: 20}/ 79
MESALAZINE 800 mg (milligram(s)) TID v-M: 20}/ 75 Y-M: 20}/ 79
METRONIDAZOLE 500 mg (milligram(s)) TID y-M: 20/ 75 Y-M: 20j -}/ 84

Event #1: Serious Adverse Event

Event Description ULCERATIVE COLITIS FLARE

Preferred term BIEERIG R
AE Onset Date / Rx Day -20. /75
Age at AE Onset 5'

Laboratory Testing

0l (RX DAY 75): HEMATOCRIT: 0.28 [0.39 - 0.5] FRACTION
Microbiology

NOT REPORTED

SAE Supplemental Procedure
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0l (RX DAY 76): CT OF ABD: RECTOSIGMOID COLITIS. THE RECTUM AND SIGMOID ARE
FEATURELESS. THIS FINDING CAN BE SEEN IN ULCERATIVE COLITIS AS WELL AS REPEAT EPISODES OF
COLITIS.

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology INCREASED BLEEDING POSSIBLY RELATED TO RECENT

COLONOSCOPY WITH MULTIPLE BIOPSIES.
Discontinued Study Drug Due to the Event NO
SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Code: || .

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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PEE DB K OMEH o H 1 & (38 LTz,

TBIEH L L CAY TP, Flagyl (X hr=4>Y—)l) , prednisone, Asacol (A% Z7T) |
2~7 I R, sodium ferric gluconate, Percocet, XX Cipro (' 7'm7m¥xHi ) RNELGInT,

Causality for HUMIRA (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.18.1] [10009901]
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IEBREAEERNIC X2 RERBERHIE CGRAL U7 Fr) R L

TRBRIKIEA IC K D IRRBAMRHE AL/ U7 F) B L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of ULCERATIVE COLITIS FLARE

- Investigator: Increased bleeding possibly related to recent colonoscopy with multiple biopsies.

- AbbVie: There is limited information, but the symptoms relate to worsenng of ulcerative colitis. More

details needed.

Relevant Laboratory & Other Diagnostic Tests

- 20. colonoscopy:

Rectum: severe disease(spontaneous bleeding, ulceration)
Sigmoid: severe disease(spontaneous bleeding, ulceration)
Descending colon : normal or inactive disease

Transverse colon: normal or inactive disease

49
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Ascending colon/cecum: normal or inactive disease

- 20. CT of abdomen:

Rectosigmoid colitis. The rectum and sigmoid are featureless.

colitis as well as repeat episodes of colitis.

- 20. hematocrit: 28.4

This finding can be seen in ulcerative

50
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug
DR il e X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY WEEK 2' FEMALE Black
Medical History Onset Year
DEPRESSION: DEPRESSION 19.
OTHER: PENICILLIN ALLERGY 19.
OTHER: POST TRAUMATIC STRESS DISORDER 19.
OTHER: TEGRETOL ALLERGY 19.
SEIZURE DISORDER/CONVULSIONS: PARTIAL SEIZURE DISORDER 19.
ASTHMA: ASTHMA (MILD) 19.
GASTROINTESTINAL BLEED: RECTAL BLEEDING 19.
OTHER: ABDOMINAL BLOATING 19.
OTHER: ABDOMINAL GAS 19.
OTHER: ABDOMINAL PAIN 19.
OTHER: ANXIETY 19.
OTHER: CONSTIPATION 19.
OTHER: DIARRHEA 19.
OTHER: FATIGUE 19
OTHER: FECAL INCONTINENCE 19.
OTHER: GERD 19
OTHER: HEMATOCHEZIA 19.
OTHER: HEMORRHOIDS 19§
OTHER: INDIGESTION 19.
OTHER: NAUSEA 19
OTHER: PANIC ATTACKS 19.
OTHER: RECTAL PAIN 19.
OTHER: VOMITING 19.
ANEMIA: NA 19§
INFLAMMATORY BOWEL DISEASE: ULCERATIVE COLITIS 19.
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MIGRAINE HEADACHE: MIGRAINE HEADACHES
OTHER: BIPOLAR DISORDER

OTHER: BACK PAIN

OTHER: SCOLIOSIS

OTHER: CHEST PAIN

OTHER: IRREGULAR HEARTBEAT

SURGERY: COLONOSCOPY

SURGERY: EGD

OTHER: REMICADE ALLERGY

SURGERY: COLONOSCOPY

OTHER: INSOMNIA

OTHER: SUICIDE ATTEMPT

SURGERY: COLONOSCOPY

OTHER: GRANULOMAS (RIGHT LOWER LUNG)

Prior Procedures

Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS UNKNOWN

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [l ' Rl 4+
43

HIGHER
INDUCTION
DOSE

ADALIMUMAB 4040 MG EW
MG EVERY
WEEK

B QRE ot [

358

303
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
BALSALAZIDE 9 g (gram(s)) QD y-M: 20}
AZATHIOPRINE 100 mg (milligram(s)) QD Y-M: 20.
SALBUTAMOL 2 PUFFS PRN y-M: 20}
VENLAFAXINE 75 mg (milligram(s)) BID y-M: 20f]
QUETIAPINE 75 mg (milligram(s)) Other: QAM v-M: 20} 7 228
OMEPRAZOLE 20 mg (milligram(s)) Other: QAM y-M: 20}/ -138
VALPROIC ACID 750 mg (milligram(s)) Other: QPM Y-M: 20.-. /-138
AZATHIOPRINE 150 mg (milligram(s)) QD v-M: 20}/ -33
DRUGS FOR CONSTIPATION 1 PACK Other: ONCE y-M: 20}/ -16
DRUGS FOR CONSTIPATION 1 PACK Other: ONCE y-M: 20 i}/
PROPOFOL 200 mg (milligram(s)) Other: ONCE y-M: 20}/ -8

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO  Dose/Units Frequency Start Year-Month / Stop Year-Month / RX
Drug) RX Day Day

BALSALAZIDE 9 g (gram(s)) QD Y-M: 20. ONGOING
SALBUTAMOL 2 PUFFS PRN y-M: 20f] ONGOING
VENLAFAXINE 75 mg (milligram(s)) BID y-M: 20f] y-M: 20}/ 216
AZATHIOPRINE 150 mg (milligram(s)) QD v-M: 20}/ -33 oNGoING
LURASIDONE 80 mg (milligram(s)) Other: QPM y-M: 20l 7 164 Y-M: 20}/ 194
METFORMIN 500 mg (milligram(s)) QD y-M: 20 i} / 169 ONGOING
CLONAZEPAM 0.5 mg (milligram(s)) BID v-M: 20} / 195 ONGOING
LURASIDONE 60 mg (milligram(s)) QD y-M: 20 i}/ 195 Y-M: 20} i} 208

Event #1: Serious Adverse Event

Event Description
Preferred term R e

AE Onset Date / Rx Day -20. /207
Age at AE Onset 2'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

WORSENING OF BIPOLAR DISORDER
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AE Stopped Rx Day 208

Duration of AE 2 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology HISTORY OF BIPOLAR WITH SUICIDAL IDEATION
Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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Az, B E OBk NERRIE DT D AP LTz, BHRM:FEE O AL & OV E £ g o Jefe
LOSEIRDBRBO b, DEA T v ) o7ty a0 %Eh M OBEIEE H ORRKRE 2 # T,
20 & 11 | st pEE o B RIEEE L,

IBHEIE L LT Effexor (XU T 77XV UHEREE) , VT2 RY, KON levomilnacipran 238 5-
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The patient's past medications include:
DEPAKOTE ER for BIPOLAR DISORDER (il 20l - N 20l B 28 - B 2
OMEPRAZOLE for GERD (il 20l - I 2

PROPOFOL for COLONOSCOPY and SEDATION ([l 20l - N 2ol B 28 - B
20
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AZITHROMYCIN DIHYDRATE for RIGHT EAR INFECTION (i 20l - N 20l

L BRI )
PERCOCET for RIGHT EAR PAIN (i 20l - I 20l
PENICILLIN for UNKNOWN INDICATION
REMICADE for UNKNOWN INDICATION
TEGRETOL for UNKNOWN INDICATION

Causality for HUMIRA (Open Label)

1) Bipolar affective disorder aggravated (10004910) (Bipolar disorder (10057667) ) [v.19.0]
[10004910]

IEBREAEERNIC XD RERBERHIE CGRAL U7 Fr) B RL

TRBRIIEAE I L D IRBIFRHIE AL V7 Fr) R L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of WORSENING OF BIPOLAR DISORDER

- Investigator: History of bipolar with suicidal ideation.
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- AbbVie: Past history of bipolar disease and the patient is not on stable and long term use of bipolar

disease medications recently.

Relevant Laboratory & Other Diagnostic Tests

- 20. COlonoscopy:

Rectum 3 = severe disease (spontaneous bleeding, ulceration).

Sigmoid 1 = mild disease (erythema, decreased vascular pattern, mild friability)
Descending colon 0 = Normal or inactive disease

Transverse colon 0 = Normal or inactive disease

Ascending colon/cecum 0 = Normal or inactive disease

Presence of friability yes

Subscore 3

- 20. Colonoscopy:

Rectum 1 = mild disease (erythema, decreased vascular pattern, mild friability)
Sigmoid 1 = mild disease (erythema, decreased vascular pattern, mild friability)
Descending colon 1 = mild disease (erythema, decreased vascular pattern, mild friability)
Transverse colon 0 = Normal or inactive disease

Ascending colon/cecum 0 = Normal or inactive disease
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Presence of friability no

Subscore 1
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious IAdverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
Event IDrug
LR X
JUARNI VT LT 4T o LSRG X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY OTHER WEEK 3' MALE White
Medical History Onset Year
OTHER: ALLERGY TO PENICILLIN 19.
OTHER: ALLERGY TO CATS 20.
OTHER: ABDOMINAL BLOATING 20.
OTHER: ABDOMINAL PAIN 20.
OTHER: DIARRHEA 201§
OTHER: INTERMITTENT BACK PAIN (ENTIRE) 20.
OTHER: INTERMITTENT FATIGUE 20.
OTHER: INTERMITTENT INSOMNIA 20.
OTHER: INTERMITTENT WEIGHT LOSS 20.
OTHER: RECTAL BLEEDING 20.
SURGERY: COLONOSCOPY 20j§
SURGERY: COLONOSCOPY 20j§
KIDNEY DISORDER: KIDNEY STONES (RIGHT SIDED) 20.
OTHER: INTERMITTENT HEMATURIA (SECONDARY TO KIDNEY STONES) 20.
ANEMIA: IRON DEFICIENCY ANEMIA 20.
OTHER: INTOLERANCE TO ORAL IRON SUPPLEMENTATION 20.
HYPERTENSION 201§
OTHER: ORAL CANDIDIASIS 20.
SURGERY: COLONOSCOPY 20.

Prior Procedures

Procedure Year

Colonoscopy

20l
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Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO CURRENT

CIGARETTES CURRENT 0.5 PACKS 19

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [/ IRl #

HIGHER 43

INDUCTION

DOSE

ADALIMUMAB 4040 MG EOW R R

MG EVERY 60 331

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX

Day

MESALAZINE 4.8 g (gram(s)) QD v-M: 20j i}

PREDNISONE 30 mg (milligram(s)) QD v-M: 20}/ -53

PREDNISONE 40 mg (milligram(s)) QD Y-M: 20.-. /-53

PREDNISONE 50 mg (milligram(s)) QD v-M: 20} -53

MESALAZINE 7.2 g (gram(s)) QD v-M: 20j I} / 48

MILK SUBSTITUTES 16 0Z QD y-M: 20 i}/ -48

PREDNISONE 60 mg (milligram(s)) QD v-M: 20j I} / 48

PREDNISONE 20 mg (milligram(s)) QD v-M: 20j i}/ -34

PREDNISONE 10 mg (milligram(s)) QD y-M: 20 i}/ 27

FLUCONAZOLE 200 mg (milligram(s)) QD v-M: 20j i}/ 20

PREDNISONE 15 mg (milligram(s)) QD v-M: 20j i}/ 20

FLUCONAZOLE 100 mg (milligram(s)) QD y-M: 20 i}/ -19

SUPREP BOWEL PREP 8 0Z QD v-M: 20j i}/ -14

PROPOFOL 220 mg (milligram(s)) Other: ONCE v-M: 20}/ -13
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Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month Stop Year-Month /
/ RX Day RX Day

MESALAZINE 7.2 g (gram(s)) QD y-M: 20fHl}/ - oNGoING
48

MILK SUBSTITUTES 16 0Z QD v-M: 20fHl} / - oNGOING
48

LISINOPRIL 30 mg (milligram(s)) QD v-M: 20fjHl}/  oNGoInG
193

PREDNISONE 20 mg (milligram(s)) QD v-M: 20fHl}/  oNGoING
200

HYDROCHLOROTHIAZIDE 25 mg (milligram(s)) QD y-M: 20l Y-M: 20/ 345
298

MUPIROCIN 1 APPLICATION BID y-M: 20}/ Y-M: 20}/ 374
318

Event #1: Serious Adverse Event

Event Description ACUTE PANCREATITIS

Preferred term SRS

AE Onset Date / Rx Day 0l / 345 (14 DAYS AFTER LAST TREATMENT)

Age at AE Onset 3'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
NOT REPORTED

AE Stopped Rx Day
Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

Discontinued Study Drug Due to the Event

SAE Criteria

Event #2: Serious Adverse Event

360 (29 DAYS AFTER LAST TREATMENT)

16 DAYS

Severe

Reasonable possibility

NOT REPORTED

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event Description
Preferred term

AE Onset Date / Rx Day

CLOSTRIDIUM DIFFICILE INFECTION
JRANY VYL T T 4 LG
0l / 348 (17 DAYS AFTER LAST TREATMENT)
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Age at AE Onset 3'
Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 360 (29 DAYS AFTER LAST TREATMENT)

Duration of AE 13 DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology UNKNOWN

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Ay, | moBM CKE) ThY, EESEEEROBMMEENRD b, BT
DR, N, M, R, WG REY, R ONBEE KR Th o,

= e, anpxsRoons, 2oE| B0, ArtkaEE s,

Wil & ) A | P, BB EEEO LEEEO AR L, EENDETRE R A L —
LT\,

TR E LTHAERD G Sh, BERMTSRRE R O B2 BRI Sl S e,

Fio, BBRFIL 1 BYD 16 A A0 7 47 CREMBIES) 20 L TROEERLE
Coflj =1 7 | 7 ~#kmeh)

The patient's past medications include:

LISINOPRIL/HYDROCHLOROTHIAZIDE for HYPERTENSION (i 20l - I 2o}
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MUPIROCIN for RASH (I 20l - Il 20

PENICILLIN for UNKNOWN INDICATION

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Acute pancreatitis (10000971) (Pancreatitis acute (10033647) ) [v.19.1] [10000971]

TRBREEEMIC L D RRBERHE GEAL V7 F2)  BEEDH Y

TEBRIKIEE I X DIRBIRHIE CGRAL V7 Fr) R L

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of ACUTE PANCREATITIS
- Investigator: N/A

- AbbVie: THE PATIENT HAS KNOWN MEDICAL HISTORY OF SYMPTOMATIC/TREATED
ABDOMINAL PAIN SINCE 20ff}

Subject Number: -

Protocol Number: M14-033
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AL, | moBM CkE) ThY, EEREEFRROI/BALNICTL - TF 4T 4
VEREAERD B, BT BRI, TR, B, R ONEEBMERIGE TH o7,
A vexrvvvn - Fooocvmgnmoonz, 20 =10 6.
BB AR DT OAB L, BHAKICZBA MY DY A - F 47 0 v URSE L B SN,
) ES 1 ERAES WA/ PNR P A s aeici Aoy B DN [EREl
FIBEE L7z,

The patient's past medications include:
PENICILLIN for UNKNOWN INDICATION

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Clostridium difficile infection (10054236) (Clostridium difficile infection (10054236) ) [v.19.0]
[10054236]

BREAREMNIC X D RRMERHIE GERL U7 Fr) R L
TR\ L 2 IRARBIREE GEAL /DU 7 F)  BER L
Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of CLOSTRIDIUM DIFFICILE INFECTION

- Investigator: Unknown
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- AbbVie: Related to underlying UC
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK3I FEMALE White

Medical History Onset Year

OTHER: SEASONAL ALLERGIES
SURGERY: BENIGN RIGHT BREAST LUMPECTOMY

MIGRAINE HEADACHE
OTHER: ANAL FISSURES

OTHER: CHRONIC VAGINAL YEAST INFECTIONS

OTHER: APPENDICITIS
OTHER: HAIR LOSS

SURGERY: BENIGN CERVICAL POLYP REMOVAL

Prior Procedures

Procedure Year

Colonoscopy

20l

Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER  1PACKS 1 20|
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG EW/EWEWEWEOW [ Rl + +

HIGHER 1

INDUCTION

DOSE

ADALIMUMAB 4040 MG EOW [ M JRE M S

MG EVERY 121

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX

Day

RIBOFLAVIN 400 mg (milligram(s)) QD v-M: 20}

ALOE VERA 3 CAPFULS QD v-M: 20

CALCIUM 1 CAPSULE QD v-M: 20|}

PROBIOTICS NOS 1-2 PACKETS QD y-M: 20}

BIOTIN 1 CAPSULE QD y-M: 20} /-138

ZINGIBER OFFICINALE 1 CAPSULE QD y-M: 20} /-138

BUDESONIDE 9 mg (milligram(s)) QD y-M: 20 H} / -32

BISACODYL 10 mg (milligram(s)) Other: ONCE y-M: 20 i}/ -8

MACROGOL 3350 238 g (gram(s)) Other: ONCE y-M: 20 i}/ -8

PHENYLEPHRINE 100 meg (microgram(s)) Other: ONCE v-M: 20 Hl}/ -7

PROPOFOL 620 mg (milligram(s)) Other: ONCE y-M: 20 i}/ -7

SODIUM CHLORIDE 200 mL (millilitre(s)) Other: ONCE y-M: 20 i}/ -7

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month Stop Year-Month /
/ RX Day RX Day
RIBOFLAVIN 400 mg (milligram(s)) QD v-M: 20fHll  oNGonG
ALOE VERA 3 CAPFULS QD y-M: 20} ONGOING
CALCIUM 1 CAPSULE QD y-M: 20f] ONGOING
PROBIOTICS NOS 1-2 PACKETS QD y-M: 20} ONGOING
BIOTIN 1 CAPSULE QD v-M: 20}/ -138 ONGOING
ZINGIBER OFFICINALE 1 CAPSULE QD y-M: 20} / -138 ONGOING
METHYLPREDNISOLONE 20 mg (milligram(s)) Other: Q8H y-M: 20l Y-M: 20/ 128
126
PREDNISONE 40 mg (milligram(s)) QD v-M: 20fj i}/  oNGoInG
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128
Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug
Event Description WORSENING OF ULCERATIVE COLITIS
Preferred term TRTHE R 2%
AE Onset Date / Rx Day -20. /116
Age at AE Onset 3'
Laboratory Testing
NOT REPORTED
Microbiology
NOT REPORTED
SAE Supplemental Procedure
NOT REPORTED
AE Stopped Rx Day 129 (8 DAYS AFTER LAST TREATMENT)
Duration of AE 14 DAYS
Severity Severe
Relation to Study Drug by Investigator No reasonable possibility
Investigator Alternative Etiology DISEASE UNDER STUDY
Discontinued Study Drug Due to the Event YES
SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Ak, | okt CkE) Thv, EELEEEROWEBIERELOELNRRD b
oo B BN, RIS (EM) ROBALTH -7,

W A A B0 EsRmsoEsRosn, 0= P EEERELOE
fbiXElgE L7z,

il ) AP P, BB ORER TR B, BEERE AR LT, TR O i %
EredkE R OERAFRD BT, PHEERIE 1 B2Y7- 0 6~7 B CHEEIMETH 72235, BT
W MDD T oT, HREITEEYE, NEMRKE, JHEROERR, KOOLETRKZ
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KA T NEMRELNRD HITEA, WREIEIIR DR o To, BEIZ X 5 BFITIHIEDFE O

Livlz, PEREIIRTT 2Rk A, WEDS 2 B2 ANEIE LT,

TBEH & L C Prilosec, Solu-Medrol (A F VT L K=Yy o ra gz A7/} ) TLA) ,
prednisone, % ONEntyvio (\\ U X~=7) BNELIn7-,

The patient's past medications include:

FLAGYL for IBD 0] - 20

Causality for HUMIRA (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.18.1] [10009901]

IEBREAEERNIC X2 KERBERHIE CGRAL U7 Fr) B RL

TRBRIKIEA IC K D IRRBAMRHE AL U7 F) B L

Dechallenge: Yes

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of WORSENING OF ULCERATIVE COLITIS

- Investigator: Disease under study

- AbbVie: The event is exacerbation of the underlying disease of ulcerative colitis.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  |[Death  [Event of
|Adverse IDiscontinuation of Study Interest
[Event IDrug

HEU A PNIZD X X

ik X X

(29wl NURPN iR X

Bk R Z M I X

1L/ N S I0AE X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 6' FEMALE White

Medical History Onset Year

SURGERY: APPENDECTOMY 19.

OTHER: INTERNAL HEMORRHOIDS 19.

ARTHRALGIA: PERIPHERAL ARTHRALGIAS 19.

OTHER: VON WILLEBRAND'S 19.

OTHER: ALLERGIC TO ASPIRIN 20.

ASTHMA 20

GASTROINTESTINAL BLEED: RECTAL BLEED 20.

OTHER: INSOMNIA 20.

OTHER: CLOSTRIDIUM DIFFICILE 20.

OTHER: HERPES ZOSTER  (SHINGLES) 20.

OTHER: TORN RIGHT ROTATOR CUFF 20.

OSTEOPOROSIS 20

Prior Procedures

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER

CIGARETTES FORMER 1 PACKS 5 19.
CIGARS NEVER

PIPES NEVER

69

449



obbvie 78yL4<7
276 AROFRBOELED

Alcohol Use Status Number/Day
ALCOHOL FORMER Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG EW/EW/EW/EWEOW [/ IRl 42 #

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EW R ;"R

EVERY WEEK 127

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
CALCIUM CARBONATE 500 mg (milligram(s)) PRN y-M: 19
ZOLPIDEM 5 mg (milligram(s)) PRN v-M: 19}
PARACETAMOL 450 mg (milligram(s)) PRN y-M: 20f]
SERETIDE 100/50 INHALATION BID y-M: 20l
MESALAZINE 4.8 mg (milligram(s)) BID v-M: 20j i}
CALCIUM CARBONATE 500 mg (milligram(s)) QD y-M: 20}/ -101
COLECALCIFEROL 1000 IU (international unit(s)) QD y-M: 20}/ -101
VITAMIN B12 NOS 1000 mcg (microgram(s)) QD v-M: 20j i}/ -101
BUDESONIDE 9 mg (milligram(s)) QD y-M: 20f i}/ 49
SUPREP BOWEL PREP ONE PACKAGE Other: ONCE y-M: 20 i}/ -7

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-
Month / RX Month / RX
Day Day

CALCIUM CARBONATE 500 mg (milligram(s)) PRN y-M: 19} ONGOING

ZOLPIDEM 5 mg (milligram(s)) PRN v-M: 19} ONGOING

PARACETAMOL 450 mg (milligram(s)) PRN y-M: 20f] oNGoOING

SERETIDE 100/50 INHALATION BID y-M: 20ff v-M: 20fHl}
[ | /129

MESALAZINE 4.8 mg (milligram(s)) BID v-M: 20 Y-M: 20}

/148
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CALCIUM CARBONATE

COLECALCIFEROL

VITAMIN B12 NOS

PREPARATION H

ACICLOVIR

OSELTAMIVIR

SALBUTAMOL

CEFDINIR

ESCITALOPRAM

ONDANSETRON

METHYLPREDNISOLONE

MORPHINE

ACICLOVIR

HYDROCORTISONE

HYDROMORPHONE

PANTOPRAZOLE

SERETIDE

HYDRALAZINE

POTASSIUM

BUDESONIDE

AMLODIPINE

500 mg (milligram(s))

1000 IU (international unit(s))

1000 mecg (microgram(s))

ONE APPLICATION TOPICAL

800 mg (milligram(s))

75 mg (milligram(s))

2 PUFFS

300 mg (milligram(s))

10 mg (milligram(s))

4 mg (milligram(s))

40 mg (milligram(s))

2 mg (milligram(s))

800 mg (milligram(s))

ONE APPLICATION RECTALLY

0.5 mg (milligram(s))

40 mg (milligram(s))

ONE INHALATION

10 mg (milligram(s))

60 mEq (milliequivalent(s))

9 mg (milligram(s))

2.5 mg (milligram(s))

QD

QD

QD

PRN

QD

QD

PRN

BID

QD

PRN

Other: EVERY 6

HOURS

Other: EVERY 3
HOURS PRN

Other: FIVE TIMES
DAILY FOR 10
DAYS

BID

PRN

Other: EVERY 12
HOURS

BID

PRN

Other: ONCE

QD

QD

y-M: 20} ONGOING
B o

v-M: 20ff} ONGOING
B -1

y-M: 20} ONGOING
B o

y-M: 20 v-M: 20fHl

B sse

v-M: 20 Y-M: 20jHl}

Bos /104

y-M: 20 v-M: 20fHl

B2 /107

y-M: 20 v-M: 20fHl

B2 /86

v-M: 20 Y-M: 20JHl}

Bz 104

y-M: 20 v-M: 20fHl

B 86

y-M: 20ff v-M: 20fHl

B 2o /132

v-M: 20 Y-M: 20JHl}

B2 /133

y-M: 20 v-M: 20 Hl

B0 /130

y-M: 20ff v-M: 20fHl

B /140

v-M: 20ff} ONGOING

B 2
y-M: 20ff v-M: 20fHl

B2 34

y-M: 20ff v-M: 20fHl

B2 35

v-M: 20 Y-M: 20JHl}

B2 /186

y-M: 20ff v-M: 20fHl

| JARKIINAEE

y-M: 20ff v-M: 20fHl

B /134

v-M: 20 Y-M: 20JHl}

B34 61

y-M: 20ff v-M: 20fHl

| [REEATE:
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PANTOPRAZOLE

ORABASE

RED BLOOD CELLS

HYDROMORPHONE

METHYLPREDNISOLONE

METRONIDAZOLE

PANTOPRAZOLE

LEVOFLOXACIN

LOPERAMIDE

SACCHAROMYCES

BOULARDII

LEVOFLOXACIN

PREDNISONE

METRONIDAZOLE

ACICLOVIR

ASCORBIC ACID

CIPROFLOXACIN

MORPHINE

ONDANSETRON

ZOLPIDEM

METRONIDAZOLE

PREDNISONE

40 mg (milligram(s))

ONE TOPICAL APPLICATION

2 UNITS PACKED RED BLOOD

CELLS 2 UNITS

0.5 mg (milligram(s))

40 mg (milligram(s))

500 mg (milligram(s))

40 mg (milligram(s))

500 mg (milligram(s))

4 mg (milligram(s))

250 mg (milligram(s))

500 mg (milligram(s))

40 mg (milligram(s))

500 mg (milligram(s))

800 mg (milligram(s))

500 mg (milligram(s))

400 mg (milligram(s))

2-4 mg (milligram(s))

4 mg (milligram(s))

10 mg (milligram(s))

500 mg (milligram(s))

10 mg (milligram(s))

QD

PRN

Other: ONCE

Other: EVERY

y-M: 20ff v-M: 20Hl

B 36 /16

v-M: 20 Y-M: 20jHl}

B s /186

y-M: 20ff v-M: 20Hl

B /e

y-M: 20ff v-M: 20fHl

THREE HOURS PRN ./ 162 /164

Other: EVERY 6
HOURS

Other: EVERY SIX
HOURS

QD

QD

PRN

BID

QD

QD

Other: EVERY SIX
HOURS

TID

QD

Other: EVERY 12
HOURS

Other: EVERY 4
HOURS PRN

Other: EVERY 6
HOURS PRN

PRN

Other: EVERY 8
HOURS

BID

v-M: 20 Y-M: 20jHl}

B2 /164

y-M: 20ff v-M: 20fHl

B2 /165

y-M: 20 v-M: 20fHl

B2 /165

v-M: 20 Y-M: 20JHl}

| REATE

y-M: 20ff v-M: 20fHl

B4 165

y-M: 20ff v-M: 20fHl

Bt /186

v-M: 20 Y-M: 20jHl}

Bss /186

y-M: 20ff v-M: 20fHl

B/ s /186

y-M: 20 v-M: 20 Hl
| ALY,

v-M: 20ff} ONGOING
B o

y-M: 20} ONGOING
B 56

y-M: 20 v-M: 20fHl

B/ise /188

v-M: 20 Y-M: 20JHl}

Bss /193

y-M: 20ff v-M: 20fHl

B se /193

y-M: 20ff v-M: 20fHl

B/ise /19

v-M: 20 Y-M: 20JHl}

B 57 /190

y-M: 20ff v-M: 20fHl

B 7 9
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FAMOTIDINE

ENALAPRIL

TIGECYCLINE

LACTINEX

IRON

VANCOMYCIN

IRON

ZINC

BACITRACIN

DESMOPRESSIN

HYDROCORTISONE

MAGNESIUM SULFATE

MIDAZOLAM

HYDROMORPHONE

PARACETAMOL

POTASSIUM

FLUCONAZOLE

HYDROCORTISONE

METRONIDAZOLE

ENOXAPARIN

ERTAPENEM

20 mg (milligram(s))

1.25 mg (milligram(s))

1000 mg (milligram(s))

ONE TAB TAB

200 mg (milligram(s))

250 mg (milligram(s))

325 mg (milligram(s))

TOPICAL OINTMENT
APPLICATION

ONE TOPICAL APPLICATION

20 mEq (milliequivalent(s))

100 mg (milligram(s))

1 g (gram(s))

2 mg (milligram(s))

20 mg (milligram(s))

1 g (gram(s))

10 mEq (milliequivalent(s))

200 mg (milligram(s))

75 mg (milligram(s))

500 mg (milligram(s))

40 mg (milligram(s))

1 g (gram(s))

BID

Other: ONCE

Other: EVERY 12
HOURS

QD

Other: ONCE

Other: EVERY 6
HOURS

QD

BID

Other: ONCE

Other: ONCE

Other: TODAY

Other: ONCE

Other: ONCE

Other: VIA PCA

PUMP CASSETTE

Other: EVERY 6
HOURS

Other: AS NEEDED

Other: EVERY
TWENTY-FOUR
HOURS

Other: TODAY
Other: EVERY 8
HOURS

QD

QD

y-M: 20ff v-M: 20Hl

| JACYANATE

v-M: 20 Y-M: 20jHl}

Boss /188

y-M: 20ff v-M: 20Hl

Bz /190

y-M: 20ff v-M: 20Hli

Bss /192

v-M: 20 Y-M: 20JHl}

B /190

y-M: 20ff v-M: 20fHl

B0 /192

y-M: 20ff v-M: 20Hli

| ACINATY

v-M: 20 Y-M: 20JHl}

B o2 /199

y-M: 20ff v-M: 20Hl

B /193

y-M: 20ff v-M: 20fHl

Bz /193

v-M: 20 Y-M: 20JHl}

Bz /193

y-M: 20ff v-M: 20 Hl

Bz /193

y-M: 20ff v-M: 20Hl

Bz /193

v-M: 20 Y-M: 20JHl}

B o3 /19

y-M: 20ff v-M: 20 Hli

B 197

y-M: 20ff v-M: 20fHl

| JACXIIATE

v-M: 20 Y-M: 20JHl}

B o3 /199

y-M: 20ff v-M: 20fHl

B+ /194

y-M: 20ff v-M: 20fHl

B o+ /199

v-M: 20 Y-M: 20jHl}

B4 /200

y-M: 20 v-M: 20 Hli

B4+ /200

453



obbvie 78yswI
276 BRORBOELSD

LACTINEX ONE TAB
HYDROCORTISONE 50 mg (milligram(s))
HYDROCORTISONE 25 mg (milligram(s))
POTASSIUM 20 mEq (milliequivalent(s))
OLANZAPINE 5 mg (milligram(s))
QUETIAPINE 25 mg (milligram(s))
FAMOTIDINE 20 mg (milligram(s))
PREDNISONE 10 mg (milligram(s))
SPIRONOLACTONE 25 mg (milligram(s))
ERGOCALCIFEROL 400 IU (international unit(s))
LEKOVIT CA 500/200 mg (milligram(s))

QD

Other: ONCE

QD

QD

Other: ONCE

QD

BID

BID

QD

QD

QD

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

v-M: 20} oNGoNG
B oo

v-M: 2o} v-m: 2l
W5 /105

v-M: 20 v-m: 20}
B/os /108

v-M: 20 v-v: 2l
Bs /199

v-M: 2o} v-m: 2l
B 97

v-M: 20 v-m: 20}
W7 /199

v-M: 20} oNGoNG
B

v-M: 2d} oNGoNG
B oo

v-M: 20 v-m: 20}

B/ /200

v-M: 20} oNGoNG
B/ 20

v-M: 2d} oNGoNG

B/ 20

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset
Laboratory Testing
NOT REPORTED
Microbiology
NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED
AE Stopped Rx Day

DEHYDRATION, ULCERATIVE COLITIS - WORSENING

EEERER, BK
I/ 120 2 DAYS AFTER LAST TREATMENT)

d

135 (8 DAYS AFTER LAST TREATMENT)

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology

Discontinued Study Drug Due to the Event

7 DAYS

Severe

No reasonable possibility

WORSENING OF ULCERATIVE COLITIS
YES

74
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SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #2: Serious Adverse Event

Event Description WORSENING ULCERATIVE COLITIS, IRON DEFICIENCY ANEMIA,
THROMBOCYTOSIS, HYPONATREMIA

Preferred term S ERIGZ, KT b Y ¥ AME, SRRZPER L, I/ MEEEIIE

AE Onset Date / Rx Day 08/ 162 (35 DAYS AFTER LAST TREATMENT)

Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 165 (38 DAYS AFTER LAST TREATMENT)
Duration of AE 4 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology WORSENING OF ULCERATIVE COLITIS

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #3: Serious Adverse Event

Event Description WORSENING OF ULCERATIVE COLITIS

Preferred term BIEERIG R

AE Onset Date / Rx Day 0l / 186 (59 DAYS AFTER LAST TREATMENT)
Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
IR0l (RX DAY 193): TOTAL ABDOMINAL COLECTOMY WITH END ILEOS: STABLE

AE Stopped Rx Day 200 (73 DAYS AFTER LAST TREATMENT)
Duration of AE 15 DAYS
Severity Moderate
Relation to Study Drug by Investigator No reasonable possibility
75
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Investigator Alternative Etiology DEHYDRATION
Discontinued Study Drug Due to the Event NO
SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Cod. |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Ak, ] okt CkE) Thv, EEREEEROMAR OB RN O LR
b BT, BT AL, TR E Th o T,

=10 B 0. pokRowEErEREROER R b, 20 £ PR Bk
TR 2 O BALIEEIE L,

il =) A B 0. e, BRBGR, EEO TR, B, ROBIKORERZ kS A%
FHRSERD B, R IIARE Lin, 189 & L CEIRIN A IRA 23 F20 S 41, B0 71 A3 IR P
g sh, 0= B0, R L,

WBEH L LT FreaLF Y ) Dilaudid (B ReE/L7 4 U HEEEE) |, Protonix (/S h 75
V= R K , 7TV =K, Bk VA B RTVY, Zofran (AU H Uk bR
UHERRYEKFIY)) , Solu-Medrol (A F /L L K=y oy anyBoAFLF ) A, T A
Ry, RONELE R K B E S,

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Dehydration (10012174) (Dehydration (10012174)) [v.21.1] [10012174]

IEBREAEERIC & 2 KERBIRHIE CGEAL U7 Fr) B L

TRBRIKIEE I K D IRRBIRHIE CGRAL V7 Fr) - R L

Dechallenge: Yes
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Rechallenge: No rechallenge was done, recurrence is not applicable

2) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.21.1] [10009901]

IEBREAEERNC XD RERBEIRHIE CGRAL U7 Fr) R L

TRBRIKIEA 1C K D RRBAMRHE AL U7 F) B L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of DEHYDRATION
- Investigator: Worsening of ulcerative colitis

- AbbVie: Exacerbation of underlying disease of UC.

Event of ULCERATIVE COLITIS WORSENING
- Investigator: Worsening of ulcerative colitis.

- AbbVie: Exacerbation of underlying disease of UC.

Investigator No.: -
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Subject Number: -

Protocol Number: M14-033

AEEBREX, &t CKE) Thv, EELAFELOBEMHEKRBROE, SRXZHEM,
mMm/NBEEMAE, KROMKT b Y U AMFENRRD bz, BT 2%, EZAEEERBRE O
JBRARNY VUL T4 T4V VBRTH-T,

i = 8 PP BEERBAOBE, SXZHRM, M/MENE ROES N v Am
sEr@oon, 2] £ A R, BEERBAOEL, SRZHAN, f/MEIE RO
£ bV o AMmAEXEIE L,

i = A PP EEERBAOKE, AtEEN, RUREERIBD ON, WREIIABR
L7z, BK{E - THRIPEEEALN, BAORVRBRAOERIBBD bz, ~E7 o i
7.8, 7MY U AMHEIX 130 Tholo, WARAKS AR ORMEKRERES (2 B 2AEMHS
n, 27oq FEnERAgS sh e A B, BEE G L,

1693 L L T Florastor, Imodium (2-X7 I FiEEEHE) , Levaquin (LR 7 o ¥4 K
¥) , Dilaudid (& FuE/L7 % HHEEE) , Flagyl (X hm=4%>—)l) , Protonix (/X h7
FY— ) MU o AKIY) , Solu-Medrol (AF VTV R=y o ran/BzAsLrF ) D
L) K OF prednisone 235 X 7=,

The patient's past medications include:

LIALDA for ULCERATIVE COLITIS (il 2l - I 2

BUDESONIDE ER for ULCERATIVE COLITIS (il 20l - I 2

ENTOCORT EC for ULCERATIVE cOLITIS (il 20 - TN = TN 8 - T
20

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.19.0] [10009901]

IEREEEMIC LD RRBRAEE KA/ U 7Fr) BEERL
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TRBRIKIRE I K D IRRBIRHIE AL D7) B L
Dechallenge: Not Applicable

Rechallenge: Not Applicable

2) Iron deficiency anemia (10022974) (Iron deficiency anaemia (10022972) )  [v.19.0]
[10022974]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TRBRIKIEA IC L D IRRBIMRAE AL U7 F) B L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

3) Thrombocytosis (10043563) (Thrombocytosis (10043563)) [v.19.0] [10043563]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA (C KD IRBIMRHE AL U7 F) B L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

4) Hyponatremia (10021038) (Hyponatraemia (10021036)) [v.19.0] [10021038]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L
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TEBRIKIEE I K DIRRBIRHIE CGRAL U7 Fr) R L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of WORSENING ULCERATIVE COLITIS, IRON DEFICIENCY ANEMIA,
THROMBOCYTOSIS, HYPONATREMIA

- Investigator: Worsening of Ulcerative Colitis.

- AbbVie: The event is worsening of underlying disease of UC.

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

A, o mokht CRE) ThY, EERAHEFROWEEEKZOBELRRD Hh
7. BIET2UEEEIL, PR, WEVERIA ERIEESMEREE) , RO/ X RY DT A -
T4 T4 VEETH ST,

o ES DIl ERRESNT Pk (Aav-tory bl K BEN BN IESN Pk
fbiZEIE L7z,

Wl = A 0. ArEssk, EEMERBAOREREL, RO T RT I F—E MRS
R DAL, FRFIEARE LT, AL, ARRE, B, RO Z ST Ik & O%ER 2R
B, AL a— X ERERAORKE, KIBEOF AR b, WKL L THEH
pis s, 2o =8 0, RIS SR I S, AR AN R ST,
Wl =) AP P, BBEIEENRE LIRETY A Y T — 5 v O D OFEN R ~IER
L7,
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IR L LT Ambien (V' VBT A AEEHE) , Omirmev, Diflucan (7 /b3 Y —)L) |
Lovenox (= / &% XU ~U ) | Dilaudid (B FaE/L 7 3 U HEEEE) , Solu-Cortef (bt
Kaa)LF vanyBo A7+ M) oL) | Invanz, bV oL, Noa<w Ay, il
#k, Tygacil (F¥7 %A 27 VU >) , Floranex, Cipro (¥*'7'm7mux%T V), Z77EF T,
Deltasone, Flagyl (X hu =%V —/) |, E/t RXHBEEKTIY, KO Zofran (A ¥ & hnm
VIEREOKT) HEE- ST,

The patient's past medications include:

LIALDA for ULCERATIVE COLITIS (il 20l - N 2ol
BUDESONIDE for ULCERATIVE COLITIS ([l 20l - I 2ol

BUDESONIDE ER for ULCERATIVE COLITIS ([l 20l - I 2o}

ENTOCORT EC for ULCERATIVE COLITIS (il 20l - I 20 B '8 - B
20

ENTOCORT for ULCERATIVE COLITIS (il 20 - I 20l

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.22.0] [10009901]

IEBREAEERINIC & 2 KERBIRHIE CGEAL U7 Fr) MR L

IRBRIIEA K D IRERBIEREIE CRAL U7 Fr)  BEER L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable
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Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of WORSENING OF ULCERATIVE COLITIS

- Investigator: Dehydration.

- AbbVie: The event is exacerbation of underlying disease.

Relevant Laboratory & Other Diagnostic Tests

- 20. Colonoscopy:

The colonoscopy showed a result of the following: rectum had a result of 2 indicating moderate disease
(marked erythema, absent vascular pattern, friability, erosions); sigmoid had a result of lindicating mild
disease (erythema, decreased vascular pattern, mild friability); descending colon, transverse colon and
ascending colon/cecum had a result of 0 indicating normal or inactive disease; no presence of friability;

and a subscore of 2.

- 20. CT: Evidence of colitis

82

462



obbvie 78yL4<7
276 AROFRBOELED

Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug
2R X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY OTHER WEEK4I MALE White
Medical History Onset Year
SURGERY: TONSILLECTOMY 19.
NEPHROLITHIASIS: USUALLY OCCURS EVERY 2 - 3 YEARS. 19.
ANEMIA: SECONDARY TO UC 20.
GASTROESOPHAGEAL REFLUX DISEASE 20.
OTHER: ANXIETY 20.
OTHER: HIP PAIN SECONDARY TO UC 20.
OTHER: INSOMNIA SECONDARY TO PREDNISONE. 20.
OTHER: SKIN PUSTULES LIKELY ERYTHEMA NODOSUM, SECONDARY TO UC 20.

Prior Procedures

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER 0.5 PACKS 5 20|
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks

83
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Duration
Date/Day (Days)
ADALIMUMAB 160/0/80/040 MG EW/EW/EW/EW/EOW [/ 0l 50 50
STANDARD
INDUCTION DOSE
ADALIMUMAB 40 MG 40 MG EOW R BEE
EVERY OTHER WEEK 57
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX
Day
ALPRAZOLAM 0.5 mg (milligram(s)) PRN y-M: 20}
METRONIDAZOLE 500 mg (milligram(s)) BID y-M: 20}
OMEPRAZOLE 40 mg (milligram(s)) QD y-M: 20f]
BALSALAZIDE 750 mg (milligram(s)) TID y-M: 20 i}/
-300
BUDESONIDE 9 mg (milligram(s)) QD y-M: 20 Hl}/
-300
PREDNISONE 40 mg (milligram(s)) QD y-M: 20}/
-300
IRON 65 mg (milligram(s)) QD y-M: 20}/
234
OXYCODONE 5 mg (milligram(s)) PRN v-M: 20 Hl}/
-45
MACROGOL 3350 238 g (gram(s)) Other: MIXED WITH GATORADE AND  Y-M: 20}/
CONSUMED OVER A 6 HOUR PERIOD. -41
FLEBOBAG RING LACT 300 mL (millilitre(s)) Other: ONCE v-m: 20fHl}/
-40
LIDOCAINE 50 mg (milligram(s)) Other: ONCE y-M: 20 Hl}/
-40
PROPOFOL 15 mg (milligram(s)) Other: ONCE y-M: 20}/
-40
CIPROFLOXACIN 400 mg (milligram(s)) BID y-M: 20}/
37
KETOROLAC 30 mg (milligram(s)) Other: ONCE ONLY v-M: 20 Hl}/
37
METRONIDAZOLE 500 mg (milligram(s)) QID y-M: 20}/
37
MORPHINE 4 mg (milligram(s)) BID y-M: 20}/
37
84
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ONDANSETRON 4 mg (milligram(s)) BID y-M: 20 i}/
37

SODIUM CHLORIDE 1000 mL (millilitre(s)) Other: ONCE v-M: 20 Hl}/
37

CIPROFLOXACIN 400 mg (milligram(s)) BID y-M: 20 i}/
35

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO  Dose/Units Frequency Start Year-Month / Stop Year-Month /
Drug) RX Day RX Day
ALPRAZOLAM 0.5 mg (milligram(s)) PRN v-M: 20} ONGOING
OMEPRAZOLE 40 mg (milligram(s)) QD v-M: 20} ONGOING
BALSALAZIDE 750 mg (milligram(s)) TID v-M: 20fHl} /- oNGoING
300
PREDNISONE 40 mg (milligram(s)) QD y-M: 20 i} /- oNGomNG
300
IRON 65 mg (milligram(s)) QD v-M: 20fHl} /- oNGoING
234
OXYCODONE 5 mg (milligram(s)) PRN y-M: 20 i}/ 450NGOING
TAMSULOSIN 0.4 mg (milligram(s)) QD v-M: 20fHl} / 34 oNGOING
TRIAMCINOLONE 0.1 % (percent) QD y-M: 20}/ oNGomnG
204
CIPROFLOXACIN 500 mg (milligram(s)) BID y-M: 2l y-m: 20 258
249
ANESTHETICS, NOT REPORTED Other: ONCE ONLY Y-M: 20f i}/ Yy-M: 20}/ 264
GENERAL 264
LIDOCAINE 5 mL (millilitre(s)) Other: ONCE ONLY Y-M: 20}/ v-M: 20j} i}/ 264
264
CLINDAMYCIN 300 mg (milligram(s)) QID y-M 2l y-M: 20/ 279
264
Event #1: Serious Adverse Event
Event Description PERINEAL ABSCESS
Preferred term SRS
AE Onset Date / Rx Day -20. /264
Age at AE Onset 4'
Laboratory Testing
20l (Rx DAY 264): EXCISION: N/A [NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED
Microbiology
NOT REPORTED

85

465



obbvie 78yL4<7
276 AROFRBOELED

SAE Supplemental Procedure
IR0l (RX DAY 264): DEBRIDEMENT OF PERINEAL ABSCESS: PERINEAL ABSCESS, SUPERFICIAL

AE Stopped Rx Day 264

Duration of AE 1 DAY

Severity Moderate

Relation to Study Drug by No reasonable possibility

Investigator
Investigator Alternative Etiology NORMAL DISEASE PROGRESSION

Discontinued Study Drug Due to the NO
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auigrrix, 4 moBM CRkE) Thy, EEAHEFRODREE R b, B
DI, BRI Ch T,

=l B0 areesesrsonz, ol =] AR 2ersmEE s,

20l = 1 A 0 AEPUEERE R0 B, IBRIEE LT Cipro (7B T7 X ) 500
mg 7% 1 H 2], 10 HH&EEG SRR, [FHE Lz, BRIIHARL, #E IIREamRE0%2
wipmani, o) =l A WP, BREGAB L, ORITEOREIET 7Y B~ 8K
ST,

BRI LTI Y v~ A v ok E ST,

Causality for HUMIRA (Open Label)

1) Perineal abscess (10052457) (Perineal abscess (10052457)) [v.18.0] [10052457]
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IBBREEERNC X 2 RERBIMRHIE CEAL /U7 F ) BdER L
TRBRIIE 1 K D RERBIMRHIE CRAL U7 ) BER L
Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of PERINEAL ABSCESS

- Investigator: Normal disease progression

- AbbVie: The event is exacerbation of underlying disease
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
IEvent Drug
ERCRS G X
it 2PN D X X
LoD X
ANIZES X
1% e . X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY WEEK 4' FEMALE White
Medical History Onset Year
SURGERY: ORAL SURGERY 19.
DEPRESSION: DEPRESSION 19.
SURGERY: BREAST AUGMENTATION 20.
OTHER: UTERINE FIBROID 20.
SURGERY: INGUINAL HERNIA REPAIR 20.
SURGERY: MYOMECTOMY 20
ANEMIA: IRON DEFICIENCY ANEMIA 20.
VALVULAR HEART DISEASE: MV PROLAPSE 20.
OTHER: ALLERGY TO PERCODONE NOT REPORTED
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL FORMER Less than 2 drinks
88
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG EWEWEWEWEOW [ ' Rl «
HIGHER 42

INDUCTION
DOSE

ADALIMUMARB 4040 MG EW BE Bl s 2
MG EVERY 55

WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

DULOXETINE 60 mg (milligram(s)) QD Y-M: 20.

CILEST 1 TABLET QD y-M: 20}

IRON 325 mg (milligram(s)) QD y-M: 20 i}/ -116

BUDESONIDE 9 mg (milligram(s)) QD y-M: 20 i}/ -78

METHOTREXATE 2.5 mg (milligram(s)) QD v-M: 20 HI}/ -58

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-  Stop Year-
Month / RX Month / RX Day
Day

DULOXETINE 60 mg (milligram(s)) QD v-M: 20f] oNGoING

CILEST 1 TABLET QD y-M:20f] ONGOING

IRON 325 mg (milligram(s)) QD y-M: 20 {fJoNGoING
/-116

BUDESONIDE 9 mg (milligram(s)) QD v-M: 20 Hl Y-M: 20 HR/
/-78 28

IRON 750 mg (milligram(s)) QD v-M: 20 H Y-M: 20 HR/
/27 27

BUDESONIDE 4.5 mg (milligram(s)) QD v-M: 20 Hl y-M: 20 I}/
/29 42

BUDESONIDE 3 mg (milligram(s)) QD v-M: 20 Hl Y-M: 20jHR}/
/43 55

BUDESONIDE 9 mg (milligram(s)) QD v-M: 20 Hl Y-M: 20jHR}/
/56 89

METHYLPREDNISOLONE 20 mg (milligram(s)) BID y-M: 20l y-M: 20lHI}/
/87 90
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TRIAMCINOLONE 0.025 % (percent)
IRON 300 mg (milligram(s))
CALCIUM CARBONATE 1000 mg (milligram(s))
COLECALCIFEROL 400 IU (international unit(s))
ERGOCALCIFEROL 50000 IU (international unit(s))
DEXAMETHASONE 4 mg (milligram(s))
FAMOTIDINE 20 mg (milligram(s))
FENTANYL 250 mcg (microgram(s))
FLEBOBAG RING LACT 2600 mg (milligram(s))
GLYCOPYRRONIUM 0.4 mg (milligram(s))
HYDROMORPHONE 2 mg (milligram(s))
LIDOCAINE 70 mg (milligram(s))
METOCLOPRAMIDE 10 mg (milligram(s))
MIDAZOLAM 2 mg (milligram(s))
NEOSTIGMINE 3 mg (milligram(s))
ONDANSETRON 4 mg (milligram(s))
PROPOFOL 150 mg (milligram(s))
ROCURONIUM 110 mg (milligram(s))
SUXAMETHONIUM 80 mg (milligram(s))
SODIUM CHLORIDE 0.9 % (percent)
VICODIN 325 mg (milligram(s))

QD Y-M:
/89
QD Y-M:
/89
QD Y-M:
/91
QD Y-M:
/91
Other: WEEKLY Y-M
/91
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
QD Y-M:
/93
Other: Y-M:
CONTINUOUS /94
PRN Y-M:
/97

20 HlloNGoING

20JHl Y -M: 20JH}/
92

20l Y-M: 20/
92

20l Y-M: 20/
92

20 H Yy -M: 20 )/
92

20l Y-M: 20/
93

20l Y-M: 20/
93

20JHl Y -M: 20H}/
93

20l Y-M: 20/
93

20l Y-M: 20/
93

20JHl Y -M: 20H}/
93

20l Y-M: 20/
93

20lHEy-M: 20HI/
93

20JHl Y -M: 20Hl}/
93

20l Y-M: 20/
93

20l Y-M: 20/
93

20JHl Y -M: 20Hl}/
93

20l Y-M: 20/
93

20l Y-M: 20/
93

20JHl Y -M: 20Hl}/
96

20l Y-M: 20/

105

90
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LOPERAMIDE

SENNOSIDE A+B

GLUCOSE

METOCLOPRAMIDE

SIMETICONE

TRAMADOL

PLANTAGO OVATA

DILTIAZEM

SODIUM PHOSPHATE

PROCHLORPERAZINE

DIPHENHYDRAMINE

ENOXAPARIN

METRONIDAZOLE

NALOXONE

PARACETAMOL

CIPROFLOXACIN

FENTANYL

MIDAZOLAM

METHYLPREDNISOLONE

POTASSIUM

MESALAZINE

1 mg (milligram(s))

100 mg (milligram(s))

5 % (percent)

10 mg (milligram(s))

160 mg (milligram(s))

50 mg (milligram(s))

6 g (gram(s))

15 mg (milligram(s))

0.9 % (percent)

10 mg (milligram(s))

25 mg (milligram(s))

40 mg (milligram(s))

500 mg (milligram(s))

200 mcg (microgram(s))

650 mg (milligram(s))

400 mg (milligram(s))

50 mcg (microgram(s))

2 mg (milligram(s))

40 mg (milligram(s))

20 mEq (milliequivalent(s))

4 g (gram(s))

QID

BID

QD

PRN

PRN

BID

QD

Other: ONCE

QD

QID

PRN

TID

TID

PRN

QID

TID

QD

QD

QD

QD

QD

Y-M
/97

Y-M
/98

Y-M
/100
Y-M
/100
Y-M
/100
Y-M
/102
Y-M
/104
Y-M
/ 104
Y-M
/104
Y-M
/104
Y-M
/105
Y-M
/105
Y-M
/105
Y-M
/105
Y-M
/105
Y-M
/105
Y-M
/ 106
Y-M
/106
Y-M
/106
Y-M
/107
Y-M
/107

20 HEY-M: 20 I/

107

20 H Y -M: 20 )/
98
20 HEY-M: 20 I/

100

20 HEY-M: 20 I/

104

20 H Yy -M: 20 )/
108
20 HEY-M: 20/

139

- 20l oNGoING
20 Y-M: 20 )/

105

20 HEY-M: 20/

105

20 HEY-M: 20 I/

108

20 Y -M: 20 i/
10

9

20 HEY-M: 20/

109

20 HEY-M: 20 I/

109

20 y-M: 20 i/
10

9

20 HEY-M: 20/

109

20 HEY-M: 20 I/

115

20 H Y -M: 20 i/

106

20 HEY-M: 20 I/

106

20 HEY-M: 20 I/

107

20 H Y -M: 20 )/

107

20 HEY-M: 20 I/

108

91
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SODIUM CHLORIDE 0.9 % (percent) Other: y-M: 20l y-M: 20lHI}/
CONTINUOUS /107 108

PREDNISONE 20 mg (milligram(s)) QD v-M: 20 Hl Y-M: 20 HI/
/108 108

ERGOCALCIFEROL 1000 IU (international unit(s)) QD y-M: 20 {fJoNGoING
/109

LISINOPRIL 10 mg (milligram(s)) QD v-M: 20jHl y-M: 20 I}/
/149 223

Event #1: Serious Adverse Event

Event Description UTERINE FIBROID
Preferred term T - A A

AE Onset Date / Rx Day Bl 56
Age at AE Onset 4'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

(RX DAY ): OUTPATIENT TOTAL LAPAROSCOPIC HYSTERECT: SUBJECT TOLERATED PROCEDURE WELL
WITHOUT COMPLICATIONS. TOLERATING REGULAR DIET, PAIN UNDER CONTROL, NO BLEEDING POST-
OP. PATHOLOGY REPORT STATES UTERUS, CERVIX, BILATERAL FALLOPIAN TUBES, HYSTERECTOM

AE Stopped Rx Day 57

Duration of AE 2 DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology UTERINE FIBROIDS

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #2: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description WORSENING ULCERATIVE COLITIS

Preferred term TRTHE R 2%

AE Onset Date / Rx Day 20l / 87 (4 DAYS AFTER LAST TREATMENT)
Age at AE Onset 4'

Laboratory Testing

20l (Rx DAY 87): ALBUMIN: 34 [35 - 57] G/L; C REACTIVE PROTEIN: 5.3 [0 - 0.5] MG/DL;
HEMOGLOBIN: 114 [116 - 154] G/L; SEDIMENTATION RATE: 30 [2 - 25] MM/HOUR; VITAMIN D 25 HYDROXY:
16.6 [30 - 100] NG/ML; |20l (Rx DAY 88): IRON: 24 [50 - 212] UG/DL

92
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Microbiology
NOT REPORTED
SAE Supplemental Procedure

20l (RX DAY 87): XR ABDOMEN AP/LAT: LOSS OF HAUSTRAL MARKINGS WITHIN THE DESCENDING
AND SIGMOID COLON IS CONSISTENT WITH PATIENT'S HISTORY OF ULCERATIVE COLITIS.; [J2ol] ®Rx

DAY 93): FULL COLECTOMY WITH END ILEOSTOMY: POST-OP COURSE WAS COMPLICATED BY

ABDOMINAL PAIN, HIGH OSTOMY OUTPUT WITH EVIDENCE OF POST-COLECTOMY ENTERITIS AND NEW

ONSET ATRIAL FIBRILLATION WITH RVR.; 20l RX DAY 106): ILEOSCOPY: MODERATE TO
SEVERELY ACTIVE ILEITIS. DIFFERENTIAL INCLUDES ILEAL CROHN'S DISEASE VS POST-COLECTOMY

ENTERITIS VS CMV ENTERITIS.

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

109 (26 DAYS AFTER LAST TREATMENT)

23 DAYS

Severe

No reasonable possibility

WORSENING ULCERATIVE COLITIS

YES

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #3: AE Leading to Discontinuation of Study Drug

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing
NOT APPLICABLE
Microbiology

NOT APPLICABLE
SAE Supplemental Procedure
NOT APPLICABLE
AE Stopped Rx Day
Duration of AE

Severity

Relation to Study Drug by Investigator

NEW ONSET ATRIAL FIBRILLATION
A )
20/ 104 21 DAYS AFTER LAST TREATMENT)

41

ONGOING
ONGOING
Moderate

No reasonable possibility

Investigator Alternative Etiology NOT APPLICABLE
Discontinued Study Drug Due to the Event YES
SAE Criteria NONE
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Event #4: AE Leading to Discontinuation of Study Drug

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT APPLICABLE

Microbiology

NOT APPLICABLE

SAE Supplemental Procedure

NOT APPLICABLE

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

POST-COLECTOMY ENTERITIS
UNCES
20/ 106 23 DAYS AFTER LAST TREATMENT)

41

ONGOING

ONGOING

Moderate

No reasonable possibility
NOT APPLICABLE
YES

NONE

Event #5: AE Leading to Discontinuation of Study Drug

Event Description

Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing
NOT APPLICABLE
Microbiology

NOT APPLICABLE
SAE Supplemental Procedure
NOT APPLICABLE
AE Stopped Rx Day
Duration of AE

Severity

Relation to Study Drug by Investigator

HYPERTENSION IN THE CONTEXT OF POST-OPERATIVE
CATECHOLAMINES

P e i
20l 149 (66 DAYS AFTER LAST TREATMENT)

41

223 (140 DAYS AFTER LAST TREATMENT)
75 DAYS
Mild

No reasonable possibility

Investigator Alternative Etiology NOT APPLICABLE
Discontinued Study Drug Due to the Event YES
94
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SAE Criteria NONE

Generated:-?.(.:O?.:l?.
Program Source Code: [

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

gy, 4 mokt CkE) °hy, EELEEEROTEMHMESRD O, BhET
HIAEE, BEMERBAROCFEGIETH Y, HIERMLOFHRERD -7,

2l = A DB FEREIRDONE, FBRICHEREIAR L, ARBE, EREkd
BEOAR, ROFHHEICKE RHMECEE L ERELSDERSBOONE, FESATY
T A RAB RIS & 0 RS T F &M AER Sz, BERERISRZHALRO~ES o
EUREOREEE LT AR L, RE=2Y v /28 Tbhiz, FHOBEMEILRE
T, BIHERA DR, BME=2 ) V7 TREETRE QTR o7, EHIERFIC
BHEINTEY, BIRNERBGEEERNRTH o7, A 24 e LTk, 20 &
I P FEmEIEELE FRICHERE IEENRE LIRECER L,

BRI L LT Uceris (7Y =F) B&E5Ihz,

The patient's past medications include:
METHOTREXATE for ULCERATIVE COLITTS (Jjil 24l - N 2’
PERCODONE for UNKNOWN INDICATION

Causality for HUMIRA (Open Label)

1) Uterine fibroid (10046783) (Uterine leiomyoma (10046798) ) [v.18.0] [10046783]

IEREEEMIC LD RRBRAE KA/ U7Fr) BEERL
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RRIKEE I X DRRBBRHE GER T 27FY) Bl

Dechallenge: Yes

Rechallenge: No

Alternative Etiology for HUMIRA (Open Label)

Event of UTERINE FIBROID
- Investigator: POST-OP MONITORING

- AbbVie: Subject with previous history of uterine fibroids, went through hysterectomy

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

riggEy, 4 moktt CkE) ThY, BEELEEEROBBMEKREAOELSRD b
. BT ZEEE, WEMEAEL, FEGE RORBH~=TEETHY, HEHHO
FIRER D o7, WREITIHFREE THY, TT A a—AERE (1 Y720 2 FY 275K
Thol=,

0] & Aok, meramaErcERshcoE 2l & 8 e, mErREx
oEr@Hoh, 2= AR, BmEERB OB ITEE L,

£ 8 P B EBRE RS A RO DA L, £7z, WBRETEHE, 5o
75, WEORS, ROWLEBEREZTF L, B 2 B ORICHEEHE OB K ONEH-5380
HNTEY, BREATO 1 BY72 0 OPEREKIX 15~20 BT, EHHPROHRZHE-> T,
W 2 AL, H5RE D DB R ERR ORERICHE 5 R O RBEIZ R o7 &
DWERD T, EOEIIEA T, BHEIZOENRL > KETH 72, HREIIHE 2 HEE
ROEEGEAH 2. HBREND, BFE 2 BROMIC HE0KH) SE%EICH -7 L Ot
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ot AR AL, RER 10 By RS LTV, £, BERFTSLOX, Y,
M OREW 5B O BOIh 23k 2 7=,

il =0 B e wEs 17 ERe sh, EssicaEszsn-, 20 =8 | e.
W B E PR L, AR 10~15 FomEsio bhi, 20 &8 B B, &5
WNERE S H, SRARBBIGENER SN2, MgoRBice VT, A0HES LTERR, ke
Wi/ NBROFT A D A b —v kRS, KOBEILEISE Z L5 DEMERELED b
niz, 20 =1 B FBNEERAEOREE, P S EEE OIRBIEEIE K AR b,
BRI BACIE, BB v— 90, KEBERtR/ MER, KO A AT e v A VAR NGRNE
Ehd,

BEEL L Calt iy 7z —)b, TAIHILTzr—)b, NUT AV /vy, B KRB
FANT Yy, WY T NE, TXVAZ Y, Narcan (Fax Y ) |, 7=,
JVavo=y LBy, VIRIAy, AT TIINR, IEISTA XFTAFITIV, A
VX hmy, FmaR 74—/, rocuronium, succinylcholine, Metamucil, ¥ ~7'& 7 & ¥4
¥, Tylenol, — /%% /Y A hm=4>—)l, Benadryl, JLFEREEAI /LI T L, iron sucrose,
Solu-Medrol (A FNLT' L F=ywranyBrA7LF NI UL) , Z7EFV, KRAT
oA KRGSz,

The patient's past medications include:
METHOTREXATE for ULCERATIVE COLITIS (il 20l - I 20
PERCODONE for UNKNOWN INDICATION

Causality for HUMIRA (Blinded)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.22.0] [10009901]
REEEERMIC L 5 RRRERHE AR Uo7 Fr) BEdERL

TRBRIKIEE I X D IRRBRHE CGEAlL /U2 F) BERL

Dechallenge: No

Rechallenge: No rechallenge was done, recurrence is not applicable
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Alternative Etiology for HUMIRA (Blinded)

Event of WORSENING ULCERATIVE COLITIS
- Investigator: Worsening ulcerative colitis
- AbbVie: The subject presented with worsening of ulcerative colitis. The subject is in a late

postoperative period for uterine fibroids, and has stayed 2 weeks without the study drug as recommended

for elective surgeries in the protocol.

Relevant Laboratory & Other Diagnostic Tests

- 20. albumin: 3.4 G/DL (normal 3.5 to 5.7)

I 20l CRP: 5.3 mg/dL (normal 0.0 to 0.5)

I 20l Hemoglobin: 11.4 G/DL (normal 11.6 to 15.4)
- 20. Iron: 24 ug/dl (normal 50 to 212)

- 20. stool culture: negative for D Diff.

- 20. stool studies: negative for toxic megacolon
I 20l XRAY ABDOMEN AP/LAT:

loss of haustral markings within the decending and sigmoid colon consistent with a history of ulcerative

colitis.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug
B X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY WEEK 7I MALE White
Medical History Onset Year
OTHER: SHOULDER PAIN 19.
ARTHRALGIA 20l
SURGERY: LEFT TOTAL KNEE REPLACEMENT 20.
OTHER: HYPERCHOLESTEROLEMIA 20.
OTHER: ENLARGED PROSTATE 20l
OTHER: FATIGUE 20|
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER  1PACKS 30 20|
CIGARS NEVER
PIPES FORMER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
99

479



obbvie 78yL4<7

276 HAOHBENFED

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [/ ' IRl +

HIGHER 44

INDUCTION

DOSE

ADALIMUMAB 4040 MG EW A Bl s

MG EVERY 56 360

WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX

Day

PARACETAMOL 500 mg (milligram(s)) PRN v-M: 19}

AZATHIOPRINE 50 mg (milligram(s)) QD y-M: 20l

HYALURONIC ACID 20 mg (milligram(s)) Other: TWICE WEEKLY Y-M: 20j]

ALFUZOSIN 10 mg (milligram(s)) QD v-M: 20j i}

CALCIUM WITH VITAMIN D 600 mg (milligram(s)) QD y-M: 20f]

MESALAZINE 4.8 g (gram(s)) QD y-M: 20f]

VITAMINS NOS | TABLET QD v-M: 20jf]

PREDNISONE 40 mg (milligram(s)) QD y-M: 20 i}/ 20

BISACODYL 20 mg (milligram(s)) QD y-M: 20 i}/ -13

MACROGOL 3350 238 g (gram(s)) QD v-M: 20}/ -13

FENTANYL 75 meg (microgram(s)) QD y-M: 20 i}/ -12

MIDAZOLAM 3 mg (milligram(s)) QD y-M: 20 i}/ -12

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month Stop Year-Month /
Drug) / RX Day RX Day
PARACETAMOL 500 mg (milligram(s)) PRN v-M: 19}  oNGoInG
HYALURONIC ACID 20 mg (milligram(s)) Other: TWICE v-M: 20ff} ONGOING
WEEKLY
ALFUZOSIN 10 mg (milligram(s)) QD y-M:20f I  onGoinG
CALCIUM WITH 600 mg (milligram(s)) QD v-M: 20ff} ONGOING
VITAMIN D
MESALAZINE 4.8 g (gram(s)) QD v-M: 20ff} ONGOING
VITAMINS NOS 1 TABLET QD y-M: 20f] ONGOING
FINASTERIDE 5 mg (milligram(s)) QD y-M:20f ]/ onGonG
303
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ANESTHETICS, GENERALUN UN PRN y-m:20fHll/ y-M: 20/ 361
361

VICODIN 7.5/325 mg (milligram(s)) TID v-M: 20l y-M: 20/ 384
361

Event #1: Serious Adverse Event

Event Description CHRONIC RIGHT SHOULDER JOINT PAIN

Preferred term R

AE Onset Date / Rx Day 0l /361 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 7I

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

(RX DAY ): RIGHT TOTAL SHOULDER ARTHROPLASTY AND RI: SUCCESSFUL SURGERY WITH IMPROVED
MOBILITY OF THE JOINT AND RECOVERING WITH A CLEAN DRY AND INTACT SURGICAL INCISION AND
NO WARMTH OR ERYTHMA, NO SIGNS OF INFECTION. NEUOVASCULAR EXAM IS STABLE

AE Stopped Rx Day 362 (2 DAYS AFTER LAST TREATMENT)
Duration of AE 2 DAYS
Severity Mild

Relation to Study Drug by Investigator No reasonable possibility
Investigator Alternative Etiology CHRONIC JOINT PAIN

Discontinued Study Drug Due to the NO
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Codtc: | N

Investigator No.: -

Subject Number: -

Protocol Number: M14-033

101

481



obbvie 78yL4<7
276 AROFRBOELED

Ak, P moBH CkE) Thv, EEREEFEROBMENZAFBERARD b
7o BRI 25X, BRAVCHEER CH Y, AN LABBEEITELRN O FINENH -7, #bR
oo (1 B4720 1/, MBI 30 42) Th ol

Wil =05 N p. B ERgEsR sh, 20 =) A e, Bk E B
WEE L7,

il = 7 | 0. BB TERAFRA, ABL, BRE, WENER OHREO L &
T RBIZOEDEITEOERELZ A L T, BRARRERD X SIBREORR, &EITHEOLERME
JE BAFVE O FT ADSFE® Dz, WERE OERIT, REFETELIIRLEETE WAL T2,
FWR 7o miafn ke O LGRS REIRIIE 2 D & LT, #8132 TR B A It te = & 202
Wi, 20 & 8 |0, AT HEBEE SRR TR O 1 SR i 23 55 S e,
FIRERZI L, BAEIO /T BPENYGE LT, SIBRIR LR D L iz, BV R ORLBEIT 72
<, BPEOKFELH LN, Mg RomEERILEL TV 20 £8P,
bR A 1R L7z,

1R#IE & LT Norco hydrocodo -acetaminophen 23 5- S 417,

The patient's past medications include:

PREDNISONE for ULCERATIVE COLITIS (] 20l - N 2. I 28 - T
200, I 2ol - I ol I >0l - I ol I >0 - I >0 I >l -
Bt | EC N B0 N EUN U N O ECE O RIN  EULE
vt 8 Rt R RU Y R R RN RLE RU

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Arthralgia (10003239) (Arthralgia (10003239)) [v.19.0] [10003239]

IEBREAEERINIC & 2 KERBIRHIE CEAL U7 Fr) B L

TEBRIKIEE I K DRI HIE CGRAL U7 Frv) R L

Dechallenge: Not Applicable

Rechallenge: Not Applicable
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Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of CHRONIC RIGHT SHOULDER JOINT PAIN

- Investigator: Chronic joint pain

- AbbVie: The subject has known medical history of the shoulder joint pain.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 6I MALE White

Medical History Onset Year

SURGERY: RIGHT ANKLE AND HIP DUE TO MVA
DIABETES MELLITUS: ON ORAL MEDICATION
HYPERTENSION: HIGH BLOOD PRESSURE ON MEDICATION

GASTROESOPHAGEAL REFLUX DISEASE: HEARTBURN

OTHER: BARRETT'S ESOPHAGUS
CHOLELITHIASIS: CHOLECYSTECTOMY
SURGERY: PROSTATECTOMY

Prior Procedures

NOT REPORTED
NOT REPORTED

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER 2 PACKS 30 19.
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG EW/EWEWEWEOW [/ Rl 2 +

STANDARD

INDUCTION DOSE

ADALIMUMARB 40 MG 40 MG EOW [ M IR M AT

EVERY OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
ACETYLSALICYLIC ACID 81 mg (milligram(s)) QD Y-M: 19.
FISH OIL 1200 mg (milligram(s)) QD Y-M: 19.
VITAMINS NOS 1 TABLET QD y-M: 19j]
PANTOPRAZOLE 40 mg (milligram(s)) QD Y-M: 20.
ALLIUM SATIVUM 1100 mg (milligram(s)) QD y-M: 20f]
MESALAZINE 1.2 g (gram(s)) QID y-M: 20f]
IRON 65 mg (milligram(s)) QD y-M: 20}
METFORMIN 500 mg (milligram(s)) TID y-M: 20}/ 290
LISINOPRIL 10 mg (milligram(s)) QD y-M: 20 i}/ 229
INFLIXIMAB 500 mg (milligram(s)) Other: ONCE A v-M: 20jHl}/ -162
MONTH
CLOBETASOL 1 APPLICATION 0.05 % (percent) BID y-M: 20 i}/ -48
FENTANYL 50 meg (microgram(s)) Other: ONCE y-M: 20 i}/ -8
FLEET 2 ENEMAS Other: ONCE v-M: 20}/ -8
MIDAZOLAM 2 mg (milligram(s)) Other: ONCE y-M: 20 i}/ -8
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Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug)  Dose/Units Frequency Start Year-MonthStop Year-Month
/ RX Day / RX Day
ACETYLSALICYLIC ACID 81 mg (milligram(s)) QD y-M: 19j] ONGOING
FISH OIL 1200 mg (milligram(s)) QD v-M: 19} ONGOING
VITAMINS NOS 1 TABLET QD v-M: 19} ONGOING
PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20f] ONGOING
ALLIUM SATIVUM 1100 mg (milligram(s)) QD v-M: 20ff} ONGOING
MESALAZINE 1.2 g (gram(s)) QID v-M: 20ff} ONGOING
IRON 65 mg (milligram(s)) QD y-M: 20f] ONGOING
METFORMIN 500 mg (milligram(s)) TID y-M: 20 i}/ - oNGoING
290
LISINOPRIL 10 mg (milligram(s)) QD v-M: 20} / - oNGoING
229
CLOBETASOL 1 APPLICATION 0.05 % BID v-M: 20} / - oNGoING
(percent) 48
FENTANYL 75 meg (microgram(s)) other: ONCE  Y-M: 20fJHl}/ v-M: 20}/
54 54
MIDAZOLAM 3 mg (milligram(s)) other: ONCE  Y-M: 20jJJHl}/ Y-M: 20jjHI}/
54 54
METHYLPREDNISOLONE 40 mg (milligram(s)) QD y-M: 20 Hll/ y-M: 20jHI}/
85 87
PREDNISONE 40 mg (milligram(s)) QD y-M: 20 i}/ oNGoING
88

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description WORSENING UC

Preferred term TP R 26

AE Onset Date / Rx Day >0l / 34 (7 DAYS AFTER LAST TREATMENT)
Age at AE Onset 6I

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l (RX DAY 85): FLEXIBLE SIGMOIDOSCOPY: LOSS OF VASCULARITY, GRANULAR PATTERN,
ERYTHEMA, AND SUPERFICIAL EROSION AND ULCERATIONS NOTED THROUGHOUT THE VISUALIZED
COLON CONSISTENT WITH SEVERELY ACTIVE UC

AE Stopped Rx Day 152 (75 DAYS AFTER LAST TREATMENT)
Duration of AE 69 DAYS
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Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology INEFFECTIVE TREATMENT WITH STUDY MEDICATION.
Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, ] moBH CkE) Thv, EEREEFROWEEIELOELSRD b
7o B %R ,ﬁf@k% ThHoT,

o ES Bl BB ACON Pk R aartory it B BEN BRI IESNT Pk
fbiZEIE L7z,

PeEsgEE osmEk oo S, 20 £ A |, ssE st % A,
WHHEERA, MOYEEIK L LT Solu-Medrol (AF /L7 L K=y o a /@A /L) )7
2) om0 A Lz, 20 ] 3 [ 7. prednisone £ 53R S, B I3
PRASZETE LT- R AE TIBEE L 7=,

BEI L LT Solu-Medrol (AF L FL R=yYarantZ@Bo 2 Y vLa) FOY
prednisone 23 % 5- S fu7z,

Causality for HUMIRA (Blinded)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.22.0] [10009901]
BB RN X 2 RERERHE AL/ U2 Fr) BERL

TRBRICEA 1 X D IRERBIRFIE CRAL U7 Fr)  BEEdR L
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Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)

Event of WORSENING UC

- Investigator: Ineffective treament with study medication.

- AbbVie: The event is exacerbation of underlying disease of UC.

Relevant Laboratory & Other Diagnostic Tests

- 20. Flexible sigmoidoscopy:

Loss of vascularity, granular pattern, erythema, superficial erosion and ulcerations noted throughout the

visualized colon consistent with severely active UC.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug
[z X
R X
I - X
Treatment Group Age at Study Start Sex Race
ADALIMUMARB 40 MG EVERY OTHER WEEKZI FEMALE White
Medical History Onset Year
HYPERTENSION 201§
ANEMIA: IRON DEFICIENCY 20.
DEPRESSION: SELF EXPLANATORY 20.
OTHER: ELEVATED LIVER FUNCTION TESTS 20.
OTHER: POLYCYSTIC OVARIES 20.
OTHER: SEASONAL ALLERGIES 20.
PRIMARY SCLEROSING CHOLANGITIS 20.
ARTHRALGIA 201§
OTHER: HEADACHES 20.
OTHER: HIRSUTISM FACE/BACK 20.
OTHER: SMALL INFECTION RIGHT BUTTOCK 20.

OTHER: TRUNKAL OBESITY

Prior Procedures

Procedure Year

Colonoscopy

2l

Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
109
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Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG EWEWEWEWEOW [ 0l 23

HIGHER 1 28

INDUCTION

DOSE

ADALIMUMAB 4040 MG EOW [ W Ry PG VERUR

MG EVERY 161

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
PREDNISONE 40 mg (milligram(s)) QD v-M: 20j i}
CILEST 1 TABLET QD y-M: 20f]
ESCITALOPRAM 10 mg (milligram(s)) BID y-M: 20f]
LISINOPRIL 20 mg (milligram(s)) QD Y-M: 20.
MUPIROCIN 2% % (percent) TID y-M: 20 i}/ -57
FOLIC ACID 1 mg (milligram(s)) QD y-M: 20 i}/ 22

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year- Stop Year-Month /
Drug) Month / RX DayRX Day
CILEST 1 TABLET QD v-M:20f]  oNGoING
ESCITALOPRAM 10 mg (milligram(s)) BID v-M:20f]  ONGoOING
LISINOPRIL 20 mg (milligram(s)) QD y-M:20f]  ONGOING
FOLIC ACID 1 mg (milligram(s)) QD y-M: 20 i}/ oNGoING
22
IRON 65 mg (milligram(s)) BID v-M: 20fjHl}/ oNGoING
86
DOXYCYCLINE 100 mg (milligram(s)) BID v-M: 20fjHl} 7 y-M: 20 i}/
86 100
METRONIDAZOLE 500 mg (milligram(s)) BID v-M: 20fHl}/ Y-M: 20 I}/
86 100
CLOTRIMAZOLE 1 APPLICATION/SPRINKLE BID v-M: 20fjHl}/ oNGoING
111
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FAMOTIDINE 20 mg (milligram(s)) oOther: ONCE  Y-M: 20jHl}/ Y-M: 20jHI}/
125 125
PROMETHAZINE 25 mg (milligram(s)) Other: ONCE  Y-M: 20jHl}/ Y-M: 20} i}/
125 125
MORPHINE 4 mg (milligram(s)) PRN y-M: 20}/ v-M: 20J]HI}/
125 126
CEFTRIAXONE 1 g (gram(s)) BID v-M: 20fHl}/ Y-M: 20 I}/
125 127
HYDROMORPHONE 1 mg (milligram(s)) PRN v-M: 20 Hl}/ y-M: 20 i}/
125 130
ONDANSETRON 4 mg (milligram(s)) PRN y-M: 20}/ v-M: 20JHI}/
125 130
OSMOTAN 20 mEq (milliequivalent(s)) TID y-M: 20}/ v-M: 20JHl}/
126 130
OXYCOCET 2 TABLETS PRN v-M: 20fjHl} 7 y-M: 20 i}/
127 130
METRONIDAZOLE 500 mg (milligram(s)) TID y-M: 20}/ v-M: 20JHI}/

Event #1: Serious Adverse Event

128

130

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l (RX DAY 125): CT SCAN ABDOMEN AND PELVIS: NO ACUTE ABDOMINAL OR PELVIC PROCESS

AE Stopped Rx Day
Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

INTRACTABLE ABDOMINAL PAIN
i s

[ M0 JAER

A

130

6 DAYS

Severe

Discontinued Study Drug Due to the Event NO
HOSPITALIZATION OR PROLONGED HOSPITALIZATION

SAE Criteria

No reasonable possibility

GASTRITIS
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Event #2: Serious Adverse Event

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

Generated: -2(. :02:12

INTRACTABLE NAUSEA AND VOMITING
L, MEM

Bl 25

A

130

6 DAYS

Severe

No reasonable possibility

GASTRITIS

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Anegpd, o Mokt CkE) Tho, EEAEEEROERMEOIERE, W OICERIED
BL R ORI 2SERD HavTc, B SRR, R
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PR CdH -7,

W =7 PP, EatEoERE, woucEaatomEL R OEE2 R S, 20f) & | A
B 0. EEaMEONRE, WONCEHAMEDEL R ORI EE Uiz, B, WEr, ROVE FIEIE
TR b, rrm@é i3 10 Bpgrh 8 ciho7-, 20} = A I P oL, B R

NI LD EHFCHfER2<, 1 BHYS720 15~20 [EO FRIAED SR,

(extensive colitis [ thEg L v O

AR XA DAL 72 Do
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7o IR E UCHRIRN KRG, dlkAE s, PrAERIO PR S, K OWERR & PR FhE S h
. 20l = 0. R Lz,
RRIE L LT Zofran (& ¥ & hu UEREKfY) , EZ NV T7®RY 2, EAEX,
Percocet, A hmr =%V —)b, AHEHEKETENS Y 7 L5EETe 5% 7 KUK, Phenergan
(T A%V UHERY) , Pepcid (7 7 EF YY) , Dilaudid (B FuE/L7 4 VHERH) |, K&
M Rocephin ##EH (7 MU 7Y >+ MU w7 AKFW) DG I,

The patient's past medications include:

MUPIROCIN OINTMENT for INFECTED AREA RIGHT BUTTOCK (il 20|l - [ 2ol

ADOXA for PELVIC INFECTION [ 20 - I 2ol

BACTRIM DS for URINARY TRACT INFECTION (il 20l - I 2ol

METRONIDAZOLE for PELVIC INFECTION (il 20l - I 20

Causality for HUMIRA (Open Label)

1) Abdominal pain (10000081) (Abdominal pain (10000081)) [v.19.1] [10000081]

IEBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L

IRBRICEA 1 X D IRERBIRFIE CRAL U7 Fr) o BEdR L

Dechallenge: Not Applicable

2) Nausea (10028813) (Nausea (10028813)) [v.19.1] [10028813]

IEBREAEERNC X2 RERBERHIE CGRAL U7 Fr) R L

TR K D RERBARAIE AL D7 Fr) o BEER L
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Dechallenge: Not Applicable

3) Vomiting (10047700) (Vomiting (10047700)) [v.19.1] [10047700]

IEBREAEERNC XD RERBEIRHIE CGRAL U7 Fr) R L

TRBRIKIEA 1C K D RRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of INTRACTABLE ABDOMINAL PAIN

- Investigator: Gastritis

- AbbVie: The event is reported as of bacterial causality

Event of INTRACTABLE NAUSEA AND VOMITING

- Investigator: Gastritis

- AbbVie: The event is likely of bacterial causality.

Relevant Laboratory & Other Diagnostic Tests
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- 20. Colonoscopy:

Rectum and sigmoid: 2 = Moderate disease (marked erythema, absent vascular pattern, friability,

erosions)
Descending colon, Transverse colon, Ascending colon/cecum: 0 = Normal or inactive disease
Friability subscore 2
- 20. CT scan of abdomen and pelvis: No acute abdominal or pelvic process

- 20. Flexible sigmoidoscopy:

Rectum, sigmoid, descending colon, Transverse colon, Ascending colon/cecum: 0 = Normal or inactive

disease
Friability subscore 2

Unknown date Stool studies: Negative

115
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

R R 2% X X

B i e X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB TDM 4' MALE White

Medical History Onset Year

PYODERMA GANGRENOSUM: LOCATION ON RIGHT LEG.

Prior Procedures

20l

Procedure Year

Colonoscopy

20l

Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO UNKNOWN
CIGARETTES FORMER  0PACKS 5 20l
CIGARS UNKNOWN
PIPES UNKNOWN
Alcohol Use Status Number/Day
ALCOHOL NEVER
Study Drug Administration
Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB  160/160/160/160/40 MG ewEWEWEWEOW [l Rl
HIGHER 1 40
INDUCTION
DOSE
ADALIMUMAB  40/40/160/40 MG eowEWEWEVW [kl TRl 1«
TDM 55 196
116
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug)

Dose/Units

Frequency

Start Year-Month /
RX Day

HYDROCODONE
PREDNISONE
INFLIXIMAB

MESALAZINE

CURCUMA LONGA
CYANOCOBALAMIN
LINUM USITATISSIMUM
BACTRIM

SUPREP BOWEL PREP

HYOSCYAMINE
VICODIN

325 mg (milligram(s))

10 mg (milligram(s)) QD
700 mg (milligram(s))

WEEKS
4 g (gram(s)) QD
450 mg (milligram(s)) QD
1000 meg (microgram(s)) QD
1400 mg (milligram(s)) QD
160 mg (milligram(s)) QD
MULTIPLE INGREDIENTS mg QD
(milligram(s))
0.75 mg (milligram(s)) BID
10-325 mg (milligram(s)) PRN

Other: TID - QID

Other: EVERY 8

v-M: 20fHl}
y-M: 20l
v-M: 20 Hl}/ -

333

y-M: 20 Hl}/ -

277
y-M: 20}/ -63
v-M: 20}/ -63
y-M: 20}/ -63
y-M: 20}/ -15
y-M: 20}/ -10

y-M: 20 Hl} /-8
v-M: 20}/ -8

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug)Dose/Units Frequency Start Year-Month Stop Year-Month /
/ RX Day RX Day
HYDROCODONE 325 mg (milligram(s)) other: TID-QID  Y-M: 20 ]  onGoinG
MESALAZINE 4 g (gram(s)) QD v-M: 20}/ - oNGoING
277
CURCUMA LONGA 450 mg (milligram(s)) QD y-M: 20 i}/ - oNGoING
63
CYANOCOBALAMIN 1000 meg (microgram(s)) QD y-M: 20 i}/ - onGoING
63
LINUM USITATISSIMUM 1400 mg (milligram(s)) QD v-M: 20}/ - oNGoING
63
HYOSCYAMINE 0.75 mg (milligram(s)) BID y-M: 20 i}/ -8 oNGOING
VICODIN 10-325 mg (milligram(s)) PRN v-M: 20} / -8 oNGOING
PREDNISONE 10 mg (milligram(s)) BID y-M: 20 i}/ 960NGOING
AMOXICILLIN UNKNOWN UNKNOWN  Other: UNKNOWN Y-M: 20}/ v-M: 20} i} / 198
188
NOREPINEPHRINE UNKNOWN UNKNOWN  Other: UNKNOWN Y-M: 20}/ Y-M: 20} i)}/ 204
201
PIP/TAZO UNKNOWN UNKNOWN  Other: UNKNOWN Y-M: 20}/ Y-M: 20} i} / 204
201
STEROIDS UNKNOWN UNKNOWN  Other: UNKNOWN Y-M: 20}/ Y-M: 20} {l} / 204
117
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201

VANCOMYCIN UNKNOWN UNKNOWN  Other: UNKNOWN Y-M: 20}/ Y-M: 20}/ 204
201

METRONIDAZOLE 500 mg (milligram(s)) TID y-M: 20 y-me 20 i) 211
204

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description FLARE OF ULCERATIVE COLITIS, SEPSIS SECONDARY TO ULCERATIVE

COLITIS FLARE

Preferred term R, B fE

AE Onset Date / Rx Day 20l / 200 (4 DAYS AFTER LAST TREATMENT)

Age at AE Onset 4'

Laboratory Testing

NOT REPORTED

Microbiology

20 (Rx DAY 201): Stool ENTERIC PATHOGENS: N; Stool C-DIFF: N; Stool GIARDIA/CRYPTOSPORIDIUM
ANTIGEN: N; Stool PARASITOLOGY STAIN: N; Stool FECAL LACTOFERRIN: P

SAE Supplemental Procedure

Il (Rx DAY 201): CT ABDOMEN AND PELVIS: MILD EDEMA IN THE ANTERIOR PERINEPHRIC SPACE
ON THE LEFT WHICH CAN BE SEEN WITH PANCREATITIS HOWEVER NO OBVIOUS PANCREATIC
ABNORMALITY IS SEEN. CORRELATE WITH AMYLASE AND LIPASE LEVELS. GALLBLADDER I

AE Stopped Rx Day ONGOING
Duration of AE ONGOING
Severity Severe

Relation to Study Drug by Investigator Reasonable possibility
Investigator Alternative Etiology NOT REPORTED
Discontinued Study Drug Due to the YES

Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -
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Protocol Number: M14-033
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W OFEIRN AT 1 A REG3 7o, ERIEIEHAOS bickE Lz, #7727 h7 =
VREOKERIIGE TH ol OB TOESHIFERIZRETH o7, AMEREITEFEIZRE
STz, CT MEDFER, HEOFEKRIBD iz, BERBREICS &Hx, FHEF7 77
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R LT a~ Ay, Zosyn (X0 XL/ ERT U KFY) , Lovephed,
Flagyl (A hr=4>Y—)) | KROE/LEXBEE ST,

The patient's past medications include:

REMICADE for ULCERATIVE COLITIS (il 20l - I 20l

Causality for HUMIRA (Blinded)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.22.0] [10009901]

TRBREEERIC K D RBIRHIE CRAL /U7 Fr)  BEEDHY

TEBRIKIEE I K DRI HIE CGRAL D7 Fr) - R L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

2) Sepsis secondary (10040053) (Sepsis (10040047) ) [v.22.0] [10040053]

TRBREEERIC K D RRBIRHIE CRAL U7 Fr) BEEDHY

TR I X D IRRBIRHIE CGRAL U7 Frv) R L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)
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Event of FLARE OF ULCERATIVE COLITIS, SEPSIS SECONDARY TO ULCERATIVE COLITIS
FLARE

- Investigator: Not applicable.

- AbbVie: Exacerbation of underlying disease.

Relevant Laboratory & Other Diagnostic Tests

Unknown date ABDOMINAL ULTRASOUND: DID NOT SHOW ANY EVIDENCE OF ACUTE
CHOLECYSTITIS

I 20l BLOOD PRESSURE: 104/52 mmHg

I 20l BODY TEMPERATURE: 99.6 F

I 20l BODY TEMPERATURE: 103 F

I 20l cT ABDOMEN AND PELVIS: MILD EDEMA IN THE ANTERIOR PERINEPHRIC
SPACE ON THE LEFT WHICH CAN BE SEEN WITH PANCREATITIS HOWEVER NO OBVIOUS
PANCREATIC ABNORMALITY IS SEEN. CORRELATE WITH AMYLASE AND LIPASE LEVELS.
GALLBLADDER IS DISTENDED NO DEFINITE GALLBLADDER INFLAMMATION. LARGE
BOWEL IS FILLED WITH FLUID WHICH CAN BE SEE WITH LOW-GRADE COLITIS OR OTHER
CAUSE OF DIARRHEA. CORRELATE WITH CLINICAL HISTORY

I 20l FECAL LACTOFERRIN: Postive

I 20l HEART RATE: 117 BPM

Unknown date HIDA SCAN: DID NOT SHOW ANY EVIDENCE OF ACUTE CHOLECYSTITIS
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I 20l 0XYGEN SATURATION: 100 %

- 20. RESP RATE: 18 breaths per minute

I 20 sTOOL C-DIFF: Negative

I 20l sTOOL ENTERIC PATHOGENS: Negative

I 20 sTOOL GIARDIA/CRYPTOSPORIDIUM ANTIGEN: Negative
I 20 sTOOL PARASITOLOGY STAIN: Negative

Unknown date WBC: back down to normal
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
IEvent Drug

bk S P R X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 2' FEMALE White

Medical History Onset Year

OTHER: PSORIASIS
OTHER: STEATOSIS HEPATIS

INFLAMMATORY BOWEL DISEASE: PANCOLITIS ULCEROSA
DRUG ALLERGIES/REACTIONS: ALLERGY TO MEFENAMIN ACID

DRUG ALLERGIES/REACTIONS: PENICILLIN ALLERGY

19

OTHER: ISCHALGIA 20|

Prior Procedures Procedure Year
Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/040 MG EWEWEWEWEOW [/ IRl 4 #

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EW B sl ;o

EVERY WEEK 367

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
FEMODENE 1 DF (dosage form) QD Y-M: 20. /-321
MESALAZINE 1500 mg (milligram(s)) QD y-M: 20 i}/ 257
PREDNISOLONE 25 mg (milligram(s)) QD y-M: 20}/ -54
MOVIPREP 2 DF (dosage form) QD y-M: 20}/ -16
SENNA ALEXANDRINA 75 mL (millilitre(s)) QD y-M: 20}/ -16
HYOSCINE 20 mg (milligram(s)) QD y-M: 20 i}/ -15
PROPOFOL 480 mg (milligram(s)) QD y-M: 20}/ -15

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month / Stop Year-Month /

Drug) RX Day RX Day

FEMODENE 1 DF (dosage form) QD v-M: 20} / 321 ONGOING

ESCHERICHIA COLI 1 DF (dosage form) QD y-M: 20 {9 y-M: 20}/ 269

CLINDAMYCIN 600 mg (milligram(s)) TID y-M: 20 y-M: 20 ) 235
228

DICLOFENAC UNKNOWN mg (milligram(s)) ~BID v-M: 20l Ym0 ) 243
233

METAMIZOLE 25 gtt (drop(s)) PRN v-M: 20l y-m: 20/ 243
233

CLINDAMYCIN 600 mg (milligram(s)) TID y-M: 20, y-M: 20 i} 240
236

Event #1: Serious Adverse Event

Event Description PERITONSILLAR ABSCESS
Preferred term R Bk DR A 35
AE Onset Date / Rx Day 0l 225
Age at AE Onset 2'
124
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Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l (Rx DAY 228): COMPUTED TOMOGRAPHY: PERITONSILLAR ABSCESS; [JJJ20l] RX DAY 233):
TONSILLECTOMY: TONSILL AND PERITONSILLAR ABSCESS REMOVED

AE Stopped Rx Day 243

Duration of AE 16 DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology NO KNOWN CAUSE

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auigrix, ] okt F—2 V7)) Tho, EELEEFLORMERILENED 5
Wiz, BIET 2T, e, SIEMEER (LRKER) R ONEEM KIS (extensive colitis
[ & 0 DA ]/ BRIBRT) ThoT-,

0l =17 v mEwsEmEEEsRoone, 20 #1080 EeEmEEEEE L,

W EL A e, vmEaas L, 2o =LA R, vEBmEEReEEEEZ L, W
TR ST, PUEROFIRNB S Tb R, BERD bRARN-T, v Ea—F
Wi mEORE, mikEEEsRosn, 2o &8 | 8. R EE Sh,
B i S, FNERII L, SOHERAR DI T, FUEME R QSR IR T
b, 20 & A | P icssE T BA R AR TR L, Bl S0 I O MBS R ORS
R, BRI,

B LTIV v H~A vy, vru7 )7, KO Novalgin B35 STz,
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The patient's past medications include:

DALACIN for INFECTION AFTER TOOTH EXTRACTION and INFECTION AFTER TOOTH

EXTRACTION (N 20l - I 20

MEFENAMIN ACID for UNKNOWN INDICATION
PENICILLIN for UNKNOWN INDICATION

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Peritonsillar abscess (10034686) (Peritonsillar abscess (10034686) ) [v.19.0] [10034686]

IEBREAEERNIC XD RERBERHIE CGRAL U7 Fr) B RL

TR I LD RRBIFREE CGEAL U7 F2)  BEED Y

Dechallenge: No

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA40MG/0.8ML (Open Label)

Event of PERITONSILLAR ABSCESS

- Investigator: No known cause

- AbbVie: N/A
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Relevant Laboratory & Other Diagnostic Tests

- 20. Computed tomography: Peritonsillar abscess
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

e BT X

it 2PN D X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK SI MALE White

Medical History Onset Year

OTHER: APPENDICITIS 20.

OTHER: TURBINOPLASTY 20.

SURGERY: SEPTOPLASTY 20.

OTHER: NODULI HEMORRHOIDALES GRAD III 20.

OTHER: AXTAL HIATUS HERNIA 20.

OTHER: INTOLERANCE TO AZATHIOPRIN 20.

ANEMIA: ANEMIA 20.

OTHER: URINARY TRACT INFECTION 20.

OTHER: STATUS POST CYTOMEGALOVIRUS NOT REPORTED

OTHER: STATUS POST EPSTEIN BARR VIRUS NOT REPORTED

Prior Procedures

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER  1PACKS 33 20l
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/040 MG EWEWEWEWEOW [/ IRl 4

STANDARD 43

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EOW R Bl

EVERY OTHER WEEK 361

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

AZATHIOPRINE NOT REPORTED NOT REPORTED  Y-M: 20}/ 215
LEKOVIT CA 1 DF (dosage form) QD y-M: 20 i}/ 40
PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20 i}/ 40
MESALAZINE 3 g (gram(s)) QD v-M: 20}/ 31
METAMIZOLE 500 mg (milligram(s)) PRN y-M: 20 i}/ 31
PARACETAMOL 500 mg (milligram(s)) PRN y-M: 20 i}/ 31
PREDNISOLONE 12.5 mg (milligram(s)) QD v-M: 20jHi} / 27

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month / Stop Year-Month /

Drug) RX Day RX Day

LEKOVIT CA 1 DF (dosage form) QD y-M: 20fHl} /- oNGoING
40

MESALAZINE 3 g (gram(s)) QD v-M: 20f i} /- oNGoING
31

METAMIZOLE 500 mg (milligram(s)) PRN y-M: 20l /- y-M: 20/ 335
31

PARACETAMOL 500 mg (milligram(s)) PRN v-M: 20JJHl} /- y-M: 20 i}/ 335
31

MESALAZINE 1000 mg (milligram(s)) QD y-M: 20 i}/ 60 ONGOING

METAMIZOLE 20 gtt (drop(s)) QD y-M 20l y-M: 20l /338
336

PARACETAMOL 500 mg (milligram(s)) TID v-M: 20l y-m: 20l / 348
336

DICLOFENAC 50 mg (milligram(s)) QD y-M 2l y-Mm: 20l /338
338

ELECTROLYTES NOS 500 mL (millilitre(s)) QD y-M 20l y-M: 20l /339
339
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METAMIZOLE 2.5 mg (milligram(s)) QD y-M 20l y-Mm: 20l /339
339

NEODOLPASSE 250 mL (millilitre(s)) QD y-m:20fHll, y-M: 20l 339
339

PARACETAMOL 1 g (gram(s)) QD y-M 20l y-M: 20l /339
339

UNACID 3 g (gram(s)) TID y-M 20l y-M: 20l /342
339

DICLOFENAC 2 DF (dosage form) BID y-M 2l y-Mm: 20/ 344
339

DIHYDROCODEINE 20 gtt (drop(s)) PRN y-M 20l y-M: 20/ 344
339

METAMIZOLE 30 gtt (drop(s)) PRN y-M 2l y-M: 20/ 344
339

METOCLOPRAMIDE 10 mg (milligram(s)) PRN y-M:20fHll) y-M: 20} 344
339

OTHER NUTRIENTS 3 TABLE SPOON QD y-M 2l y-Mm: 20/ 344
339

PROBIOTICS | DF (dosage form) QD y-M:20fHll/ y-M: 20 )/ 344
339

TRAMADOL 30 gtt (drop(s)) PRN y-M 2l y-Mm: 20/ 344
339

UNACID 1 DF (dosage form) TID y-M:20fHll/ y-M: 20l 346
343

METAMIZOLE 500 mg (milligram(s)) PRN y-M: 20 Hl]7 oNGoING
345

PARACETAMOL 500 mg (milligram(s)) PRN v-M: 20}/  oNGoING
349

HYOSCINE 20 mg (milligram(s)) QD y-M 2l y-Mm: 20/ 374
374

PROPOFOL 360 mg (milligram(s)) QD y-M 2l y-M: 20l /374
374

Event #1: Serious Adverse Event

Event Description FRACTURED RIBS

Preferred term WyE B4

AE Onset Date / Rx Day Bl 336

Age at AE Onset 5'

Laboratory Testing

Il (RX DAY 339): CRP: 32.3 [NOT REPORTED - 0.6] MG/DL; |20l (RX DAY 342): CRP: 8.0 [NOT
REPORTED - 0.6] MG/DL
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Microbiology
NOT REPORTED
SAE Supplemental Procedure

Il (RX DAY 336): XRAY: BRUSED THORAX AND CERVICAL SPINE; ABDOMEN SONOGRAPHY: NO
FINDINGS; 20ff (RX DAY 338): RONTGEN: BRUISED THORAX AND CERVICAL SPINE; |20l Rx
DAY 339): RONTGEN: NEW EFFUSION, NO PNEUMOTHORAX; [JJJl20l] (Rx DAY 340): COMPUTED

TOMOGRAPHY: RIB FRACTURE
AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

Discontinued Study Drug Due to the Event
SAE Criteria

Event #2: Serious Adverse Event

ONGOING

ONGOING

Moderate

No reasonable possibility

FALL FROM 3 METERS HEIGHT AT CONSTRUCTION AREA
DURING WORK

NO
HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

COLITIS ULCEROSA
TEIEMER %
0l /373 (12 DAYS AFTER LAST TREATMENT)

1

0l (RX DAY 374): COLONOSCOPY: NO DISEASE ACTIVITY, MAYO ENDOSCOPIC SUBSCORE 0

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

Generated: -2(. :02:12

374 (13 DAYS AFTER LAST TREATMENT)

2 DAYS

Mild

No reasonable possibility

COLITIS ULCEROSA DISEASE

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Program Source Code |

131

511



obbvie 78yL4<7
276 AROFRBOELED

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, | moOBEM F—2 V7)) ThHY, EEAEEFROMEEINED bR,

=1 e wEETTRD bR,

will =10 ) B, sE AR CHEEDIC 3m OESALERE L, FHOBZ, K
ROWE o X sz, mkostorrgruesne, 2 & e, xmaEs
mEfi sz, mREA-chor, 20 2] A | B iBEFocaREIEEY, C Kb
M7zl (LU TCRP) ) ORIEMITE < GEERE) , KK E U TREARRIE TH - 7RG RIG
RTITIARONR D o7, FH, EHEOEELY LT D7 DITHERE ITARE LT, 20.
el Al n arva—2EBREREOMKE, ESHOME 10 A1 12 FANEHLT
BY, MIZBEEITRO Lo Tc, ABRTICHARKGIC X DIBRA1THoi, CRP HIX
s.omgdL ([Z-7-, 20 & | A B B, #BRE IR AR TERE L, BEET RO
CRP SfEITMkGE L Cueds, g L7z,

1R 3K L L C Perfalgan, Neodolpasse, Elomel Isoton, Tramal ( b 7~ K— VHEEH) |,
Paspertin, Voltadol, Diclobene, Novalgin, Mexalen, Unasyn (7> & U FU 7L AN
72 5F M) A) , KON Paracodin BN E- ST,

The patient's past medications include:

AZATHIOPRIN for ULCERATIVE COLITIS ([ N 20 - I 20l

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Fractured ribs (10017307) (Rib fracture (10039117) ) [v.20.1] [10017307]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TEBRIIEE I X D IRRBIRHIE CGRAL V7 Fr) - R L

Dechallenge: Not Applicable
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Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of FRACTURED RIBS

- Investigator: FALL FROM 3 METERS HEIGHT AT CONSTRUCTION AREA DURING WORK

- AbbVie: EVENT IS MORE LIKELY A COMPLICATION OF TRAUMA FROM FALL AT WORK.

Relevant Laboratory & Other Diagnostic Tests

I 20l ABDOMEN SONOGRAPHY: NO FINDINGS
I 20l COMPUTED TOMOGRAPHY: RIB FRACTURE
I 20l crP: 32.3 mg/dL

I 20l CRP: 8.0 mg/dL (normal <0.6)

I 20l X RAY: BRUSED THORAX AND CERVICAL SPINE
I 20l X RAY: BRUISED THORAX AND CERVICAL SPINE

I 20l X RAY: NEW EFFUSION, NO PNEUMOTHORAX

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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A E, S| moBEE (A=A MY T) THY, EELEEFEROEBIERBARED D
-, BEEIT IR, EBEMERIER (extensive colitis [JREFgEE L 0 DN RIENI K] &
KGR Thotz, $RFITTRES (1 B4 15, WM 33 4) Thy, BT L=
— /B (1 H%4720 2 KU U7 K%) Thot,

il =10 B0 EsrmasReonk, 20 £ P EEOEEEE Lz,

BB, KRE L CRSRIENTTE - T, &5 52 MRHC AR LT RN
BB ZEMT 5 2 & BARE SHiz, IR DIER ISR O b DO Th o773, BRITHE
frrtecho7-, 20ff = A PP, TESR O RBNESRED - DI AR LT (PR
ol B BEN NERE I EAESN I Eolitite ot Aoy S DEN R
KBARERAENER S, AtEEsonar-7, 20 =18 7. #BEsagrey
REETIREE L, APHEIZRD bhimoTz,

BB LA DI KM R O KIS RSERE ORI % U 2 7 724 LTV,

The patient's past medications include:

AZATHIOPRIN for ULCERATIVE COLITIS (| 20l - I 2ol

APREDNISLON for COLITIS ULCEROSA (i 20l - N 2ol N 208 - B 208
I >0l - I >0, I ol - I >0 I ol - I >l

BUSCAPINA for COLITIS ULCEROSA (I 20l - I 20l

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Colitis ulcerative (10009900) (Colitis ulcerative (10009900) ) [v.21.0] [10009900]
BBRFALEMIC X 2 RRBERHE GERL U7 Fr) BEERL
BRI X D RRBRHIE CGERL U7 Fr) R L

Dechallenge: Not Applicable
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Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of COLITIS ULCEROSA

- Investigator: Ulcerative colitis disease.

- AbbVie: Event is more likely related to pre-existing ulcerative colitis.

Relevant Laboratory & Other Diagnostic Tests

- 20. COLONOSCOPY: No disease activity. MAYO endoscopic subscore 0
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug
=T X
e X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY OTHER WEEK3I FEMALE White
Medical History Onset Year
SURGERY: APPENDECTOMY 9]
SURGERY: ABCESS LEFT BREAST 20j§
SURGERY: BILATERAL TUBAL LIGATION 20j§
SURGERY: CURETTAGE 20l
ANEMIA: HB 5.9G/DL 201§
OTHER: LATENT TUBERCULOSIS 20j§
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER  1PACKS 20 20l
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL FORMER Less than 2 drinks
136
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/040 MG EW/EW/EW/EWEOW [l Il 4 4

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EOW R <l 3¢

EVERY OTHER WEEK 197

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
NEUROBION 1 TABLET BID v-M: 20 H}
BUDESONIDE 2.3 mg (milligram(s)) QD y-M: 20 i}/ 221
BUDESONIDE 3 mg (milligram(s)) BID y-M: 20 i}/ -159
PANTOPRAZOLE 40 mg (milligram(s)) QD v-M: 20 Hl} / -56
PREDNISOLONE 25 mg (milligram(s)) QD y-M: 20 i}/ 46
PICO-SALAX 1 SACHET BID y-M: 20}/ -36
RIFAXIMIN 400 mg (milligram(s)) BID y-M: 20}/ -35
ISONIAZID 300 mg (milligram(s)) QD y-M: 20 i}/ -14

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month
RX Day / RX Day
NEUROBION 1 TABLET BID y-M: 20l ONGOING
ISONIAZID 300 mg (milligram(s)) QD v-M: 20}/ -14 oNGoOING
PANTOPRAZOLE 40 mg (milligram(s)) QD v-M: 20}/ 107 oNGOING
PREDNISOLONE 25 mg (milligram(s)) QD y-M: 20 i}/ 156 ONGOING

Event #1: Serious Adverse Event

Event Description FEVER, NIGHT SWEATS
Preferred term BT, FEEL
AE Onset Date / Rx Day 2/ 239 (42 DAYS AFTER LAST TREATMENT)
Age at AE Onset 3I
Laboratory Testing
NOT REPORTED
Microbiology
NOT REPORTED
137
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SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 247 (50 DAYS AFTER LAST TREATMENT)

Duration of AE 9 DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology WORSENING OF UNDERLYING DISEASE IS THE MOST
PROBABLE CAUSE

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auegrix, | okt F—2 V7)) ThHY, EELEEERZORILOEITAED b
Ni-., BEEIT IR, EBEMERIER (extensive colitis [JREFghEE L 0 OIS RIENI K] &
KGR ROEBRER TH -7,

il =B REROEITSARD bR,

gL, 2o =8 P, BEROEITEEE L,

The patient's past medications include:
ENTOCORT KLIST for ULCERATIVE COLITIS ||l 20l - I 20

ENTOCORT KPS for ULCERATIVE COLITIS (il 2o - N 20

Causality for HUMIRA (Open Label)
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1) Fever (10016558)(Pyrexia (10037660) ) [v.19.0] [10016558]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TRBRIKIEA IC K D IRRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

2) Night sweats (10029410) (Night sweats (10029410) ) [v.19.0] [10029410]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TRBRIKIEA IC L D IRRBIMRHE AL U7 F) B L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of FEVER, NIGHT SWEATS

- Investigator: Worsening of underlying disease is the most probable cause.

- AbbVie: THE EVENT COULD BE RELATED TO REPORTED LATENT TB.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
IAdverse IDiscontinuation of Study Interest
[Event IDrug

L PP SRRk X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK SI MALE White

Medical History Onset Year

MYOCARDIAL INFARCTION 20.

GASTROESOPHAGEAL REFLUX DISEASE NOT REPORTED

OTHER: EXANTHEMA WHOLE BODY NOT REPORTED

OTHER: HYPERTENSION NOT REPORTED

OTHER: HYPERURICEMIA NOT REPORTED

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER 1 PACKS 15 20.

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB HIGHER 160/160/160/160/40 EW/EW/EW/EW/EO ol Rl 40

INDUCTION DOSE MG 1 40

ADALIMUMAB 40 MG 40 MG EW A A s

EVERY WEEK 56 61
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
LEKOVIT CA 1 DF (dosage form) QD Y-M: 20.
MESALAZINE 4 g (gram(s)) QD v-M: 20}
INFLIXIMAB NOT REPORTED Other: EVERY 6 WEEKS Y-M: 20jHli
BUDESONIDE 3 mg (milligram(s)) BID Y-M: 20.
ACETYLSALICYLIC ACID 100 mg (milligram(s)) QD v-M: 20 H}
ATORVASTATIN 80 mg (milligram(s)) QD v-M: 20 H}
BISOPROLOL 2.5 mg (milligram(s)) BID y-M: 20l
RAMIPRIL 10 mg (milligram(s)) QD v-M: 20 H
AKTIFERRIN COMP 1 DF (dosage form) QD v-M: 20 H
PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20 i}/ -186
CYANOCOBALAMIN 1000 meg (microgram(s)) QD v-M: 20}/ 94
FUROSEMIDE 40 mg (milligram(s)) PRN v-M: 20}/ 94
HOMEOPATHIC PREPARATION 5 gtt (drop(s)) BID y-M: 20 i}/ 94
ASCORBIC ACID 1000 mg (milligram(s)) QD y-M: 20fjHl} 7 -57
ALLOPURINOL 150 mg (milligram(s)) Other: ONCE A WEEK  Y-M: 20j i} -33
BUDESONIDE 3 mg (milligram(s)) TID y-M: 20}/ 21
TRANSIPEG 4.5 L (litre(s)) QD y-M: 20}/ -10
LISINOPRIL 10 mg (milligram(s)) QD y-M: 20}/ -9

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month Stop Year-Month /
/ RX Day RX Day
LEKOVIT CA 1 DF (dosage form) QD Y-M: 20. ONGOING
MESALAZINE 4 g (gram(s)) QD y-M: 20f] ONGOING
ACETYLSALICYLIC ACID 100 mg (milligram(s)) QD v-M: 20}  onGoiNnG
ATORVASTATIN 80 mg (milligram(s)) QD y-M: 20l  oNGoING
BISOPROLOL 2.5 mg (milligram(s)) BID y-M: 20l  oNGonG
RAMIPRIL 10 mg (milligram(s)) QD y-M: 20l  onGoiNnG
AKTIFERRIN COMP 1 DF (dosage form) QD y-M: 20l  oNGoInG
PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20 i}/ - oNGoING
186
CYANOCOBALAMIN 1000 mcg (microgram(s)) QD y-M: 20}/ - ONGOING
94
FUROSEMIDE 40 mg (milligram(s)) PRN y-M: 20fHl}/ - oNGoING
94
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HOMEOPATHIC

PREPARATION

ASCORBIC ACID

ALLOPURINOL

BUDESONIDE

LISINOPRIL
BUDESONIDE

BUDESONIDE

THOMAPYRIN N

SUCRALFATE

5 gtt (drop(s))

1000 mg (milligram(s))

150 mg (milligram(s))

3 mg (milligram(s))

10 mg (milligram(s))
3 mg (milligram(s))

3 mg (milligram(s))

1 DF (dosage form)

1 DF (dosage form)

BID

QD
Other: ONCE A

WEEK
TID

QD
BID

QD

QD

PRN

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Y-M:

94

Y-M:

57
Y-M
33
Y-M
21

Y-M:
Y-M:

27
Y-M
35
Y-M
51

Y-M:

68

20}/ - oNGoING
20JHl}/ - oNGoING

20fHll/ - onGoInG
20 H - y-M: 20l 26

20/ -oy-M: 20}/ 28
0 y-M: 20 R 34

20 H y-M: 20l 40
20 H y-m: 20 ) 52

20/ y-M: 20}/ 70

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

LOW GRADE DYSPLASIA IN RECTUM

JT 2R S Ak

-0l 50

1

0l (Rx DAY 176): POLYPECTOMY: POLYP COMPLETELY REMOVED.
176 (115 DAYS AFTER LAST TREATMENT)

AE Stopped Rx Day
Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

121 DAYS
Moderate

Discontinued Study Drug Due to the Event YES
IMPORTANT MEDICAL EVENT REQUIRING MEDICAL OR

SAE Criteria

SURGICAL INTERVENTION

No reasonable possibility

ULCERATIVE COLITIS
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Generated: -2(. :02:12
Program Source Code: || .

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, | moOBEME F—2 V7)) THY, EELEEFROBMRE RV
v,

Wil =) 8 P r. mmEERpgsEosne, 2o A B0, EeEE R kiEE
L7,

B 8 O NS mER LR CREEARD b, 20 =LA P, wmE AR L
oo NBEEEIZZ2 S, RERICENET 2 U 27 KL UTIHEEBERIBARET 6N D5, BIEK
B OB 0 EFRIC BT 2 Ik R OIERIE A DT, ARSI BIET 2 FREIZRI T
bote, wwmERne L, 2o e 8 P iRy —TasiisEEsh, Ky —F13s
aickrEane, 2= P e, R L.

TRIESE L LU C Sucralan (227 /v 7 7— hKF) 5 EShi-,

The patient's past medications include:

REMICADE for ULCERATIVE COLITIS (| 20l - I 2o

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Anal dysplasia (10059312) (Anogenital dysplasia (10051999)) [v.19.0] [10059312]

IEBREAEERNIC X2 KERBERHIE CGRAL U7 Fr) B RL

TRBRIKIEAE | L D IRRBIRHIE AL U7 Fr) B L

Dechallenge: Not Applicable
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Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of LOW GRADE DYSPLASIA IN RECTUM

- Investigator: Ulcerative colitis.

- AbbVie: The event is exacerbation of underlying disease of UC.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
IEvent Drug

TR X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK SI MALE White

Medical History Onset Year

EMPHYSEMA/CHRONIC OBSTRUCTIVE PULMONARY DISEASE: COPD GRADE GOLD 2  NOT REPORTED

OTHER: GAIT ABNORMALITY NOT REPORTED

Prior Procedures

Procedure Year

Colonoscopy

20l

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER 1.5 PACKS 34 20.

CIGARS NEVER

E-CIGARETTES NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG

HIGHER
INDUCTION
DOSE

ADALIMUMAB 4040 MG
MG EVERY
OTHER WEEK

EOW

ewEWEWEWEOW [l R
43

R Bl
57

218
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
SERETIDE 1 DF (dosage form) BID Y-M: 20.
TIOTROPIUM 2.5 mcg (microgram(s)) QD Y-M: 20.
MESALAZINE 4 g (gram(s)) QD v-M: 20jf]
PARACETAMOL 500 mg (milligram(s)) PRN v-M: 20j i}/ -197
PREDNISOLONE 75 mg (milligram(s)) QD y-M: 20 i}/ -82
METAMIZOLE 20 gtt (drop(s)) PRN v-M: 20j i}/ -74
TRANSIPEG 4 L (litre(s)) QD v-M: 20 i}/ -7
PROPOFOL 100 mg (milligram(s)) PRN y-M: 20}/ -6

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /
RX Day RX Day
SERETIDE 1 DF (dosage form) BID y-M: 20f] ONGOING
TIOTROPIUM 2.5 meg (microgram(s)) QD v-M: 20} ONGOING
MESALAZINE 4 g (gram(s)) QD y-M: 20f] ONGOING
PARACETAMOL 500 mg (milligram(s)) PRN y-M: 20} /- oNGoInG
197
METAMIZOLE 20 gtt (drop(s)) PRN y-M: 20} / -74 oNGoING
AMBROXOL 1 DF (dosage form) PRN Y-M: 20 i}/ 50 Y-M: 20jH}/ 69
SACCHAROMYCES 1 DF (dosage form) QD y-M: 20}/ 196Y-M: 20j} i}/ 203
BOULARDII
IBEROGAST 40 gtt (drop(s)) PRN y-M: 20fHl} / 1990NGOING

Event #1: Serious Adverse Event

Event Description GAIT ABNORMALITILY
Preferred term HBATIEE

AE Onset Date / Rx Day [ W PR

Age at AE Onset SI

Laboratory Testing

20l (Rx DAY 93): ANA: 1:640 [NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED; ANTIBODY
TITER OF DS: 33.3 [NOT REPORTED - NOT REPORTED] IU/ML; BORRELIEN SEROLOGY: POSITIV [NOT
REPORTED - NOT REPORTED] UNIT NOT REPORTED

Microbiology
NOT REPORTED
SAE Supplemental Procedure
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-2 (RX DAY 94): THROAX XRAY: NO PATHOLOGICAL FINDINGS; VEP: NORMAL VEP ON BOTH
SIDES; 20. (RX DAY 98): NEUROGRAPHY: NERVUS MDEIANUS RIGHT, NERVUS PERONEUS RIGHT,
NERVUS TIBIALIS LEFT, NERVUS SURALIS RIGHT: ALL WITHOUT PATHOLOGICAL FINDINGS

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology AS OF YET UNKNOWN, SUSPICION OF SPASTIC
PARAPARESIS

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, | moOBEM F—2 1LV 7)) THY, EEAEEFROSMTRENED LI,
PRS2 IR IL, TR RIS S OB PERASEVE TR (7 L — R 1 GOLD 2) Th oz, #ERe
FOTBYES (1 HM7-0 1546, BUEHIR 34 48) ThY, TAa—AERHF (1 BN~V 2 R
>R Thotz,

=R BrREsRD LN,

W = A 0. HRE TR OBEBIRO T O ARG LT, AR L O (AT T
X, BATRE OMIFET & TR o T, BIRR TREZIITE o Tuny, 20 #
AR, wsEITRE Lk,

The patient's past medications include:

APREDNISLON for ULCERATIVE COLITIS || 20l - I 20

Causality for HUMIRA (Blinded)
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1) Gait abnormal (10017573) (Gait disturbance (10017577) ) [v.21.0] [10017573]
BB EERNC X D RERERHE AL/ U2 Fr) BEERL
TRBR IS (- KX 2 IREREfRHIE CGBAlL /U2 F)  BEERL

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of GAIT ABNORMALITY

- Investigator: As of yet unknown, suspicion of spastic paraparesis.

- AbbVie: Event more likely related to pre-existing history of gait abnormality.

Relevant Laboratory & Other Diagnostic Tests

B 20l ANA: 1:640

I 20l ANTIBODY TITER OF DS: 33.3 IU/mL

I 20l BORRELIEN SEROLOGY: POSITIVE

I 20l NEUROGRAPHY: NERVUS MDEIANUS RIGHT, NERVUS PERONEUS RIGHT,

NERVUS TIBIALIS LEFT, NERVUS SURALIS RIGHT: ALL WITHOUT PATHOLOGICAL
FINDINGS
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I 20l THROAX XRAY: NO PATHOLOGICAL FINDINGS

I 20l VISUAL EVOKED POTENTIAL: NORMAL VEP ON BOTH SIDES

10
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  |[Death  [Event of
|Adverse IDiscontinuation of Study Interest
[Event IDrug

ST B EAE X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK6I FEMALE White

Medical History Onset Year

OSTEOPOROSIS 20l

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG

HIGHER
INDUCTION
DOSE

ADALIMUMAB 4040 MG
MG EVERY
OTHER WEEK

EWEWEWEWEOW [l ' Rl #
44

EOW

BR:R 5/l 260

316

11
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
METHYLPREDNISOLONE 32 mg (milligram(s)) QD y-M: 20f]
METHYLPREDNISOLONE 32 mg (milligram(s)) QD Y-M: 20.
MESALAZINE 3 g (gram(s)) QD y-M: 20}
MESALAZINE 4 g (gram(s)) QD y-M: 20l
BECLOMETASONE 5 mg (milligram(s)) QD y-M: 20}/ -188

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /
RX Day RX Day
MESALAZINE 3 g (gram(s)) QD y-M: 20l  onGong
BECLOMETASONE 5 mg (milligram(s)) QD y-M: 20f i} /- onGonG
188
PIROXICAM 20 mg (milligram(s)) PRN y-M: 20 i}/ 47 oNGoING
ZOLPIDEM 5 mg (milligram(s)) QD y-M: 20fjHl} / 1600NGOING
PARACETAMOL 1000 mg (milligram(s)) TID y-M: 20 i}/ 2120NGOING
TRAMADOL 50 mg (milligram(s)) BID y-M: 20}/ 212v-M: 20}/ 226
MELOXICAM 15 mg (milligram(s)) QD y-M: 20JJHl} 7 212v-M: 20 HI} 7 255
PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20}/ 212v-M: 20 i}/ 261

Event #1: Serious Adverse Event

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

BILATERAL GONARTHROSIS

ZE TN BRI IE

Bl 22

d

20l (Rx DAY 212): KNEE REPLACEMENT SURGERY: FAVORABLE EVOLUTION

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

215
4 DAYS
Moderate

No reasonable possibility

OSTEOPOROSIS

12
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Discontinued Study Drug Due to the Event NO
SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, o moktt (RAR—) ThY, EEHEFESO ML LB EE R
Hivie, BET B, BB RGR R OEHERE Ch oo, RS IEREE THY, 7
Na—HEBRE (1 BY%720 2 R V7R Tholz,

0l = 8 B r. s sh-, 0= A I, s
SEIEIEE L7,

Aggoxgnnat, 20 & | A osc L BEE OB & L CEBOKIRENR
HILTUW T,

o korEnRs o, 2o =18 P, #sEEAL, ATE Re B El
nEM SN, #Ereok2 pmAL, 20 &8 I 0 icBsamkcRp L,

BRI LTT NI ) 72, ArFT A, Pantomed, &8 Tradonal Odis 23f¢5- &4
72

Causality for HUMIRA (Blinded)

1) Gonarthrosis (10048794) (Osteoarthritis (10031161)) [v.20.1] [10048794]

13
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IEBREAEERNIC X2 RERBERHIE CGRAL U7 Fr) R L

TRBRIKIEA IC K D IRRBAMRHE AL/ U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of BILATERAL GONARTHROSIS

- Investigator: OSTEOPOROSIS

- AbbVie: RISK FACTORS INCLUDE SUBJECTS AGE AND OVERWEIGHT. ADDITIONALLY
PRE-EXISTING ULCERATIVE COLITIS INCREASES THE RISK OF OSTEOARTHRITIS.

14
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug
UGN X
it 2PN D X X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB TDM 2' FEMALE White
Medical History Onset Year
ANEMIA: DUE TO CONDITION UNDER STUDY 20.
COGNITIVE OR PSYCHIATRIC DISORDER: ANXIETY 20.
COGNITIVE OR PSYCHIATRIC DISORDER: DEPRESSION 20.
OTHER: INSOMNIA 20.
MIGRAINE HEADACHE: HEACACHES 20.
OTHER: CLOSTRIDIUM DIFFICILE INFECTION 20.
OTHER: HAIR LOSS 20l
KIDNEY DISORDER: PYELONEPHRITIS 20.
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
15
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB 160/0/80/0/40 MG EW/EWEWEWEOW [/ IR 2 +
STANDARD
INDUCTION DOSE
ADALIMUMAB TDM  40/40/160/40 MG~ EOWEW/EW/EW [ 55 IR0l 217 163
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
/ RX Day
DIMENHYDRINATE 50 mg (milligram(s)) Other: AS NEEDED Y-M: 20.
IRON 324 mg (milligram(s)) QD Y-M: 20.
VITAMIN B12 NOS 1000 mcg (microgram(s)) QD Y-M: 20.
AZATHIOPRINE 100 mg (milligram(s)) QD y-M: 20}
AZATHIOPRINE 100 mg (milligram(s)) QD y-M: 20}
PARACETAMOL 500 mg (milligram(s)) Other: AS NEEDED Y-M: 20.
AZATHIOPRINE 100 mg (milligram(s)) QD v-M: 20}
AZATHIOPRINE 150 mg (milligram(s)) QD y-M: 20
AZATHIOPRINE 200 mg (milligram(s)) QD y-M: 20
INFLIXIMAB 400 mg (milligram(s)) Other: EVERY 2 WEEKS v-M: 20}
INFLIXIMAB 400 mg (milligram(s)) Other: EVERY 8 WEEKS y-M: 20l
INFLIXIMAB 700 mg (milligram(s)) Other: EVERY 8 WEEKS y-M: 20l
FOLIC ACID 1 mg (milligram(s)) QD v-M: 20l
METHOTREXATE 25 mg (milligram(s)) Other: EVERY WEEK y-M: 20l
METHOTREXATE 25 mg (milligram(s)) Other: EVERY 7 DAYS y-M: 20
CALCIUM 1300 mg (milligram(s)) QD v-M: 20j i}
ERGOCALCIFEROL 1000 IU (international unit(s)) QD y-M: 20}
HYDROMORPHONE 4 mg (milligram(s)) Other: AS NEEDED Y-M: 20.-.
ZOPICLONE 15 mg (milligram(s)) Other: DAILY AT BEDTIME = Y-M: 20.-. /-
AS NEEDED 302
TEMAZEPAM 30 - 60 mg (milligram(s)) Other: DAILY AS NEEDED  Y-M: 20.-. /-
199
CENTRUM 1 TABLET QD y-M: 20 i}/ -
163
PREDNISONE 15 mg (milligram(s)) QD y-M: 20 i}/ -
111
PREDNISONE 10 mg (milligram(s)) QD y-M: 20 Hl}/ -
101

16
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PREDNISONE

SERTRALINE

PREDNISONE

HYDROMORPHONE

PICO-SALAX

FENTANYL

MIDAZOLAM

5 mg (milligram(s))

100 mg (milligram(s))

35 mg (milligram(s))

3 mg (milligram(s))

2 PACKETS

200 mcg (microgram(s))

10 mg (milligram(s))

QD

QD

QD

Other: AS NEEDED

Other: ONCE ONLY

Other: ONCE

Other: ONCE

v-m: 20 Hl}/ -

91

y-M: 20 Hl}/ -

34

v-m: 20 Hl}/ -

24

v-m: 20 Hl}/ -

20

y-M: 20 Hl}/ -

16

v-m: 20 Hl}/ -

15

v-M: 20fHl}/ -

15

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year- Stop Year-
Drug) Month /RX  Month / RX Day
Day
VITAMIN B12 NOS 1000 meg (microgram(s)) QD v-M: 20f] ONGOING
IRON 324 mg (milligram(s)) QD y-M:20f]  y-m: 20l
108
DIMENHYDRINATE 50 mg (milligram(s)) Other: AS NEEDED y-M:20f] - 20}/
281
PARACETAMOL 500 mg (milligram(s)) Other: AS NEEDED v-M: 20ff]  ONGOING
FOLIC ACID 1 mg (milligram(s)) QD y-M: 20 i} oNGoING
METHOTREXATE 25 mg (milligram(s)) Other: EVERY 7 DAYS  Y-M: 20fHil] Y-M: 20jHI}/
219
ERGOCALCIFEROL 1000 TU (international unit(s)) QD v-M: 20j ] onGoINnG
CALCIUM 1300 mg (milligram(s)) QD y-M: 20 ] Y-M: 20}/
108
HYDROMORPHONE 4 mg (milligram(s)) Other: ASNEEDED  Y-M: 20f i} Y-M: 20jHl}/
281
ZOPICLONE 15 mg (milligram(s)) Other: DAILY AT v-M: 20} oNnGoInG
BEDTIME AS NEEDED /-302
TEMAZEPAM 30 - 60 mg (milligram(s)) Other: DAILY AS v-M: 20j ] oNGoING
NEEDED /-199
CENTRUM 1 TABLET QD y-M: 20} Y-M: 20}/
/-163 108
SERTRALINE 100 mg (milligram(s)) QD v-M: 20j} onGoInG

/-34

17
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HYDROMORPHONE 3 mg (milligram(s)) Other: AS NEEDED y-M: 20l Y-M: 20}/
/-20 219
LORAZEPAM 1 mg (milligram(s)) PRN v-M: 20jHl} Y-M: 20JHl}/
/65 95
PREDNISONE 5 mg (milligram(s)) QD y-M: 20l Y-M: 20}/
/72 78
PREDNISONE 2.5 mg (milligram(s)) QD y-M: 20fHl v-M: 20 HI}/
/79 85
CIPROFLOXACIN 500 mg (milligram(s)) BID v-M: 20jHl} Y-M: 20JHl}/
/99 109
DIMENHYDRINATE 25 mg (milligram(s)) Other: ONCE y-M: 20l Y-M: 20}/
/108 108
KETOROLAC 30 mg (milligram(s)) Other: ONCE y-M: 20l Y-M: 20}/
/108 108
VITAMINS NOS 1 TABLET QD v-M: 20jf} onGonG
/109
HYDROMORPHONE 2 mg (milligram(s)) Other: ONCE y-M: 20 ] Y-M: 20}/
/109 109
HYDROMORPHONE 3 mg (milligram(s)) Other: ONCE y-M: 20 i} Y-M: 20}/
/109 109
METHYLPREDNISOLONE 125 mg (milligram(s)) Other: ONCE v-M: 20jHl} Y-M: 20JHl}/
/109 109
PREDNISONE 30 mg (milligram(s)) QD y-M: 20 ] Y-M: 20}/
/109 110
IRON 300 mg (milligram(s)) BID y-M: 20jHl v-M: 20 Hl}/
/109 120
CALCIUM 650 mg (milligram(s)) QD v-M: 20jHl} Y-M: 20Hl}/
/109 125
CYCLOBENZAPRINE 10 mg (milligram(s)) Other: BID PRN y-M: 20l Y-M: 20}/
/125 128
ONDANSETRON 8 mg (milligram(s)) Other: BID PRN y-M: 20l Y-M: 20}/
/125 128
CALCIUM 1300 mg (milligram(s)) QD v-M: 20jHl} Y-M: 20JHl}/
/126 219
NITROFURANTOIN 100 mg (milligram(s)) BID y-M: 20l Y-M: 20}/
/128 135
LOPERAMIDE 2 mg (milligram(s)) Other: PRN-AS NEEDED Y-M: 20} oNGoING
/136
CIPROFLOXACIN 500 mg (milligram(s)) BID v-M: 20jHl} Y-M: 20JHl}/
/182 196
METRONIDAZOLE 500 mg (milligram(s)) TID y-M: 20l Y-M: 20}/
/182 196
18
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DIMENHYDRINATE

HYDROMORPHONE

HYDROMORPHONE

EL-4

HYDROMORPHONE

HYDROMORPHONE

METHOTREXATE

FENTANYL

MIDAZOLAM

METRONIDAZOLE

METRONIDAZOLE

METHYLPREDNISOLONE

METHYLPREDNISOLONE

CLONAZEPAM

CLONAZEPAM

METRONIDAZOLE

FUROSEMIDE

PREDNISONE

FUROSEMIDE

FENTANYL

FUROSEMIDE

25 TO 50 mg (milligram(s))

2 mg (milligram(s))
3 mg (milligram(s))
125 ML/HOUR mL
(millilitre(s))

6 mg (milligram(s))

4 mg (milligram(s))

12.5 mg (milligram(s))

100 mcg (microgram(s))

5 mg (milligram(s))

250 mg (milligram(s))

500 mg (milligram(s))

20 mg (milligram(s))

40 mg (milligram(s))

1 mg (milligram(s))

1 mg (milligram(s))

500 mg (milligram(s))

20 mg (milligram(s))

50 mg (milligram(s))

20 mg (milligram(s))

12 mcg (microgram(s))

20 mg (milligram(s))

PRN

PRN

BID

Other: 125 ML/HOUR

BID

PRN

Other: EVERY 7 DAYS

QD

QD

QID

TID

Y-M
/220
Y-M
/220
Y-M
/220
Y-M
/220
Y-M
/221
Y-M
/222
Y-M
/223
Y-M
/224
Y-M
/224
Y-M
/224

v-M: 20j i} y-M:

/225

Other: EVERY 8 HOURS Y-M

/225

Other: EVERY 8§ HOURS Y-M

BID

Other: PRN

TID

Other: ONCE

QD

Other: ONCE

Other: EVERY 3 DAYS

Other: ONCE

/229

/229

/229

/230

v-M: 20j ] y-M:

/234

y-M: 20 Hl y-m:

/234

y-M: 20 H y-M:

/238

v-M: 20j i} y-M:

/239

y-M: 20 H y-M:

/240

20 Y-
22
: 20.-. Y-
22

0

1

20 Hl y-M:
221

20 Y-
22

5

: 20.-. Y-M:

222

20 Hl y-m:

222

M:

M:

M:

20lHl/
20[Hl/
20 R/
20lHl/
20[Hl/
20 R/

- 20fHl} oNGoING

: 20.-. Y-M:

224

20 Hl y-m:

224

20 Hl y-M:

225

226

20 Hl y-M:
22

9

20 Hl y-M:

233

v-M: 20j i} y-M:
27

7

y-M: 20 H y-M:
27

7

y-M: 20fHl y-m:
23

7

234

251

238

245

240

20[HR/
20lHl/
20Hl/
20HR/
20lHl/
20 R/
20[Hl/
20 R/
20 R/
20[HR/
20 R/
20lHl/
20[Hl/
20 R/
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METHYLPREDNISOLONE 40 mg (milligram(s))

FENTANYL

FUROSEMIDE

PREDNISONE

NYSTATIN

FUROSEMIDE

CALCIUM

RANITIDINE

FENTANYL

PREDNISONE

DALTEPARIN

ZINC

FENTANYL

FENTANYL

FLUCONAZOLE

CEFTRIAXONE

PREDNISONE

POTASSIUM

HYDROMORPHONE

POTASSIUM

FENTANYL

25 mcg (microgram(s))

20 mg (milligram(s))

40 mg (milligram(s))

500,000 UNITS

20 mg (milligram(s))

1200 mg (milligram(s))

150 mg (milligram(s))

37 mcg (microgram(s))

35 mg (milligram(s))

5000 UNITS

50 mg (milligram(s))

12-25 mcg (microgram(s))

25 mcg (microgram(s))

100 mg (milligram(s))

1 g (gram(s))

30 mg (milligram(s))

25 mcg (microgram(s))

4 mg (milligram(s))

2 TABLETS

62 mcg (microgram(s))

Other: EVERY 8§ HOURS Y-M

Other: EVERY 3 DAYS

Other: ONCE

QD

QID

Other: ONCE

QD

QD

Other: EVERY 3 DAYS

QD

QD

QD

Other: EVERY 3 DAYS

Other: EVERY 3 DAYS

QD

Other: EVERY 24
HOURS

QD

QD

QD

BID

Other: EVERY 3 DAYS

/241

Y-M
/248

Y-M
/250

Y-M
/250

Y-M
/251

Y-M
/252

Y-M
/253

Y-M
/255

Y-M
/257

Y-M
/257

Y-M
/257

Y-M
/258

Y-M
/259

Y-M
/259

Y-M
/259

/262

v-M: 20j i} y-M:

/264

y-M: 20 Hl y-m:

/268

y-M: 20fHl y-M:

/269

v-M: 20j i} y-M:

/269

y-M: 20 H y-M:

/270

20 Hl y-M:

250

: 20.-. Y-M:
2

54

20 Hl y-m:

250

20fHl y-M:

256

: 20.-. Y-M:
25

8

20 Hl y-M:

252

20 Hl y-M:
27

3

: 20.-. Y-M:

277

20 Hl y-m:

259

20 Hl y-M:

263

: 20.-. Y-M:

269

20 Hl y-M:

276

20 Hl y-M:

268

: 20.-. Y-M:
27

1

20 Hl y-M:
27

1

y-M: 20fH y-M:
27

1

271

269

278

281

278

20 R/
20[Hl/
20 R/
20 R/
20[HR/
20 R/
20 R/
20[HR/
20 R/
20 R/
20[HR/
20 R/
20 R/
20Hl/
20 R/
20 R/
20[Hl/
20 R/
Y
20[Hl/
20 R/

20
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PREDNISONE 25 mg (milligram(s)) QD y-M: 20jHl v-M: 20fHI}/
1272 276

CALCIUM 500 mg (milligram(s)) QD v-M: 20jHl} Y-M: 20JHl}/
/273 276

Event #1: Serious Adverse Event

Event Description URINARY RETENTION
Preferred term SR A

AE Onset Date / Rx Day -20. /108

Age at AE Onset 2'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
IR0l (Rx DAY 109): INSERTION OF URETHRAL CATHETER: CATHETER REMOVED [ 20l

AE Stopped Rx Day 128

Duration of AE 21 DAYS

Severity Moderate

Relation to Study Drug by Investigator Reasonable possibility

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #2: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description WORSENING ULCERATIVE COLITIS
Preferred term it AN

AE Onset Date / Rx Day 20l 220 3 DAYS AFTER LAST TREATMENT)
Age at AE Onset 2'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

2 (Rx DAY 219): EKG: NORMAL SINUS RHYTHM; |20} RX DAY 220): ABDOMINAL XRAY,
MULTIPLE VIEWS UP TO 3: NORMAL

AE Stopped Rx Day 278 (61 DAYS AFTER LAST TREATMENT)
Duration of AE 59 DAYS
21
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Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology WORSENING DISEASE

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Az,  mokt: ¥ ThY, EEREEFERORENRD b, BT 5
RIEIL, TEEMERIEAR (extensive colitis [ A AR X 0 OMANC RIEN I K ]/ ERIGRM) KO
BEERTHo T,

20l =0 BB R D, BERE I, A, S, S ORI A R
2=, 2 = AP . wmEaasiLe, 2 =8 P rorsite, RiEgEyT—7
nnasne, 2= AR e gmEais e =l AR e 7T nkE
snrz, 20 = B, REREE -,

JR¥E3E L LT Hydromorph Contin (b R €17 # V) , Gravol (P A B RV J—
K, B REENLT 4, KO Toradol N5 X7,

Causality for HUMIRA (Open Label)

1) Urinary retention (10046555) (Urinary retention (10046555) ) [v.18.0] [10046555]
BREALEMIC X 2 RRBERHE GERL U7 Fr)  BEH Y
BBRIEA I L D RRBRHIE GEAL U7 F)  BEH D

Dechallenge: Not Applicable

22
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Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of URINARY RETENTION
- Investigator: N/A

- AbbVie: N/A

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Aucgrix, | mokt: (¥ ThY, BEREEFEROBBMERELOBE(LAFED 5
Nz, BT DL, EEEREA ThH T,

o ES DIl ERR SN Pk (davctory el K BEN BN IESN Pk
fBiEE Uiz,

R OBIEIC L2 E I RECh-o7, 20 = A | B, kR ovEmsEL L
T, WBREIRARRELZZ LEn, ARcEES -k, 20 &= 0. sk
W2 DIERBAL DT, WRFIIABE L, FARNERIE, SHIRNEURE L, K OBEA 5 237
pii-, 20 =) PP, wmEEL-,

B LTy T, #igh, Zvary—, 7 MU TXY L, T80 2, K-Lyte,
Slow-K (kB VT L), FTARXTF L, 72X =)Ly FHl|, prednisone, 7 2 E/XA,
AFNT VL R=ynry, yav7adxHhr, B ReE/L 74, Gravol (VA bE KU F—
R) , Flagyl (X ha=FY—1) , ROT=FIJrighShi,

The patient's past medications include:

23
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AZATHIOPRINE for ULCERATIVE COLITIS (il 20 - N 2. T 28 - I
L §  pU R PUY PUR RL Y REULE BLJ

INFLIXIMAB for ULCERATIVE COLITIS (il 20l - I 20l I 28 - B 2B
>l - -

PREDNISONE for PROPHYLACTIC FOR ULCERATIVE COLITIS and PROPHYLACTIC FOR

urcerative covrrrs (N 2o - NN o, I - - I - I -l - I
%] BN EY O BE EY BEEIET BE
BT BEE EI BEE K]

CIPROFLOXACIN for URINARY TRACT INFECTION and INCREASED BLOODY DIARRHEA

(I >0l - I >l

ONDANSETRON for NAUSEA RELATED TO ULCERATIVE COLITIS and NAUSEA RELATED

TO ULCERATIVE COLITIS (i 20l - I 20

Causality for HUMIRA (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.20.0] [10009901]

IEBREAEERINIC & 2 KERBIRHIE CGEAL U7 Fr) B L

TRBRIEA 1 X D IRERBIRFIE BRI U7 Fr)  BEER L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Open Label)

24
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Event of WORSENING ULCERATIVE COLITIS

- Investigator: Worsening disease

- AbbVie: Patient presenting with worsening of gastrointestinal signs leading to hospitalization. Possible

worsening of ulcerative colitis.

25
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

I a=E) X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 5' MALE White

Medical History Onset Year

OTHER: ANXIETY

OTHER: BILATERAL WRIST FRACTURE SECONDARY TO MOTORCYCLE ACCIDENT

SURGERY: VASECTOMY
ARTHRALGIA

EYE DISEASE/DISORDER: BILATERAL FUCHS DYSTROPHY OF CORNEA
GASTROESOPHAGEAL REFLUX DISEASE: INTERMITTENT HEARTBURN

OTHER: HEADACHES
SLEEP APNEA

CLOTTING/BLEEDING PROBLEMS: PROTEIN C DEFICIENCY

Prior Procedures

19
19

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER 0.5 PACKS 40 20|
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL FORMER Less than 2 drinks

26
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [ ' IRl 4 #
HIGHER
INDUCTION
DOSE
ADALIMUMAB 4040 MG EW R Bl o
MG EVERY 56 358
WEEK
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
AZATHIOPRINE 100 mg (milligram(s)) QD v-M: 20j i}
DICYCLOVERINE 10 mg (milligram(s)) PRN y-M: 20f]
LOPERAMIDE 2 mg (milligram(s)) PRN Y-M: 20.
AZATHIOPRINE 100 mg (milligram(s)) QD v-M: 20j i}
FOLIC ACID 1 mg (milligram(s)) QD y-M: 20l
METHOTREXATE 25 mg (milligram(s)) Other: WEEKLY Y-M: 20.-.
METHOTREXATE 25 mg (milligram(s)) Other: WEEKLY  Y-M: 20jHl}
CALCIUM CARBONATE 2 TABLETS PRN y-M: 20f]
METHOTREXATE 20 mg (milligram(s)) Other: WEEKLY Y-M: 20.-.
METHOTREXATE 15 mg (milligram(s)) Other: WEEKLY  Y-M: 20jHl}
PARACETAMOL 2 TABLETS PRN y-M: 20f]
ACETYLSALICYLIC ACID 81 mg (milligram(s)) QD y-M: 20l
PICO-SALAX 1 PACKET BID y-M: 20}/ 23
FENTANYL 100 mcg (microgram(s)) QD y-M: 20 i}/ 22
MIDAZOLAM 7 mg (milligram(s)) QD y-M: 20 i}/ 22
CALCIUM 650 mg (milligram(s)) BID y-M: 20}/ 21
ERGOCALCIFEROL 1000 IU (international unit(s)) QD y-M: 20 i}/ 21
MESALAZINE 4.8 g (gram(s)) QD y-M: 20 i}/ 21
PREDNISONE 5 mg (milligram(s)) QD y-M: 20}/ 21
RIVAROXABAN 20 mg (milligram(s)) QD y-M: 20 i}/ 21
SODIUM PHOSPHATE 133 mL (millilitre(s)) QD y-M: 20 i}/ -8
LORAZEPAM 1 mg (milligram(s)) PRN y-M: 20 HI}/ -1

27
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Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month Stop Year-Month /

Drug) / RX Day RX Day

DICYCLOVERINE 10 mg (milligram(s)) PRN y-M: 20f] ONGOING

LOPERAMIDE 2 mg (milligram(s)) PRN v-M: 20ff} ONGOING

CALCIUM CARBONATE 2 TABLETS PRN v-M: 20ff} ONGOING

PARACETAMOL 2 TABLETS PRN y-M: 20f] ONGOING

CALCIUM 650 mg (milligram(s)) BID y-M: 20 i}/ - oNGoING
21

ERGOCALCIFEROL 1000 IU (international unit(s)) QD v-M: 20}/ - oNGoING
21

MESALAZINE 4.8 g (gram(s)) QD v-M: 20}/ - oNGoING
21

LORAZEPAM 1 mg (milligram(s)) PRN y-M: 20 i}/ - oNnGoING
1

ACETYLSALICYLIC ACID 81 mg (milligram(s)) QD v-M: 20} Y-M: 20 HI} 7 245
43

CEFAZOLIN 1 g (gram(s)) QD v-M: 20l Y-M: 20 ) 244
244

FENTANYL 50 mcg (microgram(s)) Other: ONCE  Y-M: 20.-./ Y-M: 20.-. /244
244

HEPARIN 5000 UNITS BID v-M: 20} y-M: 20}/ 244
244

ONDANSETRON 4 mg (milligram(s)) PRN v-M: 20l Y-M: 20 i} 244
244

HYDROMORPHONE 0.5 - 1.0 mg (milligram(s)) PRN y-M: 20 y-M: 20 ) 245
244

HYDROMORPHONE 1-2 mg (milligram(s)) PRN v-M: 20} Y-M: 20jHI} 7 245
244

METOCLOPRAMIDE 10 mg (milligram(s)) PRN y-M:20fHll/ y-M: 20/ 245
244

MORPHINE 2.5-7.5 mg (milligram(s)) PRN y-M: 20 y-M: 20 ) 245
245

FENTANYL 12.5-25 mcg (microgram(s)) PRN v-M: 20}/ Y-M: 20jHI}/ 249
245

ONDANSETRON 8 mg (milligram(s)) PRN v-M: 20l Y-M: 20}/ 249
245

Event #1: Serious Adverse Event

Event Description LEFT PATELLA FRACTURE

Preferred term [ S E

28

547



obbvie 78yL4<7
276 AROFRBOELED

AE Onset Date / Rx Day -20. /243
Age at AE Onset 6'
Laboratory Testing

2 (RX DAY 248): HIGH-SENSITIVITY C-REACTIVE PROTEIN: 89 [5 - NOT REPORTED] MG/L;
(RX DAY 250): HEMOGLOBIN: 117 [140 - 180] G/L; RED BLOOD COUNT: 3.8 [4.4 - 5.9] X10"12/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

-20. (RX DAY 245): OPEN REDUCTION INTERNAL FIXATION LEFT PA: SUCCESSFUL; KNEE X-RAY:
TWO K-WIRES AND A TENSION BAND SUTURE ARE SEEN TRANSFIXING THE PATELLAR FRACTURE.
ALIGNMENT ON THESE IMAGES APPEARS NEAR ANATOMIC,; -20. (RX DAY 253): LEFT LEG VEIN
ULTRASOUND: COLOR FLOW, COMPRESSION AND AUTMENTATION STUDIES OF THE VEINS OF THE LEFT
LOWER EXTREMITY WERE PERFORMED FROM THE LEVEL OF THE COMMON FEMORAL VEIN TO THE
LEVEL OF THE POPLITEAL VEIN. PORTIONS OF THE P

AE Stopped Rx Day 245

Duration of AE 3 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology FELL AND INJURED LEFT KNEE

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Augrix, ] moBM (hF¥) ThY, BELEEEROLEBETEINED bR,
BET 2L, e TR Lo W RS IT, AN R, R OB ThH
ST, BREFILTEL (1 024720 0.55, BN 40 ) Th o7,

Wl =N B0 muEeersroons, =1 0. EuEEEREEE L,

0l =18 B 7 #EBREIER A — FRICEE L, ORI R OIERAER0 bk,
0l =B P WEBREEABL, X BREORE, ERETEITNRD DL, 20 = 5
B cpsgosnmkg@EersT L 2= R0, wseEERs e,
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R L LTy rm a4, sennosides, Percocet, ~~/3U >, Ancef (&t 77> U )
FUVDA), ERREALT Yy, FrvFZrvbhay, B av i ygsl, 7= %=/, Tylenol
regular (72 7/ 7=r) , ¥/U7/X) 2, Maxeran (A hZ7 773 FR), KOELE R
Bh- I,

The patient's past medications include:

AzATHIOPRINE for ULCERATIVE cOLITIS (il 20l - N 20 I 28 - Tl
20

FOLIC ACID for NUTRITIONAL SUPPLEMENT ([l 20l - N 2ol

METHOTREXATE for ULCERATIVE COLITIS (il 20l - N 20 TN 2ol -
I -l I >0l - >0l ol - ol

PREDNISONE for ULCERATIVE COLITIS (il 20l - I} 20l I 208 - B 28
I >0l - I >0l

RIVAROXABAN for ANTICOAGULANT PROPHYLAXIS (i 20l - I 20

Causality for HUMIRA (Open Label)

1) Patella fracture (10034122)(Patella fracture (10034122) ) [v.19.0] [10034122]

IBBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L

IRBRICEA | X D IRERBIRFIE BRI U7 Fr)  BEER L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

30
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Event of LEFT PATELLA FRACTURE

- Investigator: Fell and injured left knee.

- AbbVie: The cause of the event is an injury of the subject.

Relevant Laboratory & Other Diagnostic Tests

- 20. Knee X-ray:

Two K-Wires and a tension band suture are seen transfixing the patellar fracture. Alignment on these

images appears near anatomic.

- 20. knee xray: patella fracture
- 20. left leg vein ultrasound:

Color flow, compression and augmentation studies of the veins of the left lower extremity were
performed from the level of the common femoral vein to the level of the popliteal vein. Portions of the
posterior tibial and peroneal veins in the calf were also visualized. There is no evidence of deep venous

thrombosis. No mass or fluid collection was identifies in the soft tissues.

31
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

T A b A JEY X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK3I FEMALE White

Medical History Onset Year

HEARING DISORDER: HEARING DEFICIT
OSTEOARTHRITIS: IN JAW

OTHER: ENVIRONMENTAL ALLERGY
OTHER: ENDOMETRIOSIS

ARTHRALGIA: ANKLES, HIPS, AND WRIST
GASTROESOPHAGEAL REFLUX DISEASE
OTHER: BURSITIS IN HIP

OTHER: C-DIFF POSITIVE

Prior Procedures

Procedure Year

Colonoscopy

20l

Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
32
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [/ IRl #

HIGHER 43

INDUCTION

DOSE

ADALIMUMAB 4040 MG EOW B R v«

MG EVERY 57 170

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /

RX Day

IBUPROFEN 400 mg (milligram(s)) PRN v-M: 19}

PARACETAMOL 650 mg (milligram(s)) PRN y-M: 19l

GLUCOSAMINE 1000 mg (milligram(s)) QD y-M: 19}

MESALAZINE 1600 mg (milligram(s)) BID v-M: 19}

ERGOCALCIFEROL 2000 IU (international unit(s)) QD y-M: 20f]

VITAMINS NOS 1 DF (dosage form) QD y-M: 20f]

AZATHIOPRINE 100 mg (milligram(s)) QD v-M: 20ff}

PROBIOTICS 2 DF (dosage form) QD y-M: 20f]

FISH OIL 300 mg (milligram(s)) BID y-M: 20f]

COLYTE 1 BOTTLE Other: ONCE y-M: 20 HI}/ -32

FENTANYL 100 mcg (microgram(s)) Other: ONCE y-M: 20 i} 31

MIDAZOLAM 5 mg (milligram(s)) Other: ONCE y-M: 20 i}/ 31

VANCOMYCIN 125 mg (milligram(s)) QID y-M: 20JHI}/ 28

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year- Stop Year-Month
Drug) Month/RX  /RX Day
Day

IBUPROFEN 400 mg (milligram(s)) PRN v-M: 19} oNGoiNG
PARACETAMOL 650 mg (milligram(s)) PRN y-M: 19} oNGoING
GLUCOSAMINE 1000 mg (milligram(s)) QD Y-M: 19. ONGOING
MESALAZINE 1600 mg (milligram(s)) BID Y-M: 19. ONGOING
ERGOCALCIFEROL 2000 IU (international unit(s)) QD Y-M: 20. ONGOING
VITAMINS NOS 1 DF (dosage form) QD Y-M: 20. ONGOING
PROBIOTICS 2 DF (dosage form) QD Y-M: 20. ONGOING
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AZATHIOPRINE

FISH OIL
DESLORATADINE

MOMETASONE

COLESTYRAMINE

HYOSCINE

PREDNISONE

PREDNISONE

PREDNISONE

PREDNISONE

PREDNISONE

MESALAZINE

DALTEPARIN

NYSTATIN

100 mg (milligram(s))

300 mg (milligram(s))
5 mg (milligram(s))

1 APPLICATION

4 g (gram(s))

10 mg (milligram(s))

30 mg (milligram(s))

25 mg (milligram(s))

20 mg (milligram(s))

17.5 mg (milligram(s))

15 mg (milligram(s))

4 g (gram(s))

5000 IU/kg (IU/kilogram)

QD

BID
QD

QD

QD

PRN

QD

QD

QD

QD

QD

Other: EVERY
THREE DAYS

QD

600,000 IU (international unit(s)) TID

Event #1: Serious Adverse Event

Y-M:
Y-M:

16

Y-M:

62

Y-M:

109

115
Y-M
136
Y-M
143

Y-M:

150

Y-M:

157

Y-M:

164

Y-M:

167

Y-M:

167

Y-M:

167

i EEREVEH !

165
20f] oNGoING

20/ oNGoING
20/ oNGOING
20JHl/ oNGoING

20 HE y-M: 20 I/
14

1

20 H y-M: 20 I/

142

20 y-m: 20 )/

149

20/ y-M: 20/

156

20/ y-M: 20/

163

20JHR/ y-Mm: 20 HI/

170

20/ y-M: 20/

167

20l y-m: 20/

168

20JHR/ y-M: 20 HI/

170

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset
Laboratory Testing

VIRAL INFECTION
A I A JE Y
IR0l 166
£

20l (RX DAY 166): ALANINE AMINO TRANSFERASE (SGPT/ALT): 121 [0 - 50] U/L; ALKALINE

PHOSPHATASE: 20 [30 - 130] U/L; ASPARTATE AMINO TRANSFERASE (SGOT/AST): 158 [0 - 40] U/L; WHITE

BLOOD COUNT: 1.7 [4 - 11] X10"9/L; rzol (RX DAY 167): PLATELET COUNT: 127 [140 - 450] X10"9/L;
(

UREA: 1.1 2.5 - 8) MMOL/L; [l

RX DAY 168): WHITE BLOOD COUNT: 2.8 [4

-111x10°L; | Ol

(RX DAY 169): ALANINE AMINO TRANSFERASE (SGPT/ALT): 74 [0 - 50] U/L; UREA: 2.6 [2.5 - 8] MMOL/L,;
WHITE BLOOD COUNT: 3.6 [4 - 11] X10"9/L; -20. (RX DAY 170): ALKALINE PHOSPHATASE: 29 [30 -
130] U/L; ASPARTATE AMINO TRANSFERASE (SGOT/AST): 108 [0 - 40] U/L; PLATELET COUNT: 181 [140 - 450]
X1079/L; WHITE BLOOD COUNT: 5.3 [4 - 11] X10"9/L
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Microbiology

0l (RX DAY 44): Urine URINE BACTERIAL CULTURE: N; [J20l] RX DAY 167): Urine URINE
BACTERIAL CULTURE: P-1X10E6 CFU/L GRAM POSITIVE COCCI; Blood BLOOD BACTERIAL CULTURE: N;
Stool C-DIFF: N

SAE Supplemental Procedure
20l (RX DAY 166): CHEST ERECT PA AND LATERAL: NORMAL CHEST; ABDOMINAL X-RAY, 2 OR
MORE PROJECTIONS: RADIOGRAPHICALLY UNREMARKABLE ABDOMEN; SINUS X-RAY: NO ACUTE

ABNORMALITY IS SEEN; |JJJ20l] Rx DAY 168): ULTRASOUND OF THE ABDOMEN: NORMAL
EXAMINATION

AE Stopped Rx Day 169

Duration of AE 4 DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology POSSIBLE VIRAL INFECTION

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AuspEL, P mokt: (BF2) ThY, BEEREEFRD TA N ARERRD b,

wll =1 R e. vz s, 20 ¢| A . H, oA L ARYEEE Lz,

il = A B, BBREREREAEL Y, BB ELLOELSRD b, Lig 3 HREE
wLanror. 20 =17 R n. s ié&%«éfﬁ@%%% TABEL, RE, SR, THO
BN, BN X D BACRIE R ORI D 2 3 2 72, ABRRHCIZ TR TH Y, METERL
OBIRASFRD B, MEIEFR CIBIREI S IR S -, £7, IFSERERO LF23RD 5
M, BB, GFHER, ROV L SEROBIE IR 5 72, WRE ORIRIIARFPRAOE £ Th
ol MEOBHFRRE, LS RO EED X fimarsEiisns, 20«17 B 8.
BRI IRRE LT,

RS L LT Fragmin (X V7 XY o F MU D LA) , FARAZF L, Salofalk (AH720)
S OF prednisone 23 % 5- S fu7z,
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The patient's past medications include:

vaNcoMYCIN for C-DIFF (il 20l - N 2. N 2o - B 208 B 208 -
I >l I >0l - I >0l I >0 - >l

BUSCOPAN for ULCERATIVE COLITIS (il 20l - I 20l

Causality for HUMIRA 40mg/0.8ml (Open Label)

1) Viral infection (10047461) (Viral infection (10047461) ) [v.19.1] [10047461]

IEBREAEERINC & 2 KERBIRHIE CEAL U7 Fr) B L

TEBRIKIEE I K DRI HIE CGRAlL D7 Fr) R L

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40mg/0.8ml (Open Label)

Event of VIRAL INFECTION

- Investigator: Possible viral infection.

- AbbVie: Subject afebrile on admission and throughout hospital admission. Patient had elevated liver
enzymes but low WBC/neutrophils/lympyhocytes. Patient had increased diarrhea and nausea. Imaging
results still pending, but chemistry and afebrile temp less reflective of infection and increased diarrhea and

elevated liver enzymes more reflective of digestive or hepatic process.

36
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Relevant Laboratory & Other Diagnostic Tests

Rectum, sigmoid and descending colon-3=severe disease (spontaneous bleeding, ulceration)
Presence of friability- yes, Subscore 3.

Rectum and sigmoid- 1 = Mild disease (erythema, decreased vascular pattern, mild friability) and

descending colon and transverse colon-0 = Normal or inactive disease
Presence of friability- No, Subscore 1.
- 20. Ultrasound of the abdomen: normal examination

- 20. Abdominal x-ray: 2 or more projections: unremarkable abdomen

37
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 3' MALE White

Medical History Onset Year

SURGERY: TONSILECTOMY 9]

OTHER: INTERMITTENT GENERALIZED ARTHRALGIA
SURGERY: HAND WAS FRACTURED, SURGERY TO REPAIR
ANEMIA: IRON DEFICIENT ANEMIA

OTHER: ACNE FROM PREDNISONE USE

OTHER: PREVIOUS HYDRONEPHROSIS NOT REPORTED

Prior Procedures

Procedure Year

Colonoscopy

Tobacco Use

Status

Number/Day

Number of Years

20l

Year Stopped

CHEWING TOBACCO
CIGARETTES
CIGARS

PIPES

Alcohol Use

NEVER
NEVER
NEVER
NEVER

Status

Number/Day

ALCOHOL

Study Drug Administration

CURRENT

Less than 2 drinks

Study Drug Dose/Units

Frequency

First Dose
Date/Day

Last Dose
Date/Day

Duration
(Days)

ADALIMUMAB
HIGHER
INDUCTION
DOSE

160/160/160/160/40 MG

ewEWEWEWEOW [N Rl 4
1 41

38
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ADALIMUMAB 4040 MG EOW R R «

MG EVERY 59 198

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day

CALCIUM 300 mg (milligram(s)) TID v-M: 20j I}/ 264

ERGOCALCIFEROL 2000 TU (international unit(s)) QD y-M: 20 i}/ 264

MESALAZINE 2400 mg (milligram(s)) BID v-M: 20}/ 264

PREDNISONE 40 mg (milligram(s)) QD v-M: 20}/ 264

CIPROFLOXACIN 500 mg (milligram(s)) BID y-M: 20 i}/ 80

METRONIDAZOLE 500 mg (milligram(s)) BID v-M: 20j i}/ 80

PANTOPRAZOLE 40 mg (milligram(s)) QD v-M: 20j i}/ -80

VITAMINS NOS 1 DF (dosage form) QD y-M: 20 i}/ 80

PREDNISONE 10 mg (milligram(s)) QD v-M: 20j i} / 49

COLYTE 1 DF (dosage form) Other: ONCE Y-M: 20.-. /-7

FENTANYL 100 mcg (microgram(s)) Other: ONCE y-M: 20 i}/ -6

MIDAZOLAM 5 mg (milligram(s)) Other: OTHER  Y-M: 20j i}/ -6

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-Month
Month / RX / RX Day
Day

CALCIUM 300 mg (milligram(s)) TID y-M: 20 i}/ oNGOoING
264

ERGOCALCIFEROL 2000 TU (international unit(s)) QD v-M: 20} - oNGoING
264

MESALAZINE 2400 mg (milligram(s)) BID y-M: 20 i}/ oNGoING
264

PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20 i}/ oNGOoING
-80

VITAMINS NOS 1 DF (dosage form) QD v-M: 20} - oNGoING
-80

SULFASALAZINE 500 mg (milligram(s)) BID y-M: 20}/ v-M: 20}/
130 200

SERTRALINE 25 mg (milligram(s)) QD y-M: 20 i}/ oNGOING
165

PREDNISONE 10 mg (milligram(s)) QD v-M: 20}/ y-M: 20 i}/
165 185
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BENZACLIN TOPICAL

PREDNISONE

PREDNISONE

CIPROFLOXACIN

HYDROCORTISONE

METRONIDAZOLE

CIPROFLOXACIN

HYDROCORTISONE

MESALAZINE

METRONIDAZOLE

METHYLPREDNISOLONE

ENOXAPARIN

ADALIMUMAB

MAGNESIUM SULFATE

IRON

METRONIDAZOLE

MAGNESIUM

PREDNISONE

30 g (gram(s))

20 mg (milligram(s))

17.5 mg (milligram(s))

400 mg (milligram(s))

100 mg (milligram(s))

500 mg (milligram(s))

500 mg (milligram(s))

1 APPLICATION

4 g (gram(s))

500 mg (milligram(s))

30 mg (milligram(s))

40 mg (milligram(s))

160 mg (milligram(s))

2 g (gram(s))

300 mg (milligram(s))

500 mg (milligram(s))

40 mg (milligram(s))

40 mg (milligram(s))

BID

QD

QD

Other: EVERY 12

HOURS

Other: EVERY 8
HOURS

Other: EVERY 12
HOURS

Other: EVERY 12
HOURS

BID

QD

TID

Other: EVERY 12
HOURS

QD

Other: ONCE

Other: ONCE

QD

BID

QD

QD

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Y-M:

186

Y-M:

186
194
Y-M

199

199

Y-M:

199

Y-M:

200

Y-M:

200

Y-M:

200

Y-M:

200

Y-M:

200
Y-M
200
Y-M
201
Y-M
201

Y-M:

201

Y-M:

201

Y-M:

201

Y-M:

205

20fHl}/ oNGOING
20HR/ y-M: 20fHI/

193

20 Hll y-M: 20 I/
2

00

20 HR y-M: 20 I/
2

00

20 H/ y-m: 20}/

200

20fHR/ y-M: 20l i)/
20

0

20}/ oNGOING

20jHl/ oNGoING

20} oNGoING

20fHE/ y-M: 20l I}/
2

00

20HR/ y-M: 20fHI/

203

20 Hl y-M: 20 I/
2

04

20 Hl y-M: 20 I/
2

01

20 H/ y-m: 20}/

201

20HR/ Yy-M: 20l i)/
2

03

20fHR/ y-M: 20l i)/
2

04

200HR y-M: 20fHI/

205

20/ oNGoING

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset

WORSENING OF ULCERATIVE COLITIS
TEIGIERI &
0l / 199 (1 DAY AFTER LAST TREATMENT)

£
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Laboratory Testing

20l (Rx DAY 199): ESR-WESTERGREN: 32 [0 - 15] MM/H; HEMATOCRIT: 0.38 [0.41 - 0.52] FRACTION;
HEMOGLOBIN: 119 [135 - 175] G/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 20.2 [8 - NOT REPORTED]
MG/L; [2oll] Rx DAY 200): ALBUMIN: 34 [35 - 50] G/L; ESR-WESTERGREN: 33 [0 - 15] MM/H;
HEMATOCRIT: 0.33 [0.41 - 0.52] FRACTION; HEMOGLOBIN: 102 [135 - 175] G/L; HIGH-SENSITIVITY C-
REACTIVE PROTEIN: 13.2 [8 - NOT REPORTED] MG/L; IRON: 5 [§ - 30] UMOL/L; MAGNESIUM: 0.63 [0.7 - 1]
MMOL/L; PHOSPHORUS: 1.59 [0.8 - 1.45] MMOL/L; RED BLOOD COUNT: 4.1 [4.3 - 6] X10"12/L; SATURATION
INDEX: 0.07 [0.15 - 0.5] NO UNITS; |JJJJ20l] ®RX DAY 201): HEMOGLOBIN: 108 [135 - 175] G/L; HIGH-
SENSITIVITY C-REACTIVE PROTEIN: 10.2 [8 - NOT REPORTED] MG/L; WHITE BLOOD COUNT: 11.7 [4 - 11]
x10°/L; 2ol Rx DAY 202): HEMOGLOBIN: 105 [135 - 175] G/L; HIGH-SENSITIVITY C-REACTIVE
PROTEIN: 4.7 [8 - NOT REPORTED] MG/L; RED BLOOD COUNT: 4.2 [4.3 - 6] X10*12/L; WHITE BLOOD COUNT:
19.6 [4 - 111 X10°9/L; | o] ®RX DAY 203): WHITE BLOOD COUNT: 26 [4 - 11] X10°9/L; |20} (Rx
DAY 204): WHITE BLOOD COUNT: 24.2 [4 - 11] X10°9/L; [ 2ol] (RX DAY 205): HEMATOCRIT: 0.38 [0.41 -
0.52] FRACTION; HEMOGLOBIN: 118 [135 - 175] G/L; WHITE BLOOD COUNT: 15.5 [4 - 11] X10"9/L

Microbiology

(RX DAY ): Stool STOOL CULTURE: N-NEGATIVE FOR AEROMONAS, CAMPYLOBACTER, EDWARDSIELLA
TARDA, ESCHERICHIA COLI 0157:H7, PLESIOMONAS, SALMONELLA, SHIGELLA AND YERSINIA; Stool
CLOSTRIDIUM DIFFICILE TEST: N-NEGATIVE FOR C-DIFF; Stool OVA AND PARASITE EXAMINATION: N-
INTESTINAL PARASITES, CYSTS, OR OVA WERE NOT FOUND; Other NOSE/GROIN SWAB MRSA CULTURE: N

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 205 (7 DAYS AFTER LAST TREATMENT)

Duration of AE 7DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology WORSENING OF DISEASE

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auegrix, | moBME (F¥) ThHY, BELEEERZOBEBIERELOBLATED 5
Nz, WREIZZOMOPERAREE LT, REMDHEZENE LEERE Y I VA 1 B OMRA
&5 1B 1 EER L0 Qo) ~ksed) .
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2wl = 1 A, v REE Rk L il s i, AR~ozmeancE, 20 =18
Rzt aoEo o A L0, 20l A P, mErERs s omesEs b
niz,

Wl = AR, BEmEIEIABL, SHAMED MIEASIE U > 72 KA 0 G5 S 5802372
DO, AFERIL, KREITH, FET, KROBEHEEL L Tz, C ISR (BLF

[CRP) ) OHIEMEILX 20mg/dL £ T EF L7, SREMREORE, SRZVBH LI, 7= VT
EIFK 100 TH Y, ShEKOEEIFIEMET LTz, HEEEREMIZER CTh oz, B
DEMBIHI, ~EZ B EIE 119g/L Thotz, A TOAMEREITER ThHo7o,
Solu-Medrol (A F LT L R=v oo angBo AT/ M) L) ORENRELBEN, AT
A FRIOFFNRNEEGARE 22 2850 2 L, &R TR OBI1E K OWEESEEE DD 23580 BTz,
BRRZ OIRED T2, 3 HEOEHERILEEIRNB Sz, 77XV A~7 160 mg DEANE
WS, MEREERL, BRECICHERRD b, CRPIFEREICE->7. 20| & I
AR, wmEap L, ol = A0, BErE %O EIERE Lz,

BREL L TATFAT L R=YyarantBo A7)V ) UL, B~ 7 %27 A,
prednisone, ~ 7 %X 7 A, Flagyl (A huo=%>—)) , GHEf{LEL, Cortifoam (b Ku =a/L
F VBB AT V), Lovenox (=/ FH XU F hUTLA), vFaraxi i, Salofalk

(A7), HilEED Humira (7% Y A<7) , KOt RaaLvF Y o5 sni-,

The patient's past medications include:
CIPROFLOXACIN for ULCERATIVE COLITIS (il 20l - I 2o

FLAGYL for ULCERATIVE COLITIS (il 20l - I 2o

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.19.1] [10009901]

IEBREAEERNIC &2 RERBERHIE CGRAL U7 Fr) B RL

TRBRIKIEA IC L D IRRBAMRHE AL U7 F) B L

Dechallenge: Yes

42
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Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of WORSENING OF ULCERATIVE COLITIS

- Investigator: Worsening of disease

- AbbVie: The event is exacerbation of underlying UC.

Relevant Laboratory & Other Diagnostic Tests

20l cRP: 202 MG/L (normal 0 to 8)

I 20l CRP: 132 MG/L (normal 0 to 8)

I 20l CRP: 10.2 MG/L (normal 0 to 8)

I 20l crp: 47 MGL

- 20. CULTURE: Negative for MRSA from nose/groin swab
I 20l EsR: 32 MM/HR (normal 0 to 15)

I 20 EsR: 33 MM/HR (normal 0 to 15)

I 20l HEMATOCRIT: 0.38 % (normal 0.41 to 0.52)

43
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I 20l HEMATOCRIT: 0.33 % (normal 0.41 to 0.52)

I 20l HEMATOCRIT: 0.38 % (normal 0.41 to 0.52)

I 20l HEMOGLOBIN: 119 G/L (normal 135 to 175)
I 20l HEMOGLOBIN: 102 G/L (normal 135 to 175)
N 20l HEMOGLOBIN: 108 G/L (normal 135 to 175)
I 2ol HEMOGLOBIN: 105 G/L (normal 135 to 175)
I 20l HEMOGLOBIN: 118 G/L (normal 135 to 175)
- 20. IRON: 5 umol/L (normal 8 to 30)

I 20l (RON SATURATION INDEX: 0.07 no units (normal 0.15 to 0.50)
I 20l MAGNESIUM: 0.63 MMOL/L (normal 0.70 to 1.00)
I 20l PHOSPHORUS: 1.59 MMOL/L (normal 0.80 to 1.45)
B 20 RBC: 4.11 X10**12/L (normal 4.30 to 6.0)

B 20l RBC: 4.24 X10**12/L (normal 4.30 to 6.0)

- 20. STOOL CULTURE: Negative for Aeromonas, Campylobacter, Edwardsiella tarda,
Escherichia coli 0157:H7, Plesiomonas, Salmonella, Shigella and Yersinia

- 20. STOOL CULTURE: Ova and parasite exam negative for intestinal parasites, cysts, and ova.
I 20l sTOOL CULTURE: Negative for C- Diff
I 20l WBC: 11.7 X10#*9/L (normal 4.0 to 11.0)

I 2ol WBC: 19.6 X10%*9/L (normal 4.0 to 11.0)

44
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I 20l WBC: 26.0 X10#*9/L (normal 4.0 to 11.0)
I 20l WBC: 24.2 X10**9/L (normal 4.0 to 11.0)

B 20l WBC: 15.5 X10%*9/L (normal 4.0 to 11.0)

45
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

7 v —BEERE X X

(L7 L7 F = N X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 3' MALE White

Medical History Onset Year

OTHER: FRACTURE R ARM 19.

OTHER: ALLERGY TO PENICILLIN 19.

ANEMIA: IRON DEFICIENT 20.

ARTHRALGIA: KNEES: RIGHT AND LEFT 20.

INFLAMMATORY BOWEL DISEASE: ULCERATIVE COLITIS 20.

OTHER: SLEEP DISTURBANCE 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

E-CIGARETTES NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/040 MG EW/EW/EWEWEOW [l Rl 4 4

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EOW R R

EVERY OTHER WEEK 60 66

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
CALCIUM 500 mg (milligram(s)) QD v-M: 20jHl} / 282
ERGOCALCIFEROL 2000 TU (international unit(s)) QD y-M: 20 i}/ 282
MESALAZINE 4 g (gram(s)) QD y-M: 20 i}/ 282
PREDNISONE 40 mg (milligram(s)) QD v-M: 20jHl}/ 282
BISACODYL 3 TABLETS other: ONCE  Y-M: 20}/ -19
FENTANYL 50 meg (microgram(s)) Other: ONCE y-M: 20 i}/ -18
FLEET ONE APPLICATION Other: ONCE  Y-M: 20j ]/ -18
MIDAZOLAM 3 mg (milligram(s)) Other: ONCE y-M: 20 i}/ -18

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month Stop Year-Month /
Drug) / RX Day RX Day
CALCIUM 500 mg (milligram(s)) QD v-M: 20}/ - oNGoING
282
ERGOCALCIFEROL 2000 IU (international unit(s)) QD y-M: 20 i}/ - oNGoING
282
MESALAZINE 4 g (gram(s)) QD v-M: 20}/ - oNGoING
282
FENTANYL 100 meg (microgram(s)) other: ONCE  Y-M: 20jJHl}/  Y-M: 20} {l} / 60
60
MIDAZOLAM 5 mg (milligram(s)) other: ONCE  Y-M: 20jHl}/  Y-M: 20} i} / 60
60
AMLODIPINE 2.5 mg (milligram(s)) QD v-M: 20}/  oNGoInG

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

93

Event Description NEPHROTIC SYNDROME

Preferred term

27 a—PREERE

47
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AE Onset Date / Rx Day 0l / 73 (7 DAYS AFTER LAST TREATMENT)
Age at AE Onset 3'
Laboratory Testing

0l (RX DAY 73): ANA SCREEN: NEGATIVE [NOT REPORTED - NOT REPORTED] UNIT NOT
REPORTED; ANTI-CENTROMERE B: 46 [NOT REPORTED - 120] MFU; COMPLEMENT C4: 0.59 [0.15 - 0.5] G/L;
CREATININE: 171.43 [NOT REPORTED - 13] MG/MMOL; HEP B SURFACE ANTIGE: NON REACTIVE [NOT
REPORTED - NOT REPORTED] UNIT NOT REPORTED; HEPATITIS B SURFACE: 0.22 [10 - NOT REPORTED]
IU/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 40.6 [NOT REPORTED - 8] MG/L; TOTAL CO2: 19 [23 - 31]
MMOL/L; UREA: 7.2 [2.5 - 8] MMOL/L; URINE HEMOGLOBIN: 3+ [NOT REPORTED - NOT REPORTED] UNIT
NOT REPORTED; URINE PROTEIN (DIPSTICK TEST): 2+ [NOT REPORTED - NOT REPORTED] UNIT NOT
REPORTED; URINE RBC: >50 [NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED; WHITE BLOOD
couNT: 7.7 [4 - 111 X10°9/L; | 20oll]l RX DAY 79): CREATININE: 126 [50 - 120] MCMOL/L; HIGH-
SENSITIVITY C-REACTIVE PROTEIN: 26.6 [0 - 8] MG/L; |2l RX DAY 94): CREATININE: 96 [50 - 120]
MCMOL/L; HEMATOCRIT: 0.39 [0.41 - 0.52] FRACTION; LD: 320 [100 - 225] U/L; RED BLOOD COUNT: 1 TO 5
[NOT REPORTED - NOT REPORTED] HPF; RED BLOOD COUNT: 4.3 [4.3 - 6] X10”12/L; URINE GLUCOSE: 1
[NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED; URINE HEMOGLOBIN: 2+ [NOT REPORTED - NOT
REPORTED] UNIT NOT REPORTED

Microbiology
NOT REPORTED
SAE Supplemental Procedure

20l (Rx DAY 73): PROTEIN/CREATININE URIN: PROTEIN 1.44 G/L, CREATININE 8.4,
PROTEIN/CREATINE 171.43 (SHOULD BE LESS THAN 13 MG/MOL); SYPHYLIS: NON REACTIVE; HEPATITIS C
ANTIBODY: NON REACTIVE; BLOOD WORK: CRP =40.6MG/L, CREATININE 116UMOL/L, ESTIMATED GFR
68ML/MIN/1.73M2), RANDOM GLUCOSE 6.8MMOL/L, SODIUM 136MMOL/L, POTASSIUM 3.8, CHLORIDE
MMOL/L, TOTAL CO2 19 MMOL/L, ANION GAP 11 MMOL/L, UREA 7.2M/MOL; CT RENAL COLIC:
IMPRESSION: NO RENAL, UEETERIC, OR BLADDER CALCULIL NO HYDRONEPHROSIS OR HYDROURETER. 2.
SUBMUCOSAL FATTY DEPOSITION WITHIN THE SIGMOID COLON IN KEETING WITH THE PATIENT'S
KNOWN HISTORY OF COLITIS.; [ l20l] ®RX DAY 75): KIDNEY/URETER/BLADDER ULTRASOUND: NO
RADIOPAQUE CALCULI IDENTIFIED.

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Moderate

Relation to Study Drug by Investigator Reasonable possibility

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the Event YES

SAE Criteria IMPORTANT MEDICAL EVENT REQUIRING MEDICAL OR
SURGICAL INTERVENTION

Event #2: AE Leading to Discontinuation of Study Drug

Event Description ELEVATED CREATININE
Preferred term M7 L7 =800
AE Onset Date / Rx Day Il 79 (13 DAYS AFTER LAST TREATMENT)
Age at AE Onset 3'
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Laboratory Testing

NOT APPLICABLE
Microbiology

NOT APPLICABLE

SAE Supplemental Procedure

NOT APPLICABLE

AE Stopped Rx Day 94 (28 DAYS AFTER LAST TREATMENT)
Duration of AE 16 DAYS

Severity Moderate

Relation to Study Drug by Investigator Reasonable possibility

Investigator Alternative Etiology NOT APPLICABLE

Discontinued Study Drug Due to the Event YES

SAE Criteria NONE
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The patient's past medications include:
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PREDNISONE for ULCERATIVE COLITIS (] 20l - [l 20l
PENICILLIN for UNKNOWN INDICATION

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Nephrotic syndrome (10029164) (Nephrotic syndrome (10029164) ) [v.21.1] [10029164]

TRBREAEEMIC X D RRBRHE CGEAL V7 F)  BEEDH Y

TEBRIKIEE I K D IRRBIRHIE CGRAL V7 Fr) R L

Dechallenge: No

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of NEPHROTIC SYNDROME

- Investigator: Not Applicable

- AbbVie: Nephrotic syndrome is more likely related to concomitant treatment with Mesalazine.

Relevant Laboratory & Other Diagnostic Tests

- 20. ANA SCREEN: Negative

I 20l ANiON GAP: 11 MMOL/L
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I 20l C-REACTIVE PROTEIN: 40.6 MG/L (normal <8.0)

I 20l COMPLEMENT C4: 0.59 G/L (normal 0.15 to 0.50)

I 20l CREATININE: 116 umol/L

I 20l CREATININE: 171.43 mg/mmol

I 20l CREATININE: 13.16 mg/mmol

I 20l CREATININE URINE: 8.4 G/L

- 20. CT RENAL COLIC: No renal, Ueteric, or bladder calculi. no hydronephrosis or
hydroureter. 2. Submucosal fatty deposition within the sigmoid colon in keeping with the patients known
history of colitis.

I 20 ESTIMATED GFR: 68 mL/min/1.73m2

I 20l GLUCOSE: 6.8 MMOL/L

I 20l GLuCOSE: 1+
B 2ol HcT: 043 LL

I 20l HEMATOCRIT: 0.39 L/L
I 20} HEPATITIS B SURFACE: 0.22 TU/L (normal >10.00)

I 20 HEPATITIS C ANTIBODY: Non reactive

I 2ol 5GB: 150GL
I 2ol '™NR: 1.0 No Unit

I 20l KIDNEY/URETER/BLADDER ULTRASOUND: No radiopaque calculi identified.
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I 20l LD: 320 U/L (normal 100 to 225)

B 20 L YMPHOCYTE: 2.7 X10%*9/L

N >0l vcHe: 352 GL

B 2o vicv: 92 FL

I 20l MONOCYTE: 1.2 X10#*9/L (normal >0.0)
I 20 1 URINE: 5 No Unit

I 20 POTASSIUM: 3.8 No Unit

I 20 PROTEIN (URINALYSIS): 2+

I 20 PROTEIN URINE: 1.44 G/L

I 20l PROTEIN/CREATINE URINE: 171.43 mg/mol (normal <13)

I 2o 17 29 SEC

I 20l RBC: 4.61 X10**12/L

I 20l RBC: 4.26 X10**12/L (normal 4.30 to 6.00)
B 2ol ROW: 12.1 %

I 20l sopium: 136 MMOL/L

I 20 sPECIFIC GRAVITY: 1.011 No Unit

I 20l sYPHYLIS: Non reactive

I 20l roTAL CO2: 19 MMOL/L (normal 23 to 31)
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B 20l UREA: 7.2 MMOL/L (normal 2.5 to 8.0)
I 20l URINE HEMOGLOBIN: 3+

I 20l URINE HEMOGLOBIN: 2+ No Unit

I 20l URINE RBC: >50
I 20l URINE RBC: 1-5

I 2ol WBC: 7.7 X10#*9/L (normal 4.0 to 11.0)
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

AR OS X

RERZS X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 2' MALE White

Medical History Onset Year

PNEUMONIA 191

OTHER: SEASONAL ALLERGIES 20.

INFLAMMATORY BOWEL DISEASE: CROHN'S PROCTITIS 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG EW/EW/EW/EWEOW [/ Rl 4

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EOW R s Bl 362 302

EVERY OTHER WEEK

54

573



obbvie 78yL4<7

276 HAOHBENFED

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
HYDROCORTISONE 60 mg (milligram(s)) PRN y-M: 20l
PREDNISONE 40 mg (milligram(s)) QD v-M: 20j i}
MERCAPTOPURINE 125 mg (milligram(s)) QD v-M: 20j i}
MESALAZINE 500 mg (milligram(s)) QD y-M: 20l
MESALAZINE 4.8 g (gram(s)) QD v-M: 20jf}
AZATHIOPRINE 125 mg (milligram(s)) QD v-M: 20j i}
FENTANYL 100 mcg (microgram(s)) Other: ONCE y-M: 20}/ -7
MIDAZOLAM 4 mg (milligram(s)) Other: ONCE v-M: 20}/ -7

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Frequency Start Year-MonthStop Year-Month /

Drug) / RX Day RX Day

MESALAZINE 4.8 g (gram(s)) QD v-M: 20ff} ONGOING

AZATHIOPRINE 125 mg (milligram(s)) QD y-M:20fH  y-M: 20 ) 79

FENTANYL 50 meg (microgram(s)) Other: ONCE y-M: 20}/ y-M: 20H}/ 61
61

MIDAZOLAM 2 mg (milligram(s)) Other: ONCE y-M: 20} y-M: 20}/ 61
61

CEFADROXIL 500 mg (milligram(s)) BID y-M: 20 Hll/ Y-M: 20}/ 79
78

CIPROFLOXACIN 4 gtt (drop(s)) BID y-M:20fHl/ y-M: 20}/ 79
78

PIP/TAZO 3.375 mg (milligram(s)) Other: EVERY 6 y-M: 20}/ y-M: 20 -/ 82

HOURS 79

HYDROMORPHONE 2 mg (milligram(s)) PRN v-M: 20l Y-M: 20HI} 83
79

CIPROFLOXACIN 4 gtt (drop(s)) BID y-M:20fHl/ y-M: 20 i} 92
82

CIPROFLOXACIN 500 mg (milligram(s)) BID y-M: 20/ y-M: 20 -}/ 92
82

Event #1: Serious Adverse Event

Event Description

LEFT EXTERNAL OTITIS MEDIA WITH PERIAURICULAR

CELLULITIS
Preferred term SEMERLY, AER
AE Onset Date / Rx Day Bl
Age at AE Onset 2'
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Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Ceriteria

Generated: -2(. :02:12
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Severe

Reasonable possibility

NOT REPORTED

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION
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CORTENEMA for ULCERATIVE COLITIS (Jl 20l - I 20

PREDNISONE for ULCERATIVE COLITIS ([l 20l - 20l

PURINETHOL for ULCERATIVE COLITIS (il 20l - Il 20l

SALOFALK for ULCERATIVE COLITIS (il 20l - I 20

Causality for HUMIRA (Blinded)

1) Otitis externa (10033072) (Otitis externa (10033072) ) [v.20.0] [10033072]

TRBREAEERIC & 2 KERBIRHIE CGEA U7 Fr)  BEH Y

TRBRIKIEE I L D IRBIFRHIE CGEAL V7 Fr)  BEEDH Y

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

2) External ear cellulitis (10015729) (External ear cellulitis (10015729)) [v.20.0] [10015729]

TRBREAEERIC & 2 KERBIRHIE AU 7 Fr)  BEEH Y

TRBRIKIHE I L D IRBIFRHIE CGEAL V7 F2)  BEEDH Y

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable
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Alternative Etiology for HUMIRA (Blinded)

Event of LEFT EXTERNAL OTITIS MEDIA WITH PERIAURICAL CELLULITIS

- Investigator:

- AbbVie:

Relevant Laboratory & Other Diagnostic Tests

- 20. Electrocardiogram:

Abnormal -  Sinus bradycardia with marked sinus arrhythmia, not clinically significant.

- 20. Flexible Sigmoidoscopy:

Showed mild disease in his rectum and sigmoid (1 = erythema, decreased vascular pattern, and mild
friability), and moderate disease in his descending colon (2 = marked erythema, absent vascular pattern,

friability, and erosions). Subscore 2.

- 20. Flexible Sigmoidoscopy: Normal or inactive disease; subscore 0
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  |[Death  [Event of
|Adverse IDiscontinuation of Study Interest
[Event IDrug
R IE X X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY WEEK 6' MALE White
Medical History Onset Year
OTHER: VARICELLA 19.
OTHER: OCCASIONAL HEADACHES 19.
OTHER: SEASONAL ALLERGIES 19.
PNEUMONIA 20l
GASTROESOPHAGEAL REFLUX DISEASE 20.
HYPERTENSION 20
OTHER: HYPERLIPIDEMIA 20l
SURGERY: LEFT KNEE REPLACEMENT 20.
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER  1PACKS 28 20|
CIGARS FORMER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
59
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/040 MG EW/EW/EW/EW/EOW [N ' IRl +  +

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EW R R v
60

EVERY WEEK 358

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
PARACETAMOL 500 mg (milligram(s)) PRN Y-M: 19.
MESALAZINE 4 g (gram(s)) PRN y-M: 20l
MESALAZINE 500 mg (milligram(s)) QD y-M: 20l
HYDROCORTISONE 60 g (gram(s)) PRN v-M: 20j i}
ATORVASTATIN 40 mg (milligram(s)) QD y-M: 20f]
VALSARTAN 160 mg (milligram(s)) QD Y-M: 20.
MESALAZINE 4 g (gram(s)) QD v-M: 20j i}
AZATHIOPRINE 150 mg (milligram(s)) QD y-M: 20}/ 270
FLEET 133 mL (millilitre(s)) Other: X1 y-M: 20 i}/ -12
FENTANYL 50 mcg (microgram(s)) Other: X1 Y-M: 20.-. /-11
FLEET 133 mL (millilitre(s)) Other: X1 y-M: 20 i}/ -1
MIDAZOLAM 1 mg (milligram(s)) Other: X1 y-M: 20 i}/ -1

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /  Stop Year-Month
RX Day /RX Day
PARACETAMOL 500 mg (milligram(s)) PRN Y-M: 19. ONGOING
ATORVASTATIN 40 mg (milligram(s)) QD Y-M: 20. ONGOING
VALSARTAN 160 mg (milligram(s)) QD Y-M: 20. ONGOING
MESALAZINE 4 g (gram(s)) QD v-M: 20 H} ONGOING
AZATHIOPRINE 150 mg (milligram(s)) QD y-M: 20fHl} / 270 oNGOING

Event #1: Serious Adverse Event, Death

Event Description ESOPHAGEAL INVASIVE ADENOSQUAMOUS CARCINOMA
Preferred term 1B IR

AE Onset Date/Rx Day [0l 410 (52 DAYS AFTER LAST TREATMENT)
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Age at AE Onset 6'
Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l (RX DAY 404): GASTROSCOPY: ESOPHAGEAL TUMOUR IDENTIFIED. BIOPSIES OBTAINED AND
PATHOLOGY REPORT DATED | 20l conFirMs ESOPHAGEAL CARCINOMA; [0l (Rx
DAY 409): CT SCAN ABDOMEN AND PELVIS: GASTROESOPHAGEAL CANCER, INNUMERABLE HYPER
VASCULAR HEPATIC LESIONS INVOLVING ALL LIVER SEGMENTS, EXTENSIVE LYMPHADENOPATHY TO
UPPER ABDOMEN, MESENTERY AND RETRO PERITONEUM; OSTEOLYTIC LESION LI

AE Stopped Rx Day 440 (82 DAYS AFTER LAST TREATMENT)
Duration of AE 31 DAYS
Severity Severe

Relation to Study Drug by ~ No reasonable possibility
Investigator

Investigator Alternative TO FOLLOW
Etiology

Discontinued Study Drug NO
Due to the Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, PERSISTENT OR
SIGNIFICANT DISABILITY/INCAPACITY, IMPORTANT MEDICAL EVENT
REQUIRING MEDICAL OR SURGICAL INTERVENTION, LIFE THREATENING,
DEATH OF SUBJECT
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TRIEFK & L C Versed 3% 5- 37z,

The patient's past medications include:

CORTIFOAM for ULCERATIVE COLITIS (il 20l - I 2o}

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Esophageal adenocarcinoma (10055458) (Oesophageal adenocarcinoma (10030137) ) [v.20.1]
[10055458]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA IC K D IRRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of ESOPHAGEAL INVASIVE ADENOSQUAMOUS CARCINOMA
- Investigator: to follow

- AbbVie: Present risk factors: medical history of gastroesophageal reflux disease (since 20.), smoker

of cigarettes for 28 years (1 pack per day), age and gender.
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Relevant Laboratory & Other Diagnostic Tests

- 20. CT SCAN OF ABDOMEN AND PELVIS: Gastroesophageal cancer, Innumerable hyper
vascular hepatic lesions involving all liver segments, Extensive lymphadenopathy to upper abdomen,

mesentery and retro peritoneum, osteolytic lesion L1

- 20. GASTROSCOPY: Esophageal Tumour identified. Biopsies obtained and pathology report

dated - 20. confirms esophageal carcinoma
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK3I FEMALE White

Medical History Onset Year

OTHER: ALLERGY TO FLUCONAZOLE 20.

OTHER: PYLONEPHRITIS 20l

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER 0.5 PACKS 12 20|

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG

HIGHER
INDUCTION
DOSE

ADALIMUMAB 4040 MG
MG EVERY
OTHER WEEK

EOW

EW/EWEWEWEOW [l IRl 4 #

R 7l so

106
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

MESALAZINE 2 g (gram(s)) BID y-M: 20 i}/ 210

PREDNISONE 40 mg (milligram(s)) QD y-M: 20}/ -59

PREDNISONE 30 mg (milligram(s)) QD y-M: 20 HI}  -30

FLEET 1 UNIT Other: ONCE y-M: 20}/ -3

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month Stop Year-Month
/ RX Day / RX Day
PREDNISONE 20 mg (milligram(s)) QD y-M:20fHll/ y-m: 20 HI/
106 109
ENOXAPARIN 40 mg (milligram(s)) QD y-M:20fHll/ y-m: 20/
109 112
PARACETAMOL 325-650 mg (milligram(s)) PRN v-M: 20}/ y-M: 20HI}/
109 114
METHYLPREDNISOLONE 40 mg (milligram(s)) BID y-M:20fHll/ y-m: 20 HI/
110 113
CALCIUM CARBONATE 500 mg (milligram(s)) BID y-M:20fHll/ y-m: 20 HI/
110 114
ERGOCALCIFEROL 1000 mg (milligram(s)) QD v-M: 20}/ y-M: 20HI}/
110 114
MESALAZINE 4 g (gram(s)) BID y-M:20fHll/ y-m: 20 HI/
110 114
PREDNISONE 50 mg (milligram(s)) QD y-M:20fHll/ y-m: 20 HI/
114 121

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description ULCERATIVE COLITIS FLARE

Preferred term T RIG %

AE Onset Date / Rx Day 20l / 109 3 DAYS AFTER LAST TREATMENT)
Age at AE Onset 3'

Laboratory Testing

20l (RX DAY 109): ESR: 35 [0 - 20] MM/HR; HEMOGLOBIN: 122 [110 - 150] G/L; HIGH-SENSITIVITY C-
REACTIVE PROTEIN: 4.9 [1 - 10] MG/L; PLATELET COUNT: 497 [130 - 400] X10"9/L; |JJ20l] Rx DAY 112).
WHITE BLOOD COUNT: 10.1 [3 - 10] X10%9/L

Microbiology

208 (RX DAY 110): Stool C-DIFF: N
SAE Supplemental Procedure
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2 (RX DAY 105): BIOPSY COLON: SHOWS ACTIVE DISEASE; COLONOSCOPY: UC FLARE;
2 (RX DAY 109): ABDOMEN 3 VIEWS: NO EVIDENCE OF TOXIC MEGA COLON

AE Stopped Rx Day 114 (8 DAYS AFTER LAST TREATMENT)

Duration of AE 6 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology HOSPITALIZATION DUE TO UC FLARE

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12
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The patient's past medications include:
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FLUCONAZOLE for UNKNOWN INDICATION

Causality for HUMIRA (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.18.1] [10009901]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TRBRIKIEA IC L D IRBAMRHE AL U7 F) B L

Dechallenge: Yes

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of ULCERATIVE COLITIS FLARE

- Investigator: Hospitalization due to UC flare

- AbbVie: The event is exacerbation of underlying disease

Relevant Laboratory & Other Diagnostic Tests

- 20. abdominal xray 3 views: no toxic mega colon
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- 20. biopsy colon: active disease

I 20l C REACTIVE PROTEIN: 4.9 MG/L (normal >1.0 to <10)
- 20. C-Diff (Stool): Negative

- 20. ESR: 35 (normal O to 20)

I 20l HEMOGLOBIN: 122 G/L (normal 110 to 150)
I 20l PLATELET COUNT: 497 X10%*9/L (normal 130 to 400)

I 20l WBC: 10.11 X10**9/L (normal 3.00 to < 10.00)
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  |Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

THAL A R X

ENIZES X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK SI MALE White

Medical History Onset Year

OTHER: CHOLANGITIS 20l

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER 0.5 PACKS 16 19.

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL FORMER Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG

HIGHER
INDUCTION
DOSE

ADALIMUMAB 4040 MG
MG EVERY
OTHER WEEK

EOW

ewEWEWEWEOW [l ' IRl +
41

A A o
56

197

69
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
URSODEOXYCHOLIC ACID 1 g (gram(s)) QD y-M: 20}
MESALAZINE 2 g (gram(s)) QD y-M: 20}/ -67
METRONIDAZOLE 150 mg (milligram(s)) QD v-M: 20 HI}/ -48
PREDNISOLONE 70 mg (milligram(s)) QD y-M: 20}/ -33
STERCULIA URENS 1 DF (dosage form) QD y-M: 20}/ -10

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year- Stop Year-Month
Drug) Month/RX  /RX Day
Day
URSODEOXYCHOLIC 1 g (gram(s)) QD v-M: 20f]  oNGoING
ACID
MESALAZINE 2 g (gram(s)) QD v-M: 20jHl} - oNGOING
67
PANCREATIN 50000 IU (international unit(s)) ~ TID y-M: 20 i} oNGoING
134
CEFTRIAXONE 1 g (gram(s)) BID v-M: 20fHI}/ Y-M: 20 I}/
211 213
METRONIDAZOLE 500 mg (milligram(s)) BID v-M: 20 HI} 7 Y-M: 20}/
215 219
ADALIMUMAB 80 mg (milligram(s)) Other: EVERY TWO  Y-M: 20jHIl}/ v-M: 20 Hl}/
WEEKS 244 244

Event #1: Serious Adverse Event

Event Description INTESTINAL SURINFECTION

Preferred term TH B R

AE Onset Date / Rx Day 0l /207 (10 DAYS AFTER LAST TREATMENT)
Age at AE Onset 5'

Laboratory Testing

20l (RX DAY 210): HIGH-SENSITIVITY C-REACTIVE PROTEIN: 45.6 [0 - 5] MG/L; WHITE BLOOD
COUNT: 11.6 [4 - 10] X10"9/L; [ 2ol Rx DAY 212): HIGH-SENSITIVITY C-REACTIVE PROTEIN: 71.1 [0 - 5]
MG/L

Microbiology

(RX DAY ): Stool GIARDIA: N; Stool CRYPTOSPORIDIA: N; Stool CLOSTRIDIUM DIFFICILE: N
SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 229 (32 DAYS AFTER LAST TREATMENT)
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Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

23 DAYS

Severe

No reasonable possibility

SUSPICION OF INTESTINAL SURINFECTION

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #2: AE Leading to Discontinuation of Study Drug

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT APPLICABLE

Microbiology

NOT APPLICABLE

SAE Supplemental Procedure

NOT APPLICABLE

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Ceriteria

Generated: -2(. :02:12

PANCOLITIS
PNZ D
B0l / 236 (39 DAYS AFTER LAST TREATMENT)

1

ONGOING

ONGOING

Moderate

No reasonable possibility
NOT APPLICABLE
YES

NONE

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Augrix, | moBM (7502) ThY, EELEEEROBRE RRENED b,
B DEIL, AEMARETERIBR Th -7z,
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ol =W A0 e S REEsRD bR,

il =W A N0, wBREEARL, SE, R, IR, RORERD kg BY) DIk
R OSER TR BTz, BRI, TEIBVERIGAR OIRIE, S mblkiE, KOO Y %
AT EA LT, Bk swmEstrbn, 2] & | 5 | picsme e L 20
R AP e BE S REEEEE L,

TBHEIE L LT Flagyl (A hr=4%>Y—/) KT Rocephin (7 hVU 7 x> F KU LK)
A SR,

The patient's past medications include:

FLAGYL for BOWEL DISORDER and PROBABLE INTESTINAL INFECTION ([ 20l -

I ol I >oN - >l
SOLUPRED for ULCERATIVE COLITIS (il 20l - I 20l

Causality for HUMIRA (Open Label)

1)  Gastrointestinal infection (10017964)  (Gastrointestinal infection (10017964) ) [v.19.0]
[10017964]

IBBREAEERNC & 2 KERBIRHIE CGEAL U7 Fr) B L

TEBRIKIEE I K D IRRBIRHIE CGRAL U7 Fr) - R L

Dechallenge: Yes

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)
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Event of INTESTINAL SURINFECTION

- Investigator: Suspicion of intestinal surinfection.

- AbbVie: The event is due to exacerbation of underlying disease.

Relevant Laboratory & Other Diagnostic Tests

- 20. Clostridium difficile: Negative

- 20. Cryptosporidia (stool): Negative

- 20. Giardia (stool): Negative

- 20. High sensitivity C-reactive protein: 45.6 MG/L (normal 0 to 5)

I 20l WBC: 1.6 X10**9/L (normal 4 to 10)
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  |[Death  [Event of
|Adverse IDiscontinuation of Study Interest
[Event IDrug

HEU A PNIZD X

EL 153 H if X

1. X

HEU A PNIZD X

Jifi ZE AR E X X

SRR A A X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 4' FEMALE White

Medical History Onset Year

ANEMIA: HB: 8.3 G/DL 20.

OTHER: RHINITIS 20

OTHER: SIGNIFICANT ASTHENIA 20.

HYPERTENSION NOT REPORTED

OTHER: HYPOKALEMIA NOT REPORTED

OTHER: INSOMNIA NOT REPORTED

Prior Procedures

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL NEVER
74
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [l ' Rl #

HIGHER 43

INDUCTION

DOSE

ADALIMUMAB 4040 MG EW R Bl @

MG EVERY 64 232

WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX

Day

PREDNISOLONE 40 mg (milligram(s)) QD v-M: 20jH} / 261

MESALAZINE 1 g (gram(s)) QD y-M: 20 i}/ -117

MESALAZINE 4 g (gram(s)) QD y-M: 20 i}/ -117

AZATHIOPRINE 100 mg (milligram(s)) QD v-M: 20j i}/ 86

PREDNISOLONE 70 mg (milligram(s)) QD y-M: 20 i}/ -86

PREDNISOLONE 40 mg (milligram(s)) QD y-M: 20 i}/ -55

AZATHIOPRINE 150 mg (milligram(s)) QD v-M: 20j I}/ 28

CANDESARTAN 4 mg (milligram(s)) QD y-M: 20 i}/ 28

POTASSIUM 600 mg (milligram(s)) BID y-M: 20 i}/ 28

ZOLPIDEM 7.5 mg (milligram(s)) QD v-M: 20j I}/ 28

DESLORATADINE 5 mg (milligram(s)) QD y-M: 20 i}/ 26

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Frequency Start Year- Stop Year-
Drug) Month /RX Month /RX
Day Day
AZATHIOPRINE 150 mg (milligram(s)) QD y-M: 20} oNGoING
B s
CANDESARTAN 4 mg (milligram(s)) QD y-M: 20 v-M: 20}/
B2 19
FOLIC ACID 5 mg (milligram(s)) QD y-M: 20} oNGoING
[ 1
POTASSIUM 600 mg (milligram(s)) QD y-M: 20} y-M: 20}/
B s 73
LOPRAZOLAM | mg (milligram(s)) QD y-M: 20 v-M: 20 i}/
B s 141
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CALCIUM CARBONATE 1000 mg (milligram(s))
PAPAVER SOMNIFERUM 500 mg (milligram(s))
W/PARACETAMOL

LITHIUM 8 % (percent)
KETOCONAZOLE 2 % (percent)

PREDNISOLONE 40 mg (milligram(s))
PHLOROGLUCINOL 80 mg (milligram(s))
DESONIDE 0.1 % (percent)

CORTISONE 40 mg (milligram(s))

BLOOD AND RELATED NOT REPORTED

PRODUCTS

GENERAL NUTRIENTS 500 mL (millilitre(s))
LEVOFLOXACIN 0.6 mL (millilitre(s))
CEFTRIAXONE 1 g (gram(s))

FLUINDIONE 20 mg (milligram(s))
INFLIXIMAB 10 mg/kg (milligram(s)/kilogram)
AUGMENTIN 1 g (gram(s))

INFLIXIMAB 10 mg/kg (milligram(s)/kilogram)

Event #1: Serious Adverse Event

QD y-M: 20}
[ VAL
TID v-M: 20f}-
B s
BID v-M: 20}
B ss
QD y-M: 20}
B ss
QD y-M: 20}
B o
PRN v-M: 20
B
PRN y-M: 20}
B s
QD y-M: 20}
B 200
Other: ONCE v-M: 20
B 234
QD y-M: 20}
B 236
BID y-M: 20}
B 237
Other: UNKNOWN Y-M: 20}
B2+
QD y-M: 20}
B/ 246
Other: EVERY  Y-M: 20}
TwWo WEEKS [}/ 247
TID v-M: 20f}-
B2
Other: EVERY 4 Y-M: 20f}-
WEEKS B 257

ONGOING

ONGOING

v-M: 20fHl}/

145

v-M: 20fHl}/

152
y-M: 20 Hl}/
128
ONGOING

ONGOING

v-M: 20 Hl}/

243

v-m: 20fHl}/

234

v-m: 20fHl}/

266

v-M: 20 Hl}/

245

v-M: 20fHl}/

247
ONGOING

v-M: 20 Hl}/

257

v-m: 20fHl}/

255
ONGOING

Event Description

COLITIS DISEASE
Preferred term BRI, 5 i,
AE Onset Date / Rx Day Bl 2
Age at AE Onset 4'
Laboratory Testing

20l (Rx DAY 103): HEMOGLOBIN: 113 [120 - 115] G/L

RECTAL BLEEDING DUE TO FLARE OF ULVERATIVE
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Microbiology
NOT REPORTED
SAE Supplemental Procedure

0l (RX DAY 104): RECTOSIGMOIDOSCOPY: SCORE MAYO 2

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

Event #2: Serious Adverse Event

104

3 DAYS

Moderate

No reasonable possibility

FLARE OF ULCERATIVE COLITIS DISEASE

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing

ANEMIA
2 1fn.
0l / 234 2 DAYS AFTER LAST TREATMENT)

41

0l (RX DAY 234): HEMOGLOBIN: 63 [120 - 160] G/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

0l (RX DAY 237): SIGMOIDOSCOPY: ENDOSCOPY SUBSCORE = 3; CT SCAN: DISCOVERY OF

PULMONARY EMBOLISM

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

327 (95 DAYS AFTER LAST TREATMENT)

94 DAYS

Severe

Reasonable possibility

NOT REPORTED

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #3: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset

FLARE OF ULCERATIVE COLITIS
TEIGIER 2
20l / 234 2 DAYS AFTER LAST TREATMENT)

1
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Laboratory Testing

Il (RX DAY 237): HEMOGLOBIN: 96 [120 - 160] G/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 36.8
[0 - 5] MG/L

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l (Rx DAY 237): SIGMOIDOSCOPY: ENDOSCOPY SUBSCORE = 3

AE Stopped Rx Day 257 (25 DAYS AFTER LAST TREATMENT)

Duration of AE 24 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology UC PROGRESSION

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #4: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description PULMONARY EMBOLISM

Preferred term fili ZEARE

AE Onset Date / Rx Day 20l / 237 (5 DAYS AFTER LAST TREATMENT)
Age at AE Onset 4'

Laboratory Testing

20l (Rx DAY 248): HEMOSTASE: 1.6 [2 - 3] UNITS

Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l (RX DAY 237): ABDOMINAL AND PELVIC CT: PULMONARY EMBOLISM

AE Stopped Rx Day 248 (16 DAYS AFTER LAST TREATMENT)

Duration of AE 12 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology FAMILY HISTORY

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #5: AE Leading to Discontinuation of Study Drug

Event Description ACUTE PYELONEPHRITIS
Preferred term TR TR
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AE Onset Date / Rx Day 0l / 242 (10 DAYS AFTER LAST TREATMENT)
Age at AE Onset 4'

Laboratory Testing

NOT APPLICABLE

Microbiology

NOT APPLICABLE

SAE Supplemental Procedure

NOT APPLICABLE

AE Stopped Rx Day 257 (25 DAYS AFTER LAST TREATMENT)
Duration of AE 16 DAYS

Severity Moderate

Relation to Study Drug by Investigator Reasonable possibility

Investigator Alternative Etiology NOT APPLICABLE

Discontinued Study Drug Due to the Event YES

SAE Criteria NONE

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auigix, 4 mokt (7502) Tho, BELEEFLOBBERBAERICESE
I 2338 S tz, BT 2L, AREEERIE Ch o T,

= AN n s X smptnsEssh, 2o E= Al n, g
FEARE LTz, 2 LUV STAE J OV 2 2 0 J6 0 R OSSR 7338 am_o o K DN A
MRk & i Eg L, 2o = e, s iR L,

TR & LT Solupred 3¢ 5- S 7=,

The patient's past medications include:

SOLUPRED for ULCERATIVE COLITIS and FLARE OF ULCERATIVE COLITIS (il 20l -

I 2ol I ol - I >, I ol - I > I o - I >l
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PENTASA for ULCERATIVE COLITIS (i 20l - N 20l I} 28 - B 20
LITHIODERM for SKIN RASH ([l 20l - I 20D

Causality for HUMIRA (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.19.1] [10009901]

IEBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L

TEBRIKIEE I K D IRRBIRHIE CGRAL D7 Fr) - R L

Dechallenge: Not Applicable

2) Rectal bleeding (10038035) (Rectal haemorrhage (10038063) ) [v.19.1] [10038035]

IEBREAEERIC & 2 KERBIRHIE CGEAL U7 Fr) B L

TRBRICEA 1 X D IRERBIRFIE BRI U7 Fr)  BEER L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA(Open Label)

Event of RECTAL BLEEDING DUE TO FLARE OF ULCERATIVE COLITIS DISEASE

- Investigator: Flare of ulcerative colitis disease

80
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- AbbVie: Exacerbation of underlying disease.

Relevant Laboratory & Other Diagnostic Tests

- 20. Hemoglobin: 11.3 G/DL (normal 12 to 11.5)

- 20. Rectosigmoidoscopy: Score mayo 2
Investigator No.:

Subject Number: -

Protocol Number: M14-033

Ak, 4 okt (75 02) ThY, EELAEEFZOAM, FEERERER,
R OVZERRIEASFRD ATz, BET 20, AR RIS 2 & OV ME T - 72,

Wl E B r ansoon, 0 £ R EEEBRERSRD SR,
WA R r mEeEsREesh, 2= 0, EeErmEg L, 20 )
AR, werxmsmmEE L, o= e, BiugEE s,

Wl =1 PP EBREIARLE, CRBOFERICH LT, ~ES B EUE 69 g/dL,
Wi, K OMEIE A Gk R ok s S, 0ff = B e, v L.

1a##E L LT Previscan, Modulen IBD, Augmentin (7 77 7 VAV UL/ TEXT IV
AKFn#¥) , Lovenox (/X% XU vF KU A) | Inflectra (£ 27U X ~7) |, lzalgi, i
i, X&ORocephin (7 ~U 7Y F FUoaKFY) B ST,

The patient's past medications include:

SOLUPRED for FLARE OF ULCERATIVE COLITIS DISEASE and ULCERATIVE COLITIS (.
I 2ol - I >l I ol - I >l I -0l - I ol I 0l
et § Bt B BU)

PENTASA for ULCERATIVE COLITIS (i 20l - I 2ol I 208 - I 2o
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Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Anemia (10002272) (Anaemia (10002034)) [v.21.1] [10002272]

IEBREAEERNIC X2 KERBIRHIE (KR U7 Fr) DY

TR\ L IRARBIREE GEAL DU 7 F)  BER L

Dechallenge: Not Applicable

2) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.21.1] [10009901]

TRBREEEMIC & D RRBERHE CGEAlL U7 Fr) B L

BBRIOEA [ X D2 RRBRHIE AL U7 F) R L

Dechallenge: Not Applicable

3) Pulmonary embolism (10037377) (Pulmonary embolism (10037377)) [v.21.1] [10037377]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TRBRIKIEA IC L D IRRBIMRHE AL U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)
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Event of ANEMIA

- Investigator: N/A

- AbbVie: The subject presented with low RBC at Screening visit, prior to the study drug initiation.

Event of FLARE OF ULCERATIVE COLITIS

- Investigator: UC progression

- AbbVie: THE EVENT IS EXACERBATION OF UNDERLYING UC.

Event of PULMONARY EMBOLISM

- Investigator: Family history

- AbbVie: The event is more likely related to pre-existing ulcerative colitis and family history per PI.

Relevant Laboratory & Other Diagnostic Tests

- 20. Abdominopelvic CT: Pulmonary embolism
- 20. CT SCAN: Discovery of pulmonary embolism

- 20. Hemoglobin: 6.3 G/DL (normal 12.0 to 16.0)
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I 20l Hemoglobin: 9.6 G/DL (normal 12.0 to 16.0)

- 20. SIGMOIDOSCOPY: Endoscopy subscore =3
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Subject - (Investigator-)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

& R X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEKSI FEMALE White

Medical History Onset Year

OTHER: OBESITY IN CHILDHOOD 19.

OTHER: PENICILLIN ALLERGY 19.

OTHER: ARTHROSIS 20|

MIGRAINE HEADACHE 20.

OTHER: CODEIN ALLERGY 20.

UVEITIS 20

HYPERTENSION NOT REPORTED

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO UNKNOWN

CIGARETTES FORMER 1.5 PACKS 39 20.

CIGARS UNKNOWN

PIPES UNKNOWN

Alcohol Use Status Number/Day

ALCOHOL UNKNOWN

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB 160/0/80/0/40 MG EW/EW/EW/EWEOW [/ IRl 2 +
STANDARD
INDUCTION DOSE
85

604



obbvie 78yL4<7
276 AROFRBOELED

ADALIMUMAB 40 MG 40 MG EOW M0 IY X0 JEEERER

EVERY OTHER WEEK 210

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug)  Dose/Units Frequency Start Year-Month /
RX Day

INFLIXIMAB 10 mg/kg (milligram(s)/kilogram) Other: EVERY 8 v-M: 20 Hl}/ -

WEEKS 230

MESALAZINE 1 g (gram(s)) BID v-M: 20 Hl}/ -
111

MESALAZINE 1 ONE TIME QD v-m: 20fHl}/ -
110

PREDNISOLONE 20 mg (milligram(s)) QD y-M: 20fHl}/ -
99

ATROPINE UNK gtt (drop(s)) QD y-M: 20 Hl}/ -
22

DEXAMETHASONE UNK gt (drop(s)) QD y-M: 20 i}/ -
22

STER-DEX UNK mg (milligram(s)) QD y-M: 20 Hl}/ -
22

CO-DIOVAN 160 mg (milligram(s)) QD v-M: 20 Hl}/ -
19

PREDNISOLONE 20 mg (milligram(s)) QD y-M: 20 i}/ -
19

SPASFON 60 mg (milligram(s)) Other: 6 PER DAY  Y-M: 20fHl}/ -
19

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month Stop Year-Month /
Drug) / RX Day RX Day
CO-DIOVAN 160 mg (milligram(s)) QD v-M: 20} / - oNGoING
19
PREDNISOLONE 10 mg (milligram(s)) QD y-M: 20 y-M: 20 ) 127
115
PARACETAMOL 1 g (gram(s)) Other: AS NEEDED Y-M: 20}/ oNGomNG
154
SPASFON 160 mg (milligram(s)) Other: AS NEEDED Y-M: 20 Jf}/  oNGoING
154
DAIVOBET 50 MCG / 0.5 MG / G POMADE QD y-M: 20 Y-M: 20} 168
154
ROSUVASTATIN 5 mg (milligram(s)) QD y-M: 20}/ onGonG
157
86
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SITAGLIPTIN 100 mg (milligram(s)) QD y-M: 20 i}/ onGonG
157

POTASSIUM 600 mg (milligram(s)) BID y-M: 20l Y-M: 20}/ 227
157

GLICLAZIDE 30 mg (milligram(s)) QD y-M:20fHll/ y-M: 20l 197
158

Event #1: Serious Adverse Event

Event Description DISCOVERY OF DIABETES

Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing

Bl PRI
Bl 56
1

0l (RX DAY 157): HDL CHOLESTEROL: 0.83 [0 - 1.03] MMOL/L; HEMOGLOBIN: 11.9 [12 - NOT
REPORTED] G/DL; LDL CHOLESTEROL: 3.57 [0 - 2.59] MMOL/L; TRIGLYCERIDES: 3.98 [0 - 1.7] MMOL/L

Microbiology

NOT REPORTED

SAE Supplemental Procedure
0l (Rx DAY 157): ECG: NORMAL
AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Ceriteria

Generated: -2(. :02:12

ONGOING

ONGOING

Moderate

No reasonable possibility

UNKNOWN

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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BRI L LT Crestor (BANZRZF U AN T L) X Janwvia (7 7)Y 7F 0 EgEK
i) G She,

The patient's past medications include:
PENICILLIN for UNKNOWN INDICATION (Started 19

CODEIN for UNKNOWN INDICATION (Started 20fffp

REMICADE for ULCERATIVE COLITIS (i 20} - I 2ol

PENTASA for ULCERATIVE COLITIS (il 2ol - I o B '8 - B -

sOLUPRED for ULCERATIVE COLITIS (i 2 - N 2ol I 2o - B oL B
R H_ EJ EH K] EF EI BRI
20 I > - I >l I >l - O >0l I -l - I > I -l -
-l

ATROPINE for UVEITIS (20l - N 2o

DEXAFREE for UVEITIS (Il 20l - I 2ol

STERDEX for UVEITIS (J 20l - I 2ol

cosopT for UVEITIS (20l - I 24

cELESTENE for UVEITIS (il 20} - Il I} 2
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Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Diabetes (10012594) (Diabetes mellitus (10012601)) [v.21.0] [10012594]

IEBREAEERNC XD RERBEIRHIE CGRAL U7 Fr) R L

TRBRIKIEA (C KD IRBIMRHE AL U7 F) B L

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of DISCOVERY OF DIABETES

- Investigator: Unknown

- AbbVie: Based on currently available limited information, it could be preexisting event.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

RIGHR X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEKZI FEMALE White

Medical History Onset Year

OTHER: ANEMIA 20l

MIGRAINE HEADACHE NOT REPORTED

OTHER: ATOPIC DERMATITIS NOT REPORTED

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER  0PACKS 15 20|

CIGARS FORMER

E-CIGARETTES NEVER

PIPES FORMER

Alcohol Use Status Number/Day

ALCOHOL FORMER Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG

HIGHER
INDUCTION
DOSE

EWEWEWEWEOW RN Rl <
42
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ADALIMUMAB 4040 MG EOW R R o

MG EVERY 56 307

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

PREDNISOLONE 40 mg (milligram(s)) QD y-M: 20}/ -137

MESALAZINE 4 g (gram(s)) QD y-M: 20}/ -89

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-
Month / RX Month / RX
Day Day

ERYTHROMYCIN 4 % (percent) QD y-M: 20} ONGOING
B/ so

OXAZEPAM 10 mg (milligram(s)) BID y-M: 20} ONGOING
B

SPASFON 40 mg (milligram(s)) BID v-M: 20ff} oNGOING
| JEIE

METHYLPREDNISOLONE 60 mg (milligram(s)) QD y-M: 20 y-M: 20}/
B33 317

ENOXAPARIN 4000 UT BID y-M: 20 y-M: 20}/
B33 30

METRONIDAZOLE 500 mg (milligram(s)) TID v-M: 20 y-M: 20fHl}/
B3 319

OFLOXACIN 200 mg (milligram(s)) BID y-M: 20 y-M: 20}/
B3 30

METHYLPREDNISOLONE 40 mg (milligram(s)) QD y-M: 20} ONGOING
B3

CICLOSPORIN 2 mg/kg (milligram(s)/kilogram) QD v-M: 20 y-M: 20fHl}/
B 317

INFLIXIMAB 5 mg/kg (milligram(s)/kilogram) Other: EVERY 4 Y-M: 20} ONGOING

WEEK

B3

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing

SEVERE ACUTE COLITIS

NS

0l /312 (5 DAYS AFTER LAST TREATMENT)

A
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20l (Rx DAY 312): HEMOGLOBIN: 148 [120 - 160] G/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 68 [0
- 10] MG/L; PLATELET COUNT: 316 [150 - 450] X10%9/L; WHITE BLOOD COUNT: 6.8 [4 - 10] X10"9/L

Microbiology
20l (Rx DAY 283): Blood CYTOMEGALOVIRUS: N
SAE Supplemental Procedure

Il (Rx DAY 312): ABDOMINAL AND PELVIC CT SCAN: PANCOLITIS

AE Stopped Rx Day 319 (12 DAYS AFTER LAST TREATMENT)

Duration of AE 8 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology FLARE OF ULCERATIVE COLITIS DISEASE

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code: |
Subject Number: -

Protocol Number: M14-033

Augrix, | okt (7502) ThY, BELREEELROEEOLMKRBENED b
Nz, BIET 2, BRI A R ORI Ch o7, WREIITRES (REHIR 15 4)
ThHY, T NVa—EBRE (1 BY%7=0 2 RY 7K Tholo,

w8 N mEoaxmasRosn, 20 8 P BEOLERELE
B L7,

will ) A | B, BB IIAB L, ABREAT 1 EMO FRSENTEY, PHEREE 1 3
L7209 10 B THHR ORRITE N, KRR E M- Tz, PEERNCIEE, Zhust
TR AR RBD STo, 72, HBRED D ETICLEMEBE R 7 b & OWMEN
577, 38.5°C OFFATE Y — FR 1 HFRD LR, ZO%ROFRIEARLNR»-T, 20 4
170 wesisise L,

1a#EE L LT Spasfon, Solu-Medrol (X F /7L R=varanJgprzA7 /L) ) oL) ,
vZarzaxtr, kO Seresta DG 377,

The patient's past medications include:
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SOLUPRED for ULCERATIVE COLITIS (il 20 - N 20
PENTASA for ULCERATIVE COLITIS (i 20l - I 20l

Causality for HUMIRA (Blinded)

1) Colitis (10009887) (Colitis (10009887)) [v.22.0] [10009887]

TRBREEEMIC & D RRBERHE CGEAlL U7 Fr) B L

TEBRIKIEE I X D IRRBIRHIE CGRAL V7 Fr) R L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)

Event of SEVERE ACUTE COLITIS

- Investigator: Flare of ulcerative colitis disease

- AbbVie: Event is more likely related to pre-existing ulcerative colitis.

Relevant Laboratory & Other Diagnostic Tests
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I 20l ABDOMINAL AND PELVIC CT SCAN: uncomplicated recto-pancolite
I 20l HEMOGLOBIN: 14.8 G/DL (normal 12 to 16)

I 20l HIGH-SENSITIVITY C-REACTIVE PROTEIN: 68 MG/L (normal 0 to 10)
I 20l NEUTROPHILS: 4660 /mm3 (normal 1500 to 7000)

I 20l PLATELET COUNT: 316 X10**9/L (normal 150 to 450)

I 20l TEMPERATURE: 38.5 Degrees C

I 20l WBC: 6760 /mm3 (normal 4000 to 10000)
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK3I FEMALE White

Medical History Onset Year

SURGERY: MENISCUS OPERATION 20

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL UNKNOWN

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG EWEWEWEWEOW [/ ' ol 4 43
HIGHER

INDUCTION
DOSE

ADALIMUMARB 4040 MG EOW A BEA
MG EVERY 55 55

OTHER WEEK
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

AZATHIOPRINE 125 mg (milligram(s)) QD y-M: 20l
ADALIMUMAB 160 mg (milligram(s)) other: ALL 14 DAYS  Y-M: 20jHl
PREDNISONE 100 mg (milligram(s)) QD v-M: 20j i}
INFLIXIMAB 300 mg (milligram(s)) PRN y-M: 20l
BUDESONIDE 56 mg (milligram(s)) BID v-M: 20j i}
MOVIPREP 2 L (litre(s)) QD v-M: 20}/ -15
MIDAZOLAM 2.5 mg (milligram(s)) QD y-M: 20 i}/ -14
PROPOFOL 50 mg (milligram(s)) QD v-M: 20j i}/ -14

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month / Stop Year-Month /
Drug) RX Day RX Day

MIDAZOLAM 2.5 mg (milligram(s)) QD v-M: 20l 7 55 Y-M: 20HI}/ 55
PROPOFOL 100 mg (milligram(s)) QD y-M: 20fHl}/ 55 Y-M: 20} 55

Event #1: Serious Adverse Event

Event Description WORSING OF UC

Preferred term TRTE R 2%

AE Onset Date / Rx Day 20l 32 (27 DAYS AFTER LAST TREATMENT)
Age at AE Onset 3'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l (RX DAY 83): LAPAROSCOPICALLY ASSISTED COLECTOMY: COLECTOMY WAS SUCCESSFUL,
PATIENT WAS DISCHARGED IN GOOD CONDITION AFTER SURGERY

AE Stopped Rx Day 90 (35 DAYS AFTER LAST TREATMENT)

Duration of AE 9 DAYS

Severity Mild

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology NO INFORMATION

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
96
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Generated: -2(. :02:12
Program Source Codc |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auegrix, P mokt: (Fa>) Thy, BEEREEFEROBBMERELOBE(LAZED 5
ni-,

W = A 0. EskmxosErsRosn, 20 =) AL R, EEERELoE
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=LA B rcFmaseT L 20l E A, RS B AR TIREEL, 4
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The patient's past medications include:

AZATHIOPRIN for ULCERATIVE COLITIS (il 20l - I 2ol

DECORTIN for ULCERATIVE COLITIS (Started || 20l Stopped | 20

REMICADE for ULCERATIVE COLITIS (il 20l - I 20l
BUDENOFALK for ULCERATIVE COLITIS (Started [[Jij 20l stopped | 20l

Causality for HUMIRA (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.18.1] [10009901]
BBREAREMNIC K D RRMRHIE GEAL U7 Fr) R L

TRBRIEA | K D IRERBARIE AL U7 Fr)  BEER L
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Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of WORSENING OF UC

- Investigator: NO INFORMATION

- AbbVie: The event is due to exacerbation of underlying disease.

Relevant Laboratory & Other Diagnostic Tests

- 20. Colonoscopy:

Rectum - 2 = moderate disease (marked erythema, absent vascular pattern, friability, erosions)
Sigmoid - 3 = severe disease (spontaneous bleeding, ulceration)

Descending colon - 1 = mild disease (erythema, decreased vascular pattern, mild friability)
Transverse colon - 1 = mild disease (erythema, decreased vascular pattern, mild friability)
Ascending colon/cecum - 1 = mild disease (erythema, decreased vascular pattern, mild friability)

Presence of friability? Yes
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Subscore 3

- 20. Colonoscopy:

Rectum - 3 = severe disease (spontaneous bleeding, ulceration)

Sigmoid - 3 = severe disease (spontaneous bleeding, ulceration)

Descending colon - severe disease (spontaneous bleeding, ulceration)

Transverse colon - 1 = mild disease (erythema, decreased vascular pattern, mild friability)
Ascending colon/cecum - 0 = Normal or inactive disease

Presence of friability? No

Subscore 3

99

618



obbvie 78yL4<7
276 AROFRBOELED

Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

Jifi g% X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 3' MALE White

Medical History Onset Year

OTHER: IRON DEFICIENCY ANEMIA 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL FORMER Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG EW/EW/EW/EWEOW [/ IRl 42 #
STANDARD
INDUCTION DOSE
ADALIMUMAB 40 MG 40 MG EOW MR M
EVERY OTHER WEEK 261
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
MESALAZINE 3 g (gram(s)) QD y-M: 20l
AZATHIOPRINE 175 mg (milligram(s)) QD y-M: 20}/ 341
PREDNISOLONE 30 mg (milligram(s)) QD y-M: 20}/ -19
MOVIPREP 2 L (litre(s)) QD y-M: 20}/ -13
MIDAZOLAM 2.5 mg (milligram(s)) QD v-M: 20}/ -12
PROPOFOL 100 mg (milligram(s)) QD y-M: 20}/ -12

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /
RX Day RX Day

AZATHIOPRINE 175 mg (milligram(s)) QD v-M: 20l /- Y-M: 20 HI/ 228
341

PREDNISOLONE 80 mg (milligram(s)) QD YAV | VAERAVEL ! VAN
109

LEKOVIT CA 500 mg (milligram(s)) BID y-M: 20/ oNGoING
113

PANTOPRAZOLE 40 mg (milligram(s)) QD v-M: 20}/  oNGoING
113

PREDNISOLONE 70 mg (milligram(s)) QD y-M 20 y-m: 20l 121
114

PREDNISOLONE 60 mg (milligram(s)) QD y-M 20 M 20 -l 127
122

PREDNISOLONE 50 mg (milligram(s)) QD y-M 2l y-m: 20l 134
128

CEFUROXIME 500 mg (milligram(s)) BID y-m:20fHll y-M: 20 ) 131
131

CLARITHROMYCIN 250 mg (milligram(s)) BID y-M 20, v M 20l 131
131

CEFUROXIME 500 mg (milligram(s)) BID y-M 20 Hll, y-m: 20 ) 141
132

CLARITHROMYCIN 250 mg (milligram(s)) BID y-m:20fHll M 20 ) 141
132

Event #1: Serious Adverse Event

Event Description PNEUMONIA

Preferred term fili g%

AE Onset Date / Rx Day [ M R
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Age at AE Onset 3'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20 (Rx DAY 131): X-RAY: RIGHT MIDDLE LOBE INFILTRATE

AE Stopped Rx Day 132

Duration of AE 2 DAYS

Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology NO

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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Causality for HUMIRA (Blinded)
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1) Pneumonia (10035664) (Pneumonia (10035664)) [v.20.0] [10035664]
IRBRBEAEERNC XD RRBEARE CGEAL U7 F) R L
TR 12 L D RERBRME CGEFL U7 Fr) BEHY
Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)

Event of PNEUMONIA

- Investigator: No

- AbbVie: N/A

Relevant Laboratory & Other Diagnostic Tests

I 20l X-RAY: RIGHT MIDDLE LOBE INFILTRATE
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

T X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 3' FEMALE White

Medical History Onset Year

Not reported.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER 0.5 PACKS 12 20.

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG EWEW/EW/EWEOW [/ Rl 4+ 4+

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EW B0 5 B0l 358 302

EVERY WEEK
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
EUGYNON 1 TABLET QD y-M: 19j]
MESALAZINE 3 mg (milligram(s)) TID v-M: 20}
METAMIZOLE 38 DROPS PRN v-M: 20}
INFLIXIMAB 5 MG PER KG BODY WEIGHT Other: EVERY 4 WEEKS Y-M: 20 i} / 267
PREDNISOLONE 40 mg (milligram(s)) QD y-M: 20}/ -83
MIDAZOLAM 5 mg (milligram(s)) QD y-M: 20}/ 20
PROPOFOL 80 mg (milligram(s)) QD y-M: 20 i}/ 20
TRAVAD PHOSPHATE 120 mL (millilitre(s)) QD y-M: 20}/ 20

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month / Stop Year-Month / RX
Drug) RX Day Day

EUGYNON 1 TABLET QD v-M: 19} ONGOING
MESALAZINE 3 mg (milligram(s)) TID y-M: 20l oNGong
METAMIZOLE 38 DROPS PRN y-M: 20l oNGong
MIDAZOLAM 5 mg (milligram(s)) QD v-M: 20}/ 57 Y-M: 20 i}/ 57
PROPOFOL 80 mg (milligram(s)) QD y-M: 20 i}/ 57 v-Mm: 20}/ 57
METAMIZOLE 38 DROPS PRN y-M: 20 i}/ 82 v-M: 20}/ 152

Event #1: Serious Adverse Event

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

LEFT DISTAL RADIUS FRACTURE
BEB T

Bl s

A

0l (RX DAY 82): OPEN REPOSITION, PALMARE OSTEOSYNTHESIS: SUCCESSFULL SURGERY

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

152

71 DAYS

Moderate

No reasonable possibility

NO
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Discontinued Study Drug Due to the Event NO
SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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The patient's past medications include:

PREDNISOLON for ULCERATIVE COLITIS (il 20 - I 20D

Causality for HUMIRA (Blinded)

1) Radius fracture (10037802) (Radius fracture (10037802) ) [v.22.0] [10037802]

IEBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L

TRBRIIEA I K D IRERBIRFIE BRI U7 Fr)  BEER L

106

625



obbvie 78yL4<7
276 AROFRBOELED

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)

Event of LEFT DISTAL RADIUS FRACTURE

- Investigator: Not reported.

- AbbVie: The event is not related to underlying disease but could be a result of an accident.
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Subject -(Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

A= 3y X

i FERRIE X X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK6I FEMALE White

Medical History Onset Year

OTHER: MENOPAUSA 19.

ASTHMA NOT REPORTED

EYE DISEASE/DISORDER NOT REPORTED

GASTROESOPHAGEAL REFLUX DISEASE NOT REPORTED

HYPERTENSION NOT REPORTED

OSTEOPOROSIS NOT REPORTED

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/16040 MG~ EWEWEWEWEOW [l 'Rl 4+

HIGHER 43

INDUCTION

DOSE

ADALIMUMAB 4040 MG EOW B AR

MG EVERY 57 95

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX

Day

DUOVENT 1 DF (dosage form) Other: PRN v-M: 20}

CALCIUM 200 mg (milligram(s)) QD y-M: 20l

FAMOTIDINE 40 mg (milligram(s)) QD y-M: 20}

AMLODIPINE 2.5 mg (milligram(s)) QD v-M: 20}

VALSARTAN 80/125 mg (milligram(s)) QD y-M: 20}

IBANDRONIC ACID 3 mg (milligram(s)) PRN y-M: 20}

LOPERAMIDE 2 mg (milligram(s)) PRN y-M: 20}/ -81

PICO-SALAX 1 DF (dosage form) PRN y-M: 20 i}/ -6

ATROPINE 0.5 mg (milligram(s)) QD y-M: 20}/ -5

MIDAZOLAM 5 mg (milligram(s)) QD v-M: 20}/ -5

PETHIDINE 50 mg (milligram(s)) QD y-M: 20}/ -5

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month / Stop Year-Month /
Drug) RX Day RX Day
DUOVENT 1 DF (dosage form) Other: PRN Y-M: 20.-. ONGOING
CALCIUM 200 mg (milligram(s)) QD v-M: 20l  onGoinG
FAMOTIDINE 40 mg (milligram(s)) QD y-M: 20 ]  onGoinG
AMLODIPINE 2.5 mg (milligram(s)) QD y-M 20  onGoinG
VALSARTAN 80/125 mg (milligram(s)) QD y-M: 20 ]  onGoinG
IBANDRONIC ACID 3 mg (milligram(s)) PRN y-M: 20 ]  onGoinG
LOPERAMIDE 2 mg (milligram(s)) PRN y-M: 20 i}/ 81 Y-M: 20}/ 87
NIFLUMIC ACID 500 mg (milligram(s)) PRN y-M: 20} 60 oNGOING
AUGMENTIN 1.2 g (gram(s)) TID y-M: 20} 60 Y-M: 20}/ 63
109
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Event #1: Serious Adverse Event

Event Description RIGHT SHOULDER FRACTURE
Preferred term BCET

AE Onset Date / Rx Day -20. /60

Age at AE Onset 7I

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
20l (Rx DAY 61): SURGERY RIGHT SHOULDER: RESOLVED

AE Stopped Rx Day 61
Duration of AE 2 DAYS
Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology ACCIDENT ONLY

Discontinued Study Drug Due to the NO

Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, PERSISTENT OR

SIGNIFICANT DISABILITY/INCAPACITY

Event #2: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Death

Event Description EMBOLIA PULMONUM
Preferred term i ZE I

AE Onset Date / Rx Day -20. /92

Age at AE Onset 7I

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 97 (2 DAYS AFTER LAST TREATMENT)
Duration of AE 6 DAYS

Severity Severe

Relation to Study Drug by  No reasonable possibility
Investigator

Investigator Alternative POSSIBLE ALTERNATIVE ETIOLOGY FOR THE FATAL EVENT :RIGHT SHOULDER

110
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Etiology FRACTURE BUT NO AVAILABLE DOCUMENTATION/INFORMATION OF THE
ETIOLOGY

Discontinued Study Drug  YES
Due to the Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, PERSISTENT OR
SIGNIFICANT DISABILITY/INCAPACITY, IMPORTANT MEDICAL EVENT
REQUIRING MEDICAL OR SURGICAL INTERVENTION, LIFE THREATENING,
DEATH OF SUBJECT

Generated: -Z(I :02:12
Program Source Cod. |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Augrix, P okt oY) ThY, EEAEEFROARETIAED b,
B 2RI, BHUERIE T o T,

=1 B AEEvrReone, 20 = B0 AEEEEE -,

ol =10 B0 vEmEEEL, ARSI L. AROEBNC X B8, WOUTHE &
ORI 8 0 OV AT SRR DAL, 2 OO JkfF e ORI A e dro o, AR O
AR RIS K D RAFRE 21T - 728, BE O 2 pikiEmE Laesr-7-, 20 =] 1 I 5.
sl L, 2 = A B0, AR OFlnFER S, BRER R OSBRI B S
7. abpERw oharor, 20 AP, wEE R L.

BRI E LT Augmentin (7 777 AV DL/ TEFXT VY KFIY) KO Donalgin 3%
iz,

Causality for HUMIRA (Open Label)

1) Shoulder fracture (10049128) (Upper limb fracture (10061394) ) [v.19.0] [10049128]

IEBREAEERINIC & 2 KERBIRHIE CGEAL U7 Fr) B L

TEBRIKIEE I K DRI HIE CRAL U7 Fr) R L
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Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of RIGHT SHOULDER FRACTURE
- Investigator: Accident only.

- AbbVie: THE EVENT IS NOT RELATED TO STUDY DRUG TREATMENT. THE SUBJECT HAS
KNOWN MEDICAL HISTORY OF OSTEOPOROSIS.

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

A, P moktt: BV =) THY, BEEREEFSR TEICIEOMIERIENTRD
Hivic, BIET BFEL, B, AARESERML, SOUE, BHEE, ROWETHoT,

Wl =8 B E. mErEsRo bR 2028 BB s L, ECER
IFFERRE & LR Shvs, RIS E RO H IR RIICTh 5,

W = A P HREF IR RO DA LT, AgS, AR, ROVEEICOWT O
mEmsnienotz, VazKTe Lo ) A iR LEERToBRE RS- T,

1GWHE L LT Augmentin (7 77 Z A ) UL/ TEXTTY KM KO Donalgin 23#%
B3,

Causality for HUMIRA (Open Label)
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1) Pulmonary embolism (10037377) (Pulmonary embolism (10037377)) [v.20.0] [10037377]
IRBRBEAEERNC XD RREARE CGEAL U7 Fr) BdERL

TRBRIKIEE I X D IRRBRHE CGEAlL /U2 F) BERL

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Open Label)

Event of PULMONARY EMBOLI

- Investigator: Right shoulder fracture

- AbbVie: THE EVENT MIGHT BE RELATED TO KNOWN MEDICAL HISTORY OF ASTHMA
AND HYPERTENSION
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

o A 25 X

4 TR R X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 6' FEMALE White

Medical History Onset Year

INFLAMMATORY BOWEL DISEASE: UC DIAGNOSIS 19.

OTHER: MENOPAUSE 20|

SURGERY: BILATERAL LAPEROSCOPIC SALPINGOOVARECTOMY 20.

SURGERY: EYEBROW ELEVATION 20.

OTHER: HYPERCHOLESTEROLEMIA 20.

OTHER: HIATAL HERNIA 20.

OTHER: DEVIATED NASAL SEPTUM 20.

OTHER: POSITIVE TB TEST 20.

OTHER: BACK DISCOMFORT 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [ ' IRl #
HIGHER 43

INDUCTION

DOSE

ADALIMUMAB 4040 MG EW R B »

MG EVERY 56 148

WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

MESALAZINE 2 g (gram(s)) TID v-M: 19HI

PREDNISONE 40 mg (milligram(s)) UNKNOWN y-M: 20l

RIFAMPICIN 300 mg (milligram(s)) BID y-M: 20 i}/ -124

FENTANYL 50 mcg (microgram(s)) QD Y-M: 20.—. /-43

FLEET 2 BOTTLE BID v-M: 20 Hl}/ 43

MIDAZOLAM 5 mg (milligram(s)) QD y-M: 20} / 43

PARACETAMOL 500 g (gram(s)) Other: ONCE y-M: 20}/ -12

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-Month /
Month / RX RX Day
Day
MESALAZINE 2 g (gram(s)) TID v-M: 19} onGoinG
SIMVASTATIN 20 mg (milligram(s)) QD y-M: 20}/ Y-M: 20 i}/
8 77
ATORVASTATIN 10 mg (milligram(s)) QD v-M: 20fHI}/ v-M: 20 HI)/
78 161
METAMIZOLE 1 g (gram(s)) QD y-M: 20fjHI} 7 Y-M: 20jHI}/
100 100
PARACETAMOL 500 mg (milligram(s)) ~ BID y-M: 20fjHI} 7 Y-M: 20HI}/
101 101
CLOBETASOL 25 mg (milligram(s)) BID v-M: 20fHl}/ v-M: 20 HI)/
131 133
PERMETHRIN 5 % (percent) BID y-M: 20}/ Y-M: 20 i}/
131 133
COAL TAR 5% (percent) PRN v-M: 20jjHl} s oNnGoING
153
115
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ALL OTHER NON-
THERAPEUTIC PRODUCTS
HYDROCORTISONE

FENTANYL

MIDAZOLAM

Event #1: Serious Adverse Event

NA NA Other: ONE WEEK,
TOTAL*4

2 % (percent) PRN

50 mcg (microgram(s)) Other: ONCE

3 mg (milligram(s)) Other: ONCE

v-M: 20fHl}/ v-M: 20 HI)/

153 161
y-M: 20fjHI} 7 Y-M: 20jHI}/
153 185
v-M: 20fHI}/ v-M: 20 HI)/
161 161
v-M: 20fHI}/ v-M: 20 HI)/
161 161

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

DEVIATED NASAL SEPTUM

da B 25
B0l 100
ol

0l (Rx DAY 100): SUB MUCOUS RESECTION +TUBINECTOMY BY DIA: NASAL ABSTRUCTION

RESOVLED
AE Stopped Rx Day
Duration of AE

Severity

Relation to Study Drug by Investigator

Investigator Alternative Etiology

102

3 DAYS

Mild

No reasonable possibility

ELECTIVE SURGERY

Discontinued Study Drug Due to the Event NO
HOSPITALIZATION OR PROLONGED HOSPITALIZATION

SAE Criteria

Event #2: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description

SUBCORNEAL PUSTULAR DERMATOSIS

Preferred term A JE TR AE
AE Onset Date / Rx Day BN
Age at AE Onset 6I
Laboratory Testing
NOT REPORTED
Microbiology
NOT REPORTED
116
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SAE Supplemental Procedure

(RX DAY ): SIGMOIDOSCOPY: UC; 20. (RX DAY 154): SKIN BIOPSY: SUPERFICIAL AND DEEP
PURULENT FOLLICULITIS; -2 (RX DAY 160): SKIN BIOPSY: CHRONIC NON SPECIFIC DERMATITIS
AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Severe

Relation to Study Drug by Investigator Reasonable possibility

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

A, of stk <4;<7:n/v) ThHY, BERAEFLOBTREHARD Sz,
B 2 IEIE, MR R R R O R Tl o 7o, BBRE I3 IEMER K OFET L=
—EIFEThH T,

= B, admEsEsEs S, 20.$|ﬂ o sdmsdmE -,

will & A | B, BB ST (D7 70 1T X 2RI TS R K O A 90
i) DIZDIZAPE LTz, SHPRRE I X2 MAZERGR O bivl, #HBRE ORI, B’AKOR
g chor, 20 =) A n, R L,

TBHEIE L LT Acamol (7 h7 2/ 7 =) KON Optalgin 3% 5 S vz,

The patient's past medications include:

SIMVASTATIN for HIGH CHOLESTEROL (il 20l - I 20l

Causality for HUMIRA 40MG/0.8ML (Blinded)
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1) Deviated nasal septum (10012573) (Nasal septum deviation (10028762) ) [v.20.1] [10012573]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA IC L D IRRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of DEVIATED NASAL SEPTUM
- Investigator: Elective surgery

- AbbVie: Event more likely related to subject's prior medical history of deviated nasal septum (started

20

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

A, o mokt: (A 25x0) ThY, BELEERSOMARE TR REIEST
BV, BT 2L, SRR B OVE ARE I KI% Th o 7=,

0l =1 B A8 TR REE R Bk,

ot B N R VAT X N RERE T AR X
B o BB L, IRERICEREROFEB 500 b, R L LCRFTIRERINSRA Sh,
Az gEmEsiTont, 20f A 0. REERORR, REMR OEIEEO L
wagn@bon, 2 EA R P, S IR AERNER S, B2 IR B R RE %
psRwon, 20 £ A D0, S REBSREORKR, BEMERIBRRD S, 7 HICH
B IR L7z,
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TEHEE L LT Coal tar, & Fu a/LF Y V#UEA], Dermovate (7 X% Y — /L7 o4 U fEx
AT v) , KU Lyclear &5 27,

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Subcorneal pustular dermatosis (10042342) (Subcorneal pustular dermatosis (10042342) )
[v.20.1] [10042342]

TRBREEERIC K D RRBIRHIE CRAL /U7 Fr) BEEDHY
IEBRIKIEE I K D IRRBIFRHIE CRAL V27 Fv)  BEEDH Y

Dechallenge: No

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of SUBCORNEAL PUSTULAR DERMATOSIS

- Investigator: N/A

- AbbVie: N/A

Relevant Laboratory & Other Diagnostic Tests

- 20. SIGMOIDOSCOPY: Ulcerative colitis
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- 20. SKIN BIOPSY: Superficial and deep purulent folliculitis

- 20. SKIN BIOPSY: Chronic non specific dermatitis

120
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Subject - (Investigator -)

Reason for Narrative

|Adverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  |[Event of
|Adverse Discontinuation of Study Interest
Event Drug
HINALIEEN X
R A ZE X
ifil R X
O3 K 1L X X
i i 2% X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY OTHER WEEK 6' MALE White
Medical History Onset Year
SURGERY: APENDECTOMY 20.
SURGERY: INGUINAL HERNIA CORRECTION 20.
OTHER: BENIGN PROSTATIC HYPERPLASIA 20.
OTHER: HEARTBURN 201§
OTHER: CARDIAC CATHETERIZATION 20.
OTHER: BALANCED HYPERLIPIDEMIA 20.
OTHER: INACTIVE ISCHEMIC HEART DISEASE NOT REPORTED
OTHER: NEPHROLITHIASIS INACTIVE NOT REPORTED
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
121
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Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EWEWEOW [l IRl 4+

HIGHER 43

INDUCTION

DOSE

ADALIMUMAB 4040 MG EOW R R

MG EVERY 57 176

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
ACETYLSALICYLIC ACID 300 mg (milligram(s)) BID v-M: 20j i}
LANSOPRAZOLE 30 mg (milligram(s)) QD y-M: 20l
DILTIAZEM 120 mg (milligram(s)) QD y-M: 20l
MESALAZINE 1 g (gram(s)) QD v-M: 20j i}
MESALAZINE 4 g (gram(s)) QD y-M: 20l
CILAZAPRIL 5 mg (milligram(s)) BID Y-M: 20.
TAMSULOSIN 0.4 mg (milligram(s)) QD Y-M: 20.
ATORVASTATIN 40 mg (milligram(s)) QD y-M: 20l
PREDNISONE 40 mg (milligram(s)) QD y-M: 20 i}/ -172
BISACODYL 5 mg (milligram(s)) BID v-M: 20j i}/ 44
SODIUM PICOSULFATE 2 SACHETS Other: ONCE y-M: 20 i}/ 43
FENTANYL 50 meg (microgram(s)) Other: ONCE y-M: 20 i}/ -42
MIDAZOLAM 2 mg (milligram(s)) Other: ONCE v-M: 20j i}/ 42
PROPOFOL 70 mg (milligram(s)) Other: ONCE y-M: 20 i}/ -42
PREDNISONE 40 mg (milligram(s)) QD Y-M: 20.-. /-35
RIFAMPICIN 300 mg (milligram(s)) BID v-M: 20j i}/ -32
PREDNISONE 35 mg (milligram(s)) QD y-M: 20 i}/ -28
PREDNISONE 30 mg (milligram(s)) QD y-M: 20 i}/ 21
PREDNISONE 25 mg (milligram(s)) QD v-M: 20j i}/ -17
PREDNISONE 20 mg (milligram(s)) QD y-M: 20 i}/ -12
122
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Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-Month /
Month / RX DayRX Day
ACETYLSALICYLIC ACID 300 mg (milligram(s)) BID y-M: 20 v-™m: 20HI}/
112
LANSOPRAZOLE 30 mg (milligram(s)) QD v-M: 20} oNnGoiNnG
DILTIAZEM 120 mg (milligram(s)) QD v-M: 20 y-M: 20 i}/
149
MESALAZINE 4 g (gram(s)) QD y-M: 20 ] oNGonG
TAMSULOSIN 0.4 mg (milligram(s)) QD y-M: 20 v-m: 20/
122
CILAZAPRIL 5 mg (milligram(s)) BID v-M:20f]  vy-m: 20 i)/
161
ATORVASTATIN 40 mg (milligram(s)) QD y-M: 20 ] oNGonG
RIFAMPICIN 300 mg (milligram(s)) BID y-M: 20}/ Y-M: 20JH}/ 61
32
PREDNISONE 10 mg (milligram(s)) QD y-M: 20fjHl} 7 y-M: 20 i}/ 44
36
PREDNISONE 5 mg (milligram(s)) QD y-M: 20}/ Y-M: 20}/ 50
45
FEXOFENADINE 160 mg (milligram(s)) QD y-M: 20}/ Y-M: 20}/ 80
70
BETAMETHASONE 0.1 % (percent) QD y-M: 20}/ Y-M: 20}/ 99
85
ACETYLSALICYLIC ACID 300 mg (milligram(s)) BID v-M: 20fjHl}/ Y-M: 20 i}/
147 149
METOCLOPRAMIDE 10 mg (milligram(s)) QD v-M: 20fHl}/ Y-M: 20 I}/
149 150
TRAMADOL 50 mg (milligram(s)) QD v-M: 20fjHl}/ y-M: 20 i}/
149 150
BLOOD AND RELATED 2 BLOOD TRANSFUSIONS  Other: ONCE  Y-M: 20jJHIl}/ Y-M: 20}/
PRODUCTS 149 152
FESOTERODINE 4 mg (milligram(s)) QD v-M: 20fHl}/ Y-M: 20 I}/
150 150
BISOPROLOL 1.25 mg (milligram(s)) QD v-M: 20fjHl}/ oNGoING
153
ACETYLSALICYLIC ACID 300 mg (milligram(s)) QD v-M: 20fj i}/ oNGoING
162
CILAZAPRIL 2.5 mg (milligram(s)) BID y-M: 20 i}/ oNGoING
162
DILTIAZEM 100 mg (milligram(s)) QD v-M: 20fjHl}/ oNGoING
162
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ISOSORBIDE MONONITRATE 20 mg (milligram(s))

BLOOD AND RELATED

PRODUCTS

CIPROFLOXACIN

CEFAZOLIN

BROTIZOLAM

METAMIZOLE

METOCLOPRAMIDE

PORTALAK

TRAMADOL

FEXOFENADINE

FENTANYL

TRAMADOL

VANCOMYCIN

PORTALAK

METAMIZOLE

METAMIZOLE

RIFAMPICIN

SULFAMETHOXAZOLE

TRIMETHOPRIM

TRAMADOL

2 TRANSFUSION

500 mg (milligram(s))

1 g (gram(s))

0.25 mg (milligram(s))

1000 mg (milligram(s))

10 mg (milligram(s))

30 mL (millilitre(s))

100 mg (milligram(s))

180 mg (milligram(s))

50 mcg (microgram(s))

100 mg (milligram(s))

1000-3000 mg (milligram(s))

30 mL (millilitre(s))

1000 mg (milligram(s))

2000 mg (milligram(s))

600 mg (milligram(s))

800 mg (milligram(s))

160 mg (milligram(s))

100 mg (milligram(s))

BID
Other: ONCE
Other:

UNKNOWN
BID

QD

QD

Other: ONCE

Other: ONCE

Other: ONCE

QD

QD

BID

Other: QD-BID

Other: ONCE

BID

BID

Other: ONCE

Other: ONCE

Other: ONCE

Other: ONCE

Y-M:

162

Y-M:

186
194
Y-M

196

196

Y-M:

196

Y-M:

197

Y-M:

197

Y-M:

197

Y-M:

197

Y-M:

197
Y-M
198
Y-M
198
Y-M
199

Y-M:

199

Y-M:

204

Y-M:

205

Y-M:

205

Y-M:

205

Y-M:

205

20/ y-M: 20/

164

20HR/ y-Mm: 20fHI/

20 H y-M: 20 I/
20 H y-M: 20 i/
20 Yy-M: 20 )/

20HE/ y-M: 20/
20/ y-M: 20/
20HR y-M: 20 HI/

197

20HE/ y-M: 20/

197

20/ y-M: 20/

200

20HR/ y-M: 20fHI/

20 H y-M: 20 i/
20 H y-M: 20 I/
20 Yy-M: 20 )/

20/ y-M: 20/

206

20/ oNGoING
20HR/ y-M: 20JHI/

205

20/ y-M: 20/

205

20/ y-M: 20/

205

20HR/ y-M: 20JHI/

231

124
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Event #1: Serious Adverse Event

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

ENLARGED PROSTATE WORSENING
DAY PN
7

0l (RX DAY 122): PROSTATECTOMY: RESULVED WITH SEQUELA (DESCRIBED AS ANOTHER AE

"HEMATORIA")

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

Event #2: Serious Adverse Event

124

52 DAYS

Moderate

No reasonable possibility

MEDICAL HISTORY

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event Description ACUTE NON ST ELEVATION MYOCARDIAL INFRACTION
Preferred term e ZE

AE Onset Date / Rx Day -20. / 149

Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 152

Duration of AE 4 DAYS

Severity Severe

Relation to Study Drug by No reasonable possibility

Investigator
Investigator Alternative Etiology UNKNOWN
Discontinued Study Drug Due to the NO
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Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Event #3: Serious Adverse Event

Event Description HEMATURIA
Preferred term M pR

AE Onset Date / Rx Day Bl 140
Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 156

Duration of AE 8 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology PROSTATECTOMY

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event #4: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description CHRONIC ISCHEMIC HEART DESEASE - TRIPLE-VESSEL DISEASE
Preferred term JLa 53 K 1.

AE Onset Date / Rx Day [ M B

Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

Il (RX DAY 179): LEFT HEART CARDIAC CATHETERIZATION: UNSUCCESSFUL; |20l Rx
DAY 183): (AORTO)CORONARY BYPASS OF ONE CORONARY A: SUCCESSFUL; EXTRACORPOREAL
CIRCULATION AUXILIARY TO: SUCCESSFUL; DOUBLE INTERNAL MAMMARY-CORONARY ARTERY:
sUCCESSFUL; |20l (Rx DAY 186): BLOOD TRANSFUSIONS: N/A; |20l Rx DAY 187): BLOOD
TRANSFUSIONS: N/A
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AE Stopped Rx Day 248 (72 DAYS AFTER LAST TREATMENT)
Duration of AE 97 DAYS

Severity Severe

Relation to Study Drug by No reasonable possibility

Investigator

Investigator Alternative Etiology =~ INACTIVE ISCHEMIC HEART DISEASE IN MEDICAL HISTORY

Discontinued Study Drug Due to the YES
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION,
LIFE THREATENING

Event #5: Serious Adverse Event

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

Generated: -2(. :02:12

INFECTION IN STERNUM
4
0l / 194 (18 DAYS AFTER LAST TREATMENT)

d

204 (28 DAYS AFTER LAST TREATMENT)

11 DAYS

Moderate

No reasonable possibility

CAGB SURGERY

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Program Source Cod |

Investigator No.: -
Subject Number: -
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Protocol Number: M14-033

AL, o] moBME (1 2FTL) ThY, EEAFEEFSGOBEELELER 3 K
FG) , I ST EAMAMELFESE, ROMRATED S, BT 20, At
%, DT =TV, B3 VAT u—VE, IEEBMEE O ORE, BYENSIRIERE, &
OFREBMEE RS G T o 7, B TN T 72,

oy B3 N RS LSiRA Y ONGE R A rotr e K DEN  ERYA S
(TNES Ry Wi

0l =1 7 B 0. ST bERarLmEERomESED b, 20 = e 2
v mdb LR G ERE) v on, 20 = A P, ST LR AL R
gL 20l =) AR e, wrEEgLe 2 =8 e, ErEnrbLEs G ERE)
IXEE Lz,

ol S EH D %ﬁ%ﬁ%cmﬁ&wﬁﬁﬁﬂmrﬂ%ﬁﬂ&@rr@f:W\ﬁ% L7, WIRERVEH N E
MESALic, ~EZ B EUEIT 14005 9412 L, BEMIZIT ITIZLE LT,

A, s, T%@,&U@%I%ﬂmw%htomﬁ®ﬁﬁ BeBREITIE ST LA AN
oz an, 2 £ P 0. 2 AovF—F 1 E R EBIRE R K &
Nz, MUBEFRINET, BEREILDBA RN Sz, EEIR S SRS 3 IS SR,
Fixms L 2= PP, s iR L,

oA evahele B N ERSW B BN RN B B RN B BN |
H) .

TREI L L CT7 AU >, Cilaril, Mononit, Cartia (P/VF T B LERE) , 7=/ T80TV
7R, Pramin (A 77T IR) , KOVF T F—AnEkh I,

Causality for HUMIRA (Blinded)

1) Ischemic heart disease (10055218) (Myocardial ischaemia (10028600) ) [v.22.0] [10055218]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) MR L

TRBRIKIEA IC L D RRBAMRAE AL U7 F) B L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

128

647



obbvie 78yL4<7
276 AROFRBOELED

2) Non ST segment elevation myocardial infarction (10064347) (Acute myocardial infarction
(10000891) ) [v.22.0] [10064347]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA IC K D IRRBIMRHE AL U7 F) B L

Dechallenge: Not Applicable

3) Hematuria (10019450) (Haematuria (10018867)) [v.22.0] [10019450]

IEBREAEERNIC X2 RERBRHIE CGRAL U7 Fr) R L

TRBRIKIEA 1C L D IRRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of CHRONIC ISCHEMIC HEART DESEASE - TRIPLE-VESSEL

- Investigator: Inactive ischemic heart disease in medical history.

- AbbVie: Risk factors include pre-existing ischemic heart disease and hyperlipidemia.

Event of ACUTE NON ST ELEVATION MYOCARDIAL INFRACTION
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- Investigator: Unknown

- AbbVie: Risk factors include pre-existing ischemic heart disease and hyperlipidemia.

Event of HEMATURIA
- Investigator: Prostatectomy

- AbbVie: Risk factors include recent prostatectomy in . 20. and pre-existing history of

nephrolithiasis,

Relevant Laboratory & Other Diagnostic Tests

- 20. electrocardiogram: Normal

Unknown date HBG: 14 No Units
Unknown date HBG: 9.4 No Units

Unknown date HBG: 11 No Units

Investigator No.:-
Subject Number: -

Protocol Number: M14-033

Auigrix, ] moBM (25T 0) THY, BELEEERONSIIIER OB
BV, BHET ZAEEEIE, RIS RIE A R ORI BRI R Cdo o 72, SR I3 IEREH T b
ST,

il = 8. e oz sy s, 20 E AP, sie Ko mE
L7z,
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A,

W =AW P AR TN S, BISZARERRITE O R ORI D -0,
o eaeell B3 PRl EERONTAWN
VEREIR L LT Promnix (Z LA a3 U EfgtE) RAixb Snr-,

The patient's past medications include:

PENTASA for ULCERATIVE COLITIS (Jil 20l - N 2. B 20 - B o)

PREDNISONE for ULCERATIVE COLITIS (il 2o - I 20l B 28 - B 2l
I 2ol - I >0l I >0l - I >0l I >0l - I -0l I >0l -
200, I ol - I >0 I ol - I >l

RIFAMPICIN for LATENT TB ([l 20l - I 20l

Causality for HUMIRA (Blinded)

1) Enlarged prostate (10049240) (Prostatomegaly (10051482)) [v.20.0] [10049240]

IBBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L

IRBRIEA 1 X D IRERBIRFIE BRI U7 Fr)  BEER L

Dechallenge: Not Applicable

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)

Event of ENLARGED PROSTATE WORSENING
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- Investigator: Medical history

- AbbVie: The patient has known medical history of BPH.

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

A, moBt (1 25x0) ThY, EEAHEFRSGONEBRLENED b,

0l =1 B mERErRoonk, 20 A0, WEREEE s,

TEENIR S A S AT, BUEEALICRIE 0GR O Hivlz, 3 HEOFAEHR] (Ciproxin) #2 H 512
Y BE%, BRI X aaE b oo on, 20 £ 8 | B, #EmEEa
BEL, HUER (Nra~day) OBIRNES S ThR, BBk oEmE s LT, 20)
£ A P& sREE Promnix (% A AL iR 0.4mg Z0HT L C AR L, #
sz orgizE< 20, 0] =0 0 ok L,

ML LTAvav A vy, Txv 2=, kI~ K=, Optalgin, AL7 7 A hF4Y
— /b, Cefamezine, Tramadex (7~ R—/UIEEH) , Ciproxin, M O\ dipyrone 235 X7,

The patient's past medications include:
MICROPIRIN (Aspirin) for INACTIVE ISCHEMIC HEART DISEASE (il 20l - I 20l

Pentasa for ULCERATIVE COLITIS (Started || 20ll)

Prednisone for ULCERATIVE COLITIS (il 2o - 2ol N '8 - I 208 B
I >0l - I >l I >0l - I ol I -0l - ol I o -
20 I >0l - I >0l I >0l - I >0l

Causality for HUMIRA (Open Label)
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1) Sternitis (10064110) (Sternitis (10064110) ) [v.19.0] [10064110]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA 1C L D IRRBAMRHE AL U7 F) B L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of INFECTION IN STERNUM

- Investigator: CAGB SURGERY

- AbbVie: RELATED TO CAGB SURGERY.

Relevant Laboratory & Other Diagnostic Tests

- 20. Colonoscopy:

Rectum: 3 = Severe disease (spontaneous bleeding, ulceration)
Sigmoid: 2 = Moderate disease (marked erythema, absent vascular pattern, friability, erosions)

Presence of friability: Yes
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Subscore: 3

- 20. Flexible sigmoidoscopy:

Rectum: 3 = Severe disease (spontaneous bleeding, ulceration)

Sigmoid: 2 = Moderate disease (marked erythema, absent vascular pattern, friability, erosions)
Presence of friability = Yes

Subscore: 3
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 4' MALE White

Medical History Onset Year

MIGRAINE HEADACHE 20l

OTHER: H. PYLORI
DRUG ALLERGIES/REACTIONS: PENICILIN ALLERGY

Prior Procedures

20l

NOT REPORTED

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL NEVER
Study Drug Administration
Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG~ EW/EW/EW/EW/EOVW [/ IRl 4
STANDARD
INDUCTION DOSE
ADALIMUMAB 40 MG 40 MG EW BN ;"B 4
EVERY WEEK
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

MERCAPTOPURINE 100 mg (milligram(s)) QD y-M: 20l
MESALAZINE 2 g (gram(s)) QD y-M: 20 Hl} 7 96
PREDNISONE 10 mg (milligram(s)) QD y-M: 20 Hl} 7 -76
AMOXICILLIN 1000 mg (milligram(s)) BID y-M: 20 i}/ -34
CLARITHROMYCIN 500 mg (milligram(s)) BID v-M: 20}/ -34
ESOMEPRAZOLE 40 mg (milligram(s)) BID y-M: 20}/ -34
TINIDAZOLE 500 mg (milligram(s)) BID y-M: 20 i}/ -34
STOMACAIN 1 BOTTLE BID y-M: 20}/ -14
FENTANYL 100 mcg (microgram(s)) Other: ONCE Y-M: 20.—. /-13
MIDAZOLAM 5 mg (milligram(s)) Other: ONCE y-M: 20}/ -13

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO  Dose/Units Frequency Start Year-Month Stop Year-Month /

Drug) / RX Day RX Day

PREDNISONE 7.5 mg (milligram(s)) QD y-M:20fHll y-M: 201 56
29

FENTANYL 100 mcg (microgram(s)) Other: ONCE  Y-M: 20JHl}/  y-M: 20} {}}/ 57
57

MIDAZOLAM 7 mg (milligram(s)) other: ONCE  v-M: 20JJHl}/  Y-M: 20 {l} / 57
57

PREDNISONE 5 mg (milligram(s)) QD y-M:20fHll y-m: 20 ) 81
57

GLAFENINE 250, 250, 65 mg (milligram(s)) PRN y-M: 20 Yy-m: 20l 67
67

PREDNISONE 10 mg (milligram(s)) QD y-M: 20l y-m: 20} 86
82

PREDNISONE 15 mg (milligram(s)) QD y-M:20fHll y-M: 20}/ 90
87

AMOXICILLIN 500 mg (milligram(s)) BID y-M: 20 y-m: 20 93
91

PREDNISONE 20 mg (milligram(s)) QD y-M: 20l y-m: 20}/ 96
91

PREDNISONE 30 mg (milligram(s)) QD y-M: 20 y-M: 20} 104
97

MIDAZOLAM 2 mg (milligram(s)) other: ONCE  Y-M: 20JHl}/  y-M: 20j}{l}/ 102
102

PROPOFOL 90 mg (milligram(s)) other: ONCE  Y-M: 20jHl}/  Y-M: 20} 102
102
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METRONIDAZOLE 250 mg (milligram(s)) BID y-M: 20 Yy-m: 20/ 105
102

HYDROCORTISONE 100 mg (milligram(s)) TID y-M: 20l y-M: 20} 109
105

PREDNISONE 40 mg (milligram(s)) QD y-M: 20}/ oNGoinG
109

Event #1: Serious Adverse Event

Event Description UC WORSENING

Preferred term e RN

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Ceriteria

Generated: -2(. :02:12

e
1

109 (10 DAYS AFTER LAST TREATMENT)

49 DAYS

Moderate

No reasonable possibility

UC WORSENING

NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auigrix, | moBM (25T 0) ThY, EELEEFROEEERE KO EL R

Do, BET D, 1SS R (extensive colitis [ JIFAE

HE D NS RAE DN M ]

SERGR) RONY any F—.enJEjkThoTz,
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Wl =17 B 0. mptkmroBEsmssne, 0 =8 P, EErEE ko
fbiXEligE L7z,

ol = A B P EEH 0L OESEEOBE (BTl OIEk % & T % 0 B L

(FEEK) 12XV, & 5 AMOaLFaxFof FEEZT 57 0BBREFIAR L, N
gmanEfisnz, 0= 0, wE R LE.

TBHERE LT Metrogyl (X hr=%>Y—)) , & Kaa)F />, KO prednisone 235 XiL
7

The patient's past medications include:

PURINETHOL for ULCERATIVE COLITIS (20ff] - [ 20l

RAFASSAL for ULCERATIVE COLITIS (il 20l - I 20l

Causality for HUMIRA (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.19.0] [10009901]

TRBREEEMIC & D KRRBERHE CGEAlL U7 Fr) B L

TRBRIKIEA IC K D IRRBAMRHE AL/ U7 F) B L

Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of UC WORSENING
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- Investigator: UC Worsening.

- AbbVie: The event is exacerbation of underlying disease.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug
HEU A PNIZD X X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY WEEK 5' MALE White
Medical History Onset Year
CORONARY ARTERY DISEASE: CORONARY ARTERY DISEASE BIVASAL 20.
DIABETES MELLITUS 20.
HYPERLIPIDEMIA: HYPERCHOLESTEROLEMIA 20.
HYPERTENSION 20.
MYOCARDIAL INFARCTION 20.
SURGERY: CORONARY ANGIOPLASTY WITH STENT PLACEMENT OF 2 LEFT 20.
SURGERY: CORONARY ANGIOPLASTY WITH STENT PLACEMENT OF 3 RIGHT 20.
SURGERY: FISTULA OF THE SACRED 20.
INFLAMMATORY BOWEL DISEASE: HOSPITALIZATION FOR WORSENING OF RCU. 20.
LIVER DISEASE (EXCLUDING HEPATITIS): HEPATOMEGALY WITH STEATOSY 20.
OTHER: HYPOALBUMINEMIA 20.

Prior Procedures

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES FORMER  1PACKS 3 20|
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL NEVER
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Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EW/EW/EW/EW/EOW [ TRl 4

HIGHER 1

INDUCTION

DOSE

ADALIMUMAB 4040 MG EW A Bl o

MG EVERY 88

WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX

Day

ACETYLSALICYLIC ACID 100 mg (milligram(s)) QD v-M: 20j i}

LANSOPRAZOLE 20 mg (milligram(s)) QD y-M: 20l

ZOFENOPRIL 15 mg (milligram(s)) QD v-M: 20j i}

CARVEDILOL 6.25 mg (milligram(s)) BID v-M: 20j i}

MESALAZINE 1200 mg (milligram(s)) TID y-M: 20 i}/ -142

ROSUVASTATIN 20 mg (milligram(s)) QD v-M: 20}/ -72

DOCUSATE 120 mg (milligram(s)) QD v-M: 20j i}/ 46

PREDNISONE 25 mg (milligram(s)) QD y-M: 20 i}/ 45

ISONIAZID 300 mg (milligram(s)) QD v-M: 20j i}/ -34

METFORMIN 2550 mg (milligram(s)) QD v-M: 20j i}/ -3

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month Stop Year-Month /
/ RX Day RX Day
ACETYLSALICYLIC ACID 100 mg (milligram(s)) QD y-M: 20l oNGonG
LANSOPRAZOLE 20 mg (milligram(s)) QD y-M: 20l oNGonG
ZOFENOPRIL 15 mg (milligram(s)) QD v-M: 20}  oNGoINnG
CARVEDILOL 6.25 mg (milligram(s)) BID y-M: 20l oNGonG
MESALAZINE 1200 mg (milligram(s)) TID y-M: 20 i}/ - oNGoING
142
ROSUVASTATIN 20 mg (milligram(s)) QD y-M: 20 i}/ - oNGOING
72
ISONIAZID 300 mg (milligram(s)) QD v-M: 20Hl} /- Y-M: 20jHI}/ 252
34
METFORMIN 2550 mg (milligram(s)) QD y-M: 20 i} / -30NGOING
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PREDNISONE 12.5 mg (milligram(s)) QD y-M: 20l y-m: 20l 71
51

INSULIN GLARGINE 6 IU (international unit(s)) QD v-M: 20}/  oNGoING
60

PREDNISONE 10 mg (milligram(s)) QD y-M: 20 y-Mm: 20 86
72

PREDNISONE 7.5 mg (milligram(s)) QD y-M: 20 y-M: 20l 98
87

PARACETAMOL 1000 mg (milligram(s)) QD y-M: 20l y-M: 20 HI /93
91

PREDNISONE 5 mg (milligram(s)) QD y-M: 20}/  oNGoNG
99

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description WORSENING OF UC

Preferred term TP K 26

AE Onset Date / Rx Day 0l /9! (3 DAYS AFTER LAST TREATMENT)
Age at AE Onset SI

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l (Rx DAY 101): TERMINAL ILEOSTOMY: COMPLETE; TOTAL COLECTOMY: PROCEDURE
COMPLETED WITH NOT ADDITIONAL PROCEDURE

AE Stopped Rx Day 109 (21 DAYS AFTER LAST TREATMENT)
Duration of AE 19 DAYS

Severity Severe

Relation to Study Drug by No reasonable possibility

Investigator

Investigator Alternative Etiology LACK OF EFFICACY

Discontinued Study Drug Due to the YES
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Cod: |
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Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, | moBM (12 V7)) ThHY, EEREEFROWEEINE L OB
Lz, BEET AIEEIL, 1EEIERIGA (extensive colitis [ HIEE L 0 DN RIE K L]
BRI R ORENIE % £ 5 TR T - 7=,

oy B3 G BB N Pk R aav oty ahamibls B DEl  NERRET 1PN Dok
fbiXElgE L7z,

il =B 0. SeEEE o, FB, MR, ROEBHMAATRD i, HERE AR L
Too NSRRI OB ARAT LTI, HE Mk O B ORI B (2 2 H B % RCU 2VRIB &
ni-. 20 = 8 | B, #Emamtingsn, wommpEsszans, 20 215 I
A, BB R Lz,

{RHE3R & L C Tachipirina (7&® 72/ 7 =y) MBEhHIhiz,

Causality for HUMIRA (Blinded)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.22.0] [10009901]

TRBREEEMIC & D KRR HE CGEAlL U7 Fr) B L

TRBRIKIEA IC L D IRBIRHE AL U7 F) B L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA (Blinded)
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Event of WORSENING OF ULCERATIVE COLITIS

- Investigator: LACK OF EFFICACY

- AbbVie: The event is exacerbation of underlying disease of UC
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

ESEuRE X

it S e X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK SI MALE White

Medical History Onset Year

OTHER: IDIOPATHIC URTICARIA 20.

ANEMIA: LOW HEMOGLOBIN LOW SERUM IRON 20.

OTHER: PLEURAL EFFUSION 20.

HYPERTENSION: PREDOMINANTLY DIASTOLIC ARTERIAL HYPERTENSION 20.

LIVER DISEASE (EXCLUDING HEPATITIS): STEATOSI 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER 1 PACKS 39 20.

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB 160/0/80/040 MG EW/EW/EW/EW/EOW [l ' IRl 4 43
STANDARD
INDUCTION DOSE
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ADALIMUMAB 40 MG 40 MG EW B o Bl 2

EVERY WEEK 379

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

CETIRIZINE 10 mg (milligram(s)) QD v-M: 20 H

AZATHIOPRINE 50 mg (milligram(s)) BID y-M: 20 i} / 308

FOLIC ACID 15 mg (milligram(s)) QD v-M: 20|}/ 43

PREDNISONE 25 mg (milligram(s)) QD v-M: 20}/ 43

DOCUSATE 120 mL (millilitre(s)) QD y-M: 20 i}/ -14

FOLIC ACID 5 mg (milligram(s)) QD y-M: 20}/ -13

IRON 14 mg (milligram(s)) QD y-M: 20}/ -12

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-Month
Month/RX  /RX Day
Day

CETIRIZINE 10 mg (milligram(s)) QD y-M: 20 i} oNGoING

PANADEINE CO 500 mg (milligram(s)) Other: ON DEMAND  Y-M: 20jHl} /y-M: 20 HI}/
342 342

BETAMETHASONE 0.5 mg (milligram(s)) BID y-M: 20}/ y-M: 20}/
344 344

CETIRIZINE 10 mg (milligram(s)) QD y-M: 20jHI} /y-M: 20 HI}/
344 344

RANITIDINE 300 mg (milligram(s)) QD y-M: 20}/ y-M: 20}/
344 344

DOCUSATE 120 mL (millilitre(s)) QD y-M: 20}/ y-M: 20}/
345 345

ASCORBIC ACID W/FERRIC 1 CP UNKNOWN QD v-M: 20} /oNGoING

PYROPHOSPHATE 347

COLECALCIFEROL 2.5 mL (millilitre(s)) Other: 1 VIAL EVERY Y-M: 20jHl} /oNGoING

WEEK 347

FOLIC ACID 15 mg (milligram(s)) QD y-M: 20 i} /oNGoING
347

MESALAZINE 800 mg (milligram(s)) TID v-M: 20} /oNGoING
347

AZATHIOPRINE 50 mg (milligram(s)) TID y-M: 20 i} /oNGoING
382

146
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Event #1: Serious Adverse Event

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day

Duration of AE

Severity

Relation to Study Drug by Investigator
Investigator Alternative Etiology
Discontinued Study Drug Due to the Event
SAE Criteria

Event #2: Serious Adverse Event

POLYARTHRALGIAS

B

Hifa

Bl 335

1

ONGOING
ONGOING

Severe

Reasonable possibility
NOT REPORTED
NO

HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Event Description
Preferred term

AE Onset Date / Rx Day
Age at AE Onset
Laboratory Testing

0l (RX DAY 344): HEMATOCRIT: 0.41 [0.42 - 0.52] FRACTION; HEMOGLOBIN: 129 [140 - 180] G/L;
HIGH-SENSITIVITY C-REACTIVE PROTEIN: 2.31 [NOT REPORTED - 0.3] MG/DL; RHEUMATOID FACTOR: 10.0

[NOT REPORTED - 20] [TU/ML
Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l (RX DAY 345): COMPUTERIZED AXIAL TOMOGRAPHY CHEST: BULLOUS PULMONARY

BULLOUS PULMONARY EMPHYSEMA
JIfi SR

B 335

i1

EMPHYSEMA

AE Stopped Rx Day 365

Duration of AE 31 DAYS

Severity Moderate

Relation to Study Drug by Investigator Reasonable possibility

Investigator Alternative Etiology NOT REPORTED
147

666



obbvie 75uszI
276 ARORHBOEED

Discontinued Study Drug Due to the Event NO
SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Program Source Cod |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

AL, | moBM (12 V7)) THY, EELEEFROEMMEMKEL 0% IR
HiR 23R DTz, BEET 2L, Mok % OBEIR IR O BIRYE & L Td o 7o, BB 13
JEMRRES (1 B4720 L4, WU 39 45) Th o,

Wl EDT R EEREREENRD bR k) .

il =00 P, #EravscE R oz rpEEEs R bh, 20 =] | R, ks
SNEIXIEIE L7,

0l =1 7 WP BB AR L, SRR NR Dive (R RM % OB 2 4
LCW) o ki, e, sEoxs, rosmsa e, 20 =R e. v
FITBRPE LT,

1GR3 & L C Tachidol 23% 5 & vz,

The patient's past medications include:

AZATIOPRINA for ULCERATIVE COLITIS (i 20l - I 20l

DELTACORTENE for ULCERATIVE COLITIS (il 20l - I 20 B 28 - T
200, I >0l - I >0 I >0l - I >0l I >0 - >0l >0l -
2ol I >0 - >l > - >

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Emphysematous bulla (10050776) (Emphysema (10014561)) [v.22.0] [10050776]

148
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IEBREAEERNC X2 KERBIRHIE (KR U7 Fr) DY

TRBRIEA IC L D RERBARHIE AL U7 Fv)  BEEDH Y

Dechallenge: Yes

2) Polyarthralgia (10036029) (Arthralgia (10003239)) [v.22.0] [10036029]

TRBREEERIC K D RRBIRHIE CRAL /U7 Fr) @ BEEDHY

TBBRIOEA [ X D RRBRHEIE CGEAL U7 F) R L

Dechallenge: No

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of BULLOUS PULMONARY EMPHYSEMA

- Investigator: N/A

- AbbVie: N/A

Event of POLYARTHRALGIAS

- Investigator: N/A

149
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- AbbVie: The patient has known history of smoking and hypertension.

Relevant Laboratory & Other Diagnostic Tests

- 20. CAT chest:

- Shaded glass frosted with thickening base left and spill pleural. Spontaneous resolution of symptoms.
- 20. Computerized axial tomography chest: bullous pulmonary emphysema
- 20. high sensitivity ¢ reactive protein: 2.31 mg/dL (normal <0.30)

- 20. rheumatoid factor: 10.0 IU/ml (normal <20.00)

150
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious |Adverse Event Leading to  [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

HEU A PNIZD X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB TDM 4' MALE White

Medical History Onset Year

CHOLELITHIASIS 20l

OTHER: PARAPSORIATIC SKIN MANIFESTATIONS

Prior Procedures

20l

Procedure Year

Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO UNKNOWN
CIGARETTES FORMER 0.5 PACKS 23 20j§
CIGARS UNKNOWN
PIPES UNKNOWN
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2 drinks
Study Drug Administration
Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB 160/0/80/040 MG EW/EW/EW/EW/EOW [ ' IRl 4+ #
STANDARD
INDUCTION DOSE
ADALIMUMAB TDM 40 MG EOW - W %k 1
56 56
151

670



obbvie 78yL4<7
276 AROFRBOELED

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug)  Dose/Units Frequency Start Year-Month /
RX Day

INFLIXIMAB 10 mg/kg (milligram(s)/kilogram) Other: EVERY 8 Y-M: 20jHIl}

WEEK

SULFASALAZINE 1 g (gram(s)) TID y-M: 20}/ -
190

BECLOMETASONE 10 mg (milligram(s)) QD v-M: 20j i}/ -
160

MOVIPREP 110 g (gram(s)) QD y-M: 20 i}/ -8

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month Stop Year-Month /
/ RX Day RX Day

SULFASALAZINE 1 g (gram(s)) TID y-M: 20 i}/ - oNGoING
190

MESALAZINE 500 mg (milligram(s)) QD y-M: 20}/ oNGomNG
61

PARACETAMOL 1 g (gram(s)) QD y-M:20fHll/ y-M: 20}/ 62
61

METHYLPREDNISOLONE 60 mg (milligram(s)) QD y-M:20fHll Y-M: 20} 66
63

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description UC WORSENING

Preferred term TR 26

AE Onset Date / Rx Day 0l / 60 (4 DAYS AFTER LAST TREATMENT)
Age at AE Onset 4'

Laboratory Testing

0l (RX DAY 61): HEMATOCRIT: 0.38 [0.39 - 0.52] FRACTION; HEMOGLOBIN: 133 [135 - 172] G/L;
HIGH-SENSITIVITY C-REACTIVE PROTEIN: 5 [0 - 10] MG/L; |20l Rx DAY 65): HEMATOCRIT: 0.39
[0.39 - 0.52] FRACTION; HEMOGLOBIN: 133 [135 - 172] G/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 1.5 [0 -
10] MG/L

Microbiology

NOT REPORTED

SAE Supplemental Procedure

-20. (RX DAY 61): ABDOMINAL CT: THICKNESS INCREASE OF SIGMA AND RECTUM WALL

AE Stopped Rx Day 65 (9 DAYS AFTER LAST TREATMENT)
Duration of AE 6 DAYS
Severity Moderate

152
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Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology ULCERATIVE COLITIS FLARE

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Auigrix, 4 moBM (2 V7)) ThHY, BELEEEROWEBIEREL OB
Sz, BET5FEL, EEEKBA TH o7,

o Ed BN RSN T R var-tory e S BEN [ERR IESN T3k
fbixEE L7z,

20l = ] A | R HEL L0, wEA S ROIEE (2 FIEE) Ba bbb, DEWN
PIRDT-, WS I IRRIBREZZL Lz, RS IR R IO HIE LT 1%, PR 4
e b~ AR L7, QO E A B P o BER R ORI 5 Ik B OYERAY
Wb b, BURFRIEAIE S AT IR IR L, IR R DML OERIT 2 bR o T, A
BErflc 2T m A RAIORGEGSBMA S, B IERR L, ASH BT IR 00 MR 2338
Hivie, AR A EE SN D TETh 77,

TBREHE L LT Asacol (AYF32) , Urbason, Medrol (XA F /7L K=> 1) , Pentacol
(AT Vr) , kO Perfalgan (T FT7 /7)) BNEEShT-,

The patient's past medications include:

INFLIXIMAB for ULCERATIVE COLITIS (il 20l - I 2

BECLOMETHASONE DIPROPIONATE for ULCERATIVE COLITIS (i 20l - NGB

20

Causality for HUMIRA (Open Label)
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1) Colitis ulcerative aggravated (10009901) ~(Colitis ulcerative (10009900) ) [v.19.0] [10009901]
IRBRBEAEERNC XD RRBEARE CGEAL U7 Fr) R L

TRBRIEE I K D RRBIRHIE R, U7 F o) BER L

Dechallenge: Yes

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of UC WORSENING

- Investigator: Ulcerative colitis flare

- AbbVie: This event is exacerbation of underlying disease of UC.

Relevant Laboratory & Other Diagnostic Tests

- 20. Abdominal CT: Thickness increase of sigma and rectum wall

I 20 CRP: 0.50 mg/dL (normal 0.0 to < 1.0)

I 20l Hematocrit: 38.2 % (normal 39.0 to 52.0)

154
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I 20l Hematocrit: 38.5 % (normal 39.0 to 52.0)

B 20l HGB: 133 @dL  (normal 13.5t0 17.2)

B 20l HGB: 133 (normal 13.5 to 17.2)

155
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Subject - (Investigator -)

Reason for Narrative

|Adverse Event Preferred Term(s) Serious /Adverse Event Leading to  |[Death  [Event of
IAdverse Discontinuation of Study Interest
Event Drug
I R X
HEU A PNIZD X
Treatment Group Age at Study Start Sex Race
ADALIMUMAB 40 MG EVERY OTHER WEEKZI FEMALE Asian
Medical History Onset Year
OTHER: ALLERGY TO STRAWBERRIES 20j§
Prior Procedures Procedure Year
Colonoscopy 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER
Alcohol Use Status Number/Day
ALCOHOL NEVER
Study Drug Administration
Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB  160/160/160/160/40 MG EWEWEWEWEOW R Rl 3¢
HIGHER 1 36
INDUCTION
DOSE
ADALIMUMAB 4040 MG EOW R Bl s
MG EVERY 55 147
OTHER WEEK
156
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
/ RX Day
MESALAZINE 800 mg (milligram(s)) TID y-M: 20}
ESCHERICHIA COLI 320 mg (milligram(s)) BID y-M: 20 i}/ -
290
PREDNISONE 50 mg (milligram(s)) QD y-M: 20fHl}/ -
276
BECLOMETASONE 3 mg (milligram(s)) QD y-M: 20 Hl}/ -
128
MESALAZINE 4 g (gram(s)) QD y-M: 20 i}/ -
128
METHYLPREDNISOLONE 60 mg (milligram(s)) QD y-M: 20 Hl}/ -
107
PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20 Hl}/ -
107
INFLIXIMAB 5 mg/kg (milligram(s)/kilogram) other: EVERY 8 v-M: 20jHl} /-
WEEKS 79
METHYLPREDNISOLONE 12 mg (milligram(s)) QD v-M: 20 Hl}/ -
66
METHYLPREDNISOLONE 4 mg (milligram(s)) QD y-M: 20 Hl}/ -
23
MOVIPREP 110 g (gram(s)) QD y-M: 20 i}/ -
9
MIDAZOLAM 3 mg (milligram(s)) QD y-M: 20 Hl}/ -
8
PETHIDINE 30 mg (milligram(s)) QD y-M: 20 Hl}/ -
8

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /Stop Year-Month /
RX Day RX Day

ELECTROLYTE SOLUTIONS 500 mL (millilitre(s)) QD y-M 20l Y- M 20 i}/ 216
215

METRONIDAZOLE 200 mg (milligram(s)) BID y-M: 207 y-M: 20}/ 229
219

GENTAMICIN UNK g (gram(s)) QD y-M: 27 Y-M: 20}/ 238
222

PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20l y-M: 20}/ 238
225

SULFASALAZINE 1 g (gram(s)) BID y-M 20l y-M: 20 ) 234
231
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SULFASALAZINE 1 g (gram(s)) TID y-M: 207 onGonG
235

Event #1: AE Leading to Discontinuation of Study Drug

Event Description DECREASE IN ABSOLUTE NEUTROPHIL BLOOD COUNT
EXAMINATION

Preferred term A A ER SR

AE Onset Date / Rx Day 0l / 148 (1 DAY AFTER LAST TREATMENT)

Age at AE Onset 2'

Laboratory Testing

NOT APPLICABLE

Microbiology

NOT APPLICABLE

SAE Supplemental Procedure

NOT APPLICABLE

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Moderate

Relation to Study Drug by Investigator Reasonable possibility
Investigator Alternative Etiology NOT APPLICABLE
Discontinued Study Drug Due to the Event YES

SAE Criteria NONE

Event #2: Serious Adverse Event

Event Description UC WORSENING

Preferred term TRTHE R 2%

AE Onset Date / Rx Day 20l 215 (68 DAYS AFTER LAST TREATMENT)
Age at AE Onset 2'

Laboratory Testing

IR0l (RX DAY 215): HEMOGLOBIN: 110 [120 - 175] G/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 10.6
[0 - 10] MG/L; RED BLOOD COUNT: 4 [4 - 5.6] X10~12/L; WHITE BLOOD COUNT: 6.8 [4 - 10] X10*9/L; | 20l
(RX DAY 220): HIGH-SENSITIVITY C-REACTIVE PROTEIN: 16.5 [0 - 10] MG/L; SIDEREMIA: 23 [50 - 170]
MCG/DL; [l (RX DAY 231): SIDEREMIA: 34 [50 - 170] MCG/DL; | J20l] RX DAY 238):
HEMOGLOBIN: 111 [120 - 158] G/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 2.6 [0 - 10] MG/L; RED BLOOD
COUNT: 3.9 [4 - 5.2] X10"12/L; WHITE BLOOD COUNT: 4.8 [4 - 10] X10°9/L

Microbiology

-20. (RX DAY 223): Stool CLOSTRIDIUM DIFFICILE SEARCH: N

SAE Supplemental Procedure

-20. (RX DAY 215): ABDOMEN CT SCAN: SLIGHTLY SHADED THICKENING OF THE SIGMOID WALLS;
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PRESENCE OF LYMPH NODE SIZE INCREASED IN THE LUMBAR-AORTIC, INTER-AORTO-CAVAL AND
GROIN: [l ®Rx DAY 224): CHEST X-RAY: NO CLOUDING PARENCHYMAL INFLAMMATION. NO
PLEURAL EFFUSIONS. CARDIO-MEDIASTINAL WITHIN IMAGE: [0l ®x DAY 229): coLoNoscopy:
THE LEFT COLON FROM THE RECTUM HAS SEVERELY INFLAMED MUCOSA WITH EROSIONS /
SUPERFICIAL ULCERATIONS AND FIBRIN AND PRESENCE OF PURULENT PUS. BOWELS TUBULIZZATO,
SLIGHTLY DISTENSIBLE. BEYOND THE FLEXUR

AE Stopped Rx Day 238 (91 DAYS AFTER LAST TREATMENT)

Duration of AE 24 DAYS

Severity Severe

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology ULCERATIVE COLITIS FLARE

Discontinued Study Drug Due to the Event NO

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION
Generated: -2(. :02:12

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

FpmEx, f moktt (V7)) Thh, ERLEEEROBBIERBLOELSRD
bz, BhET 2REEIL, BEMEKRBAR (extensive colitis [ HhET L v DMIICRIEN K KR] /
SRBRE) ThHol,

2l =] 5 P r. wstecmroBEsRonk, 2 £ 8B BEERBLO
ELITEE L,

] = A P e, gmEaRsebeLs 2 =8 P B, BEHERBEOELSR
o, SERIHESEE oM, B, Roggchor, 2 & A P B BEER
ABE L7, BRBREROSWRENSE RSN, FRERS X smmTbhe, 20 & ] A

e, wmEiEmLE,
1aHEdE & LT Pantorc, TEAFEHK, Deflamon (X hw=4%>—)) , Salazopyrin (# 7> AL

TZ7EVTV) , ROF U E~A v UoRgkE I,

The patient's past medications include:

PENTACOL for ULCERATIVE COLITIS (Jii] 20l - I 2o N >0 - B - )
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ESCHERICHIA COLI NISSLE for ULCERATIVE COLITIS (Jii 20l - N 2ol

DELTACORTENE for ULCERATIVE COLITIS (i 20 - I 20

TOPSTER for ULCERATIVE COLITIS (i 20l - I 2

METHYLPREDNISOLONE for ULCERATIVA COLITIS ([ 2ol - I 2ol I 208
- >0l I >0l - I >l

PANTORC for ULCERATIVE COLITIS (N 20l - I 2o
INFLIXIMAB for ULCERATIVE COLITIS (il 20l - I 2

Causality for HUMIRA 40MG/0.8ML (Open Label)

1) Colitis ulcerative aggravated (10009901) (Colitis ulcerative (10009900) ) [v.19.1] [10009901]

IBBREAEERIC & 2 KERBIRHIE CGEAL U7 Fr) B L

IR I X DIRRBIRHIE CGRAL V7 Fr) R L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Open Label)

Event of UC WORSENING

- Investigator: Ulcerative colitis flare

- AbbVie: Worsening of underlying disease-ulcerative colitis

160
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Relevant Laboratory & Other Diagnostic Tests

- 20. ABDOMEN CT SCAN: Slightly shaded thickening of the sigmoid walls; presence of

lymph node size increased in the lumbar-aortic, inter-aorto-caval and groin.

- 20. CHEST X-RAY: No clouding parenchymal inflammation. No pleural effusions. Cardio-

mediastinal within image.
I 20l CLOSTRIDIUM DIFFICILE SEARCH: Negative

- 20. COLONOSCOPY: Rectum 2 = Moderate disease (marked erythema, absent vascular
pattern, friability, erosions) Sigmoid 2 = Moderate disease (marked erythema, absent vascular pattern,
friability, erosions) Descending colon 1 = Mild disease (erythema, decreased vascular pattern, mild
friability) Transverse colon 1 = Mild disease (erythema, decreased vascular pattern, mild friability)
Ascending colon/cecum 1 = Mild disease (erythema, decreased vascular pattern, mild friability) Presence
of friability? Yes Subscore 2

- 20. COLONOSCOPY: The left colon from the rectum has severely inflamed mucosa with
erosions / superficial ulcerations and fibrin and presence of purulent pus. Bowels tubulizzato, slightly
distensible. Beyond the flexure left bowels normal.

I 20l ELECTROCARDIOGRAM: Normal

- 20. ENDOSCOPY: Type of procedure Flexible sigmoidoscopy Rectum 0 = Normal or
inactive disease Sigmoid 0 = Normal or inactive disease Descending colon 0 = Normal or inactive disease
Transverse colon Ascending colon/cecum Presence of friability? No Subscore 0

I 20l HIGH-SENSITIVITY C-REACTIVE PROTEIN: 1.65 mg/dL (normal 0 to 1.0)

B 20l HIGH-SENSITIVITY C-REACTIVE PROTEIN: 0.26 mg/dL (normal 0 to 1.0)

I 20l RBC (HEMATOLOGY): 3.97 X10%*6/MCL (normal 4.0 to 5.6)
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I 20l RBC (HEMATOLOGY): 3.93 X10**6/MCL (normal 4.0 to 5.6)
I 20l SIDEREMIA: 23 mg/dL (normal 50 to 170)

I 20l sIDEREMIA: 34 mg/dL (normal 50 to 170)

I 20l WBC (HEMATOLOGY): 6.75 X10**3/MCL (normal 4 to 10)

I 20l WBC (HEMATOLOGY): 4.81 X10**3/MCL (normal 4 to 10)

162
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

/N e X X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY OTHER WEEK 6' MALE White

Medical History Onset Year

DIABETES MELLITUS: INSULINE DEPENDANT 19.

SURGERY: BACK BONE FRACTURE 20.

OTHER: HYPERCHOLESTROLEMIA 20.

HYPERTENSION 20.

MYOCARDIAL INFARCTION: WITH ANGIOPLASTY AND STENTING 20.

OTHER: RENAL DISFUNCTION 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER 2.5 PACKS 44 20.

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT 2-4 drinks per day

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG EW/EWEWEWEOW R/ ' IRl
HIGHER 43
INDUCTION

DOSE

163
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ADALIMUMAB 4040 MG EOW B Bl

MG EVERY 58 141

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug)  Dose/Units Frequency Start Year-
Month / RX Day

SIMVASTATIN 40 mg (milligram(s)) QD v-M: 20j i}

GLIMEPIRIDE 4 mg (milligram(s)) QD y-M: 20f]

METFORMIN 1000 mg (milligram(s)) BID v-M: 20ff}

ACETYLSALICYLIC ACID 80 mg (milligram(s)) QD v-M: 20j i}

BISOPROLOL 2.5 mg (milligram(s)) QD y-M: 20l

ENALAPRIL 10 mg (milligram(s)) QD v-M: 20j i}

FUROSEMIDE 20 mg (milligram(s)) QD v-M: 20j i}

PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20l

CHLORTALIDONE 12.5 mg (milligram(s)) QD v-M: 20j i}

INSULIN ASPART DOSE DEPENDENT ON GLUCOSE LEVELS IU PRN v-M: 20j i}

(international unit(s))
INSULIN GLARGINE DOSE DEPENDENT ON GLUCOSE LEVELS IU PRN y-M: 20Hl
(international unit(s))

MESALAZINE 2 g (gram(s)) QD y-M: 20}/ -
189

LOPERAMIDE 8 mg (milligram(s)) PRN v-M: 20j i} -
25

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO  Dose/Units Frequency Start Year-  Stop Year-
Drug) Month /RX Month /RX
Day Day

SIMVASTATIN 40 mg (milligram(s)) QD v-M: 20ff} ONGOING
GLIMEPIRIDE 4 mg (milligram(s)) QD y-M:20f] ONGOING
METFORMIN 1000 mg (milligram(s)) BID v-M: 20ff] ONGOING
ACETYLSALICYLIC 80 mg (milligram(s)) QD v-M: 20ff} ONGOING
ACID [ |

BISOPROLOL 2.5 mg (milligram(s)) QD y-M:20ff oNGoING
ENALAPRIL 10 mg (milligram(s)) QD y-M:20ff ONGOING
FUROSEMIDE 20 mg (milligram(s)) QD v-M: 20ff} ONGOING
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PANTOPRAZOLE 40 mg (milligram(s)) QD y-M: 20 ONGOING
CHLORTALIDONE 12.5 mg (milligram(s)) QD v-M: 20ff} ONGOING
INSULIN ASPART DOSE DEPENDENT ON GLUCOSE ~ PRN y-M: 20} oNGoING
LEVELS IU (international unit(s)) [ |
INSULIN GLARGINE ~ DOSE DEPENDENT ON GLUCOSE ~ PRN y-M: 20} ONGOING
LEVELS IU (international unit(s)) [ |
MESALAZINE 2 g (gram(s)) QD v-M: 20ff  y-M: 20jHI}/
B-so 218
LOPERAMIDE 8 mg (milligram(s)) PRN y-M:20ff oNGoING
B s
PARACETAMOL 500 mg (milligram(s)) PRN y-M:20f] ONGOING
B s
CARBOPLATIN UNKNOWN UNITS UNKNOWN Other: UNKNOWN  Y-M: 20} oNGOING
W/ETOPOSIDE FREQUENCY | A
Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Death
Event Description DISSEMINATED NON-SMALL CELL CARCINOMA PROBABLE PRIMARY
LOCALISATION LUNG
Preferred term FE/ N e At e
AE Onset Date / Rx Day 0l / 144 (3 DAYS AFTER LAST TREATMENT)
Age at AE Onset 6'

Laboratory Testing

20l (RX DAY 156): ALANINE AMINO TRANSFERASE (SGPT/ALT): 14 [0 - 45] U/L; ALBUMIN: 37 [35 - 53]
G/L; ALKALINE PHOSPHATASE: 129 [0 - 120] U/L; ASPARTATE AMINO TRANSFERASE (SGOT/AST): 29 [0 - 35]
U/L; CALCIUM: 2.47 [2.1 - 2.55] MMOL/L; CREATININE: 124 [59 - 104] MCMOL/L; EGFR: 54 [60 - NOT
REPORTED] ML/MIN; GAMMA-GT: 25 [10 - 55] U/L; HEMATOCRIT: 0.37 [0.4 - 0.5] FRACTION; HEMOGLOBIN:
118 [137 - 177] G/L; HIGH-SENSITIVITY C-REACTIVE PROTEIN: 77 [0 - 8] MG/L; LDH: 764 [0 - 248] U/L;
LEUCOCYTES: 14.7 [4 - 10] X10"9/L; PLATELET COUNT: 525 [150 - 400] X10°9/L; POTASSIUM: 4.5 [3.4 - 4.5]
MMOL/L; SEGM. ABSOLUTE: 11.2 [1.8 - 7.2] X10"9/L; SODIUM: 136 [136 - 145] MMOL/L; TOTAL BILIRUBIN: 4 [3
- 17] MCMOL/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 227 (86 DAYS AFTER LAST TREATMENT)
Duration of AE 84 DAYS

Severity Severe

Relation to Study Drug by Investigator ~ No reasonable possibility
Investigator Alternative Etiology SMOKING
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Discontinued Study Drug Due to the YES

Event

SAE Criteria IMPORTANT MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL
INTERVENTION, LIFE THREATENING, DEATH OF SUBJECT

Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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Causality for HUMIRA (Open Label)

1) Non-small cell lung cancer (10061873) (Non-small cell lung cancer (10061873) ) [v.18.0]
[10061873]
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BREAREMIC KX D RRMERHE CGEAL U7 Fr)  BERL
TR\ LD RRBIREIE GEAL /DU 7 F)  BER L
Dechallenge: No

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of DISSEMINATED NON-SMALL CELL CARINOMA PROBABLE PRIMARY
LOCALISATION LUNG

- Investigator: Smoking

- AbbVie: Chronic smoking of 2.5 packs of cigarettes per day over 44 years in a 68 year old male.

Relevant Laboratory & Other Diagnostic Tests

- 20. flexible sigmoidoscopy:

Rectum: severe disease(spontaneous bleeding, ulceration)

- 20. Flexible sigmoidoscopy:

Rectum: Severe disease (spontaneous bleeding, ulceration), Sigmoid: Moderate disease (marked

erythema, absent vascular pattern, friability, erosions)
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- 20. High-sensitivity C-reactive protein: 77 MG/L (normal 0 to 8)
I 2ol LDH: 764 U/L (normal 0 to 248)
- 20. Leucocytes: 14.7 X10**9/L (normal 4 to 10)

I 20l piatelet count: 525 X10%*9/L (normal 150 to 400)
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious IAdverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
Event IDrug

A PN S PRI A X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 2' FEMALE White

Medical History Onset Year

OTHER: IRRITABLE BOWEL SYNDROME

OTHER: EASY BRUISING

Prior Procedures

20l
20l

Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES CURRENT 1 PACKS 8

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG
HIGHER

INDUCTION

DOSE

ADALIMUMAB 4040 MG
MG EVERY
WEEK

EW/EWEWEWEOW [l 1 Il 36 36

EW R Bl o

362
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
FISH OIL 1 CAPSULE QD y-M: 20f]
TRYPTOPHAN, L- 1 CAPSULE QD y-M: 20}
VITAMINS NOS 1 TABLET QD y-M: 20}
MESALAZINE 4.8 g (gram(s)) QD y-M: 20 i}/ 259
SPIRULINA SPP. 1 CAPSULE QD y-M: 20} / 209
NUTRIENTS NOS 125 mL (millilitre(s)) BID y-M: 20}/ -8
BISACODYL 5 mg (milligram(s)) BID y-M: 20 i}/ -7
MOVIPREP 2 L (litre(s)) QD y-M: 20}/ -6
FENTANYL 125 mcg (microgram(s)) QD y-M: 20}/ -5
MIDAZOLAM 5 mg (milligram(s)) QD y-M: 20}/ -5
ACETYLCYSTEINE UNKNOWN UNKNOWN Other: UNKNOWN  Y-M: 20}/ -2
PARACETAMOL 1000 mg (milligram(s)) QID y-M: 20 Hl} 2

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /
RX Day RX Day
MESALAZINE 4.8 g (gram(s)) QD y-M: 20fj i} /- onGonG
259
PARACETAMOL 1000 mg (milligram(s)) BID y-M: 20} /4 oNGoING
IBUPROFEN NOT REPORTED PRN v-M: 20JjHl} 7 74 Y-Mm: 20 HI}/ 79
METRONIDAZOLE NOT REPORTED QD y-M: 20 i}/ 74 Y-M: 20jH} /79
OFLOXACIN NOT REPORTED QD y-M: 20 i}/ 74 Y-M: 20jH} /79
PARACETAMOL 1000 mg (milligram(s)) QID y-M: 20fHl}/ 79 Y-M: 20}/ 83
MEROKEN NEW 2 SACHETS BID y-M: 20}/ 79 Y-M: 20f i}/ 125
TRAMADOL 50 mg (milligram(s)) TID y-M: 20}/ 79 Y-M: 20jH}/ 125
CLINDAMYCIN 450 mg (milligram(s)) QID v-M: 20JJHIl} 7 83 Y-M: 20}/ 93

Event #1: Serious Adverse Event

Event Description

PELVIC INFLAMMATORY DISEASE

Preferred term BN RIEPES R
AE Onset Date / Rx Day Bl -
Age at AE Onset 2'
Laboratory Testing
NOT REPORTED
Microbiology
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NOT REPORTED
SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 83

Duration of AE 12 DAYS

Severity Severe

Relation to Study Drug by No reasonable possibility

Investigator
Investigator Alternative Etiology UNKNOWN

Discontinued Study Drug Due to the NO
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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Causality for HUMIRA (Open Label)
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1) Pelvic inflammatory disease (10034254) (Pelvic inflammatory disease (10034254) ) [v.18.1]
[10034254]

IBBREEERNC X 2 RERBMRHE CEAL /D27 F)  BdERL
TR\ LD RRBIREE GEAL /DU 7 F) BER L
Dechallenge: Not Applicable

Rechallenge: Not Applicable

Alternative Etiology for HUMIRA (Open Label)

Event of PELVIC INFLAMMATORY DISEASE

- Investigator: Unknown

- AbbVie: The cause of the event was reported
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious IAdverse Event Leading to |Death  [Event of
|Adverse IDiscontinuation of Study Interest
Event IDrug

SV JIEME B L TR = 22— R F— X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB TDM SI FEMALE White

Medical History Onset Year

SURGERY: HYSTERECTOMY 20l

ARTHRITIS: RHEUMATOID ARTHRITIS 20.

HYPERTENSION: 20f] 201§

OSTEOARTHRITIS: [H-20lif 20l

OTHER: ADRENAL INSUFFICIENCY 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER  0.05 PACKS 44 20|

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL FORMER Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG~ EWEWEWEWEOW [l 'R <
42

HIGHER
INDUCTION
DOSE
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ADALIMUMAB  40/40/40 MG EOW/EOW/EW A R s

TDM 55 239

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

LEKOVIT CA 1 TABLET QD v-M: 20}

MEBEVERINE 200 mg (milligram(s)) PRN y-M: 20}

MESALAZINE 4.5 g (gram(s)) QD Y-M: 20.

PREDNISONE 50 mg (milligram(s)) QD Y-M: 20.

PREDNISONE 5 mg (milligram(s)) QD y-M: 20 i}/ 251

BUDESONIDE 9 mg (milligram(s)) QD y-M: 20}/ -105

FOSINOPRIL 10 mg (milligram(s)) QD y-M: 20}/ -14

HYDROCHLOROTHIAZIDE UNKNOWN mg (milligram(s)) QD y-M: 20}/ -14

BISACODYL 5 mg (milligram(s)) BID y-M: 20}/ -10

MOVIPREP 1 L (litre(s)) QD v-M: 20}/ -9

FENTANYL 100 meg (microgram(s)) QD y-M: 20 i}/ -8

MIDAZOLAM 5 mg (milligram(s)) QD v-M: 20}/ -8

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO  Dose/Units Frequency Start Year- Stop Year-
Drug) Month / RX Month / RX
Day Day
LEKOVIT CA | TABLET QD y-M: 20f] oNGoING
MEBEVERINE 200 mg (milligram(s)) PRN y-M: 20f] ONGOING
FOSINOPRIL 20 mg (milligram(s)) QD Y-M: 20.- ONGOING
B3
PREDNISONE ONE DAY 5, OTHER DAY 2.5 Other: 5 AND 2.5 MG y-M: 20} ONGOING
mg (milligram(s)) SWITCHING EVERY DAY, . /98
EVERY OTHER DAY
DESLORATADINE 5 mg (milligram(s)) PRN y-M: 20f y-M: 20 i}/
B4 108
NITROFURANTOIN 100 mg (milligram(s)) BID y-M: 20 y-M: 20f i}/
B0 195
IMMUNOGLOBULIN 30 g (gram(s)) Other: INTRAVENOUS y-M: 20} ONGOING
HUMAN NORMAL COURSE IN 3 DAYS B 32
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Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description CHRONIC INFLAMMATORY DEMYELINATING
POLYNEUROPATHY

Preferred term MEMERIEMEBITEZ FAR = 2 — T —

AE Onset Date / Rx Day -20. / 188

Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l (Rx DAY 188): EMG: RESULTS EMG: PROGRESSIVE POLYNEUROPATHY; |20} ®x DAY
252): EMG: POLYNEUROPATHY; |20l Rx DAY 272): EMG: POLYNEUROPATHY

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Severity Moderate

Relation to Study Drug by Investigator Reasonable possibility
Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the Event YES
SAE Criteria PERSISTENT OR SIGNIFICANT DISABILITY/INCAPACITY

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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The patient's past medications include:
PREDNISON for ULCERATIVE COLITIS off] - [ N 20l

SALOFALK for ULCERATIVE COLITIS Qo] - [ 20l

CORTIMENT for ULCERATIVE COLITIS (il 20l - I 2o

Causality for HUMIRA (Blinded)

1) Chronic inflammatory demyelinating polyneuropathy (10077384)  (Chronic inflammatory
demyelinating polyradiculoneuropathy (10057645) ) [v.22.0] [10077384]

IEBREAEERNC &2 KERBIRHIE (KA U7 Fr) DY
TR I LD RRBREE CGEAL U7 F2)  BEED Y

Dechallenge: No

Alternative Etiology for HUMIRA (Blinded)
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Event of CHRONIC INFLAMMATORY DEMYELINATING POLYNEUROPATHY

- Investigator: Not applicable.

- AbbVie: Not applicable.

Relevant Laboratory & Other Diagnostic Tests

I 20l ELECTROCARDIOGRAM: Left axis deviation
- 20. EMG: progressive polyneuropathy.
I 20l EMG: POLYNEUROPATHY

I 20l EMG: POLYNEUROPATHY
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

e R X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 5' MALE White

Medical History Onset Year

GASTROESOPHAGEAL REFLUX DISEASE 20.

OTHER: HYPERCHOLESTROLEMIA 20l

OTHER: CATARACT 201§

OTHER: CRAMPING LOWER LEGS 20l

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER  1PACKS 31 20

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2 drinks

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG EW/EW/EW/EW/EOW [ ol 0Ol + #+4
STANDARD
INDUCTION DOSE
ADALIMUMAB 40 MG 40 MG EW A sl ¢
EVERY WEEK 359
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
ACETYLSALICYLIC ACID 80 mg (milligram(s)) QD y-M: 20l
PANTOPRAZOLE 40 mg (milligram(s)) QD v-M: 20j i}
MERCAPTOPURINE 50 mg (milligram(s)) QD Y-M: 20.
MESALAZINE 3 g (gram(s)) QD y-M: 20f]
BUDESONIDE 9 mg (milligram(s)) QD Y-M: 20. /-178
CALCIUM 330 mg (milligram(s)) BID v-M: 20j i}/ 20
COLECALCIFEROL 5 mcg (microgram(s)) QD Y-M: 20.-. /-20
MONASCUS PURPUREUS 1500 mg (milligram(s)) QD v-M: 20j i}/ 20
MOVIPREP 1 L (litre(s)) QD v-M: 20jHl}/ -6
PROPOFOL 500 mg (milligram(s)) QD y-M: 20 i}/ -5

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug)  Dose/Units Frequency Start Year-Month / Stop Year-Month
RX Day / RX Day
ACETYLSALICYLIC ACID 80 mg (milligram(s)) QD y-M: 20l  oNGoInG
PANTOPRAZOLE 40 mg (milligram(s)) QD v-M: 20 ]  onGong
MERCAPTOPURINE 50 mg (milligram(s)) QD y-M: 20f] ONGOING
MESALAZINE 3 g (gram(s)) QD y-M: 20f] ONGOING
CALCIUM 330 mg (milligram(s)) BID v-M: 20fHl} / 200NGoING
COLECALCIFEROL 5 meg (microgram(s)) QD y-M: 20}/ -200NGOING
MONASCUS PURPUREUS 1500 mg (milligram(s)) QD y-M: 20}/ -200NGOING
MINERALS NOS 3 DROPS BID v-M: 20fHl}/ 72 onGoING
Event #1: Serious Adverse Event
Event Description MELANOMA
Preferred term VR

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l /372 (13 DAYS AFTER LAST TREATMENT)

ol

20 (RX DAY 393): EXCISION FACIAL SKIN MELANOMA: SUCCESFUL REMOVAL
393 (34 DAYS AFTER LAST TREATMENT)

AE Stopped Rx Day

179

698



obbvie 78yL4<7
276 AROFRBOELED

Duration of AE 22 DAYS

Severity Mild

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology THE SUN/OUTSIDE WORK.

Discontinued Study Drug Due to the Event NO

SAE Criteria IMPORTANT MEDICAL EVENT REQUIRING MEDICAL OR
SURGICAL INTERVENTION

Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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The patient's past medications include:

BUDESONIDE for ULCERATIVE COLITIS (il 20l - I 2ol

Causality for HUMIRA (Blinded)

1) Melanoma (10053571) (Malignant melanoma (10025650)) [v.21.1] [10053571]

TEBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L

IEBRIKIEE I K D IRRBIFRHIE CGRAL V27 Fv)  BEEDH Y

180

699



obbvie 78yL4<7
276 AROFRBOELED

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of MELANOMA

- Investigator: The sun/outside work.

- AbbVie: Not applicable.
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious \Adverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
IEvent IDrug

[lENE=R re] X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB TDM 6' FEMALE White

Medical History Onset Year

HYPERTENSION 20l

OTHER: POST MENOPAUSAL STATUS
SURGERY: THYROIDECTOMY DUE TO GOITRE
CHOLELITHIASIS: CHOLECYSTECTOMY

Prior Procedures

Procedure Year

Colonoscopy

Tobacco Use Status Number/Day

Number of Years

20l

Year Stopped

CHEWING TOBACCO NEVER
CIGARETTES NEVER
CIGARS NEVER
PIPES NEVER

Alcohol Use Status

Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency

First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG EwEWEWEWEOW /' R +
47

HIGHER
INDUCTION
DOSE

Bl 2«0

TDM

ADALIMUMAB  40/40/160/40/40 MG EOW/EW/EW/EW/EW o/
55

294
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
BISOPROLOL 2.5 mg (milligram(s)) QD Y-M:
LEVOTHYROXINE 100 meg (microgram(s)) QD Y-M:
TORASEMIDE 5.0 mg (milligram(s)) QD Y-M:
MESALAZINE 1.0 g (gram(s)) TID Y-M:
METHYLPREDNISOLONE 16.0 mg (milligram(s)) QD Y-M:
FORTRANS 222.0 g (gram(s)) Other: ONCE Y-M:
METAMIZOLE 2.0 g (gram(s)) Other: ONCE Y-M:
PROPOFOL 120.0 mg (milligram(s)) Other: ONCE Y-M:

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /
RX Day RX Day

BISOPROLOL 2.5 mg (milligram(s)) QD y-M: 20f] ONGOING

LEVOTHYROXINE 100 meg (microgram(s)) QD v-M: 20} ONGOING

TORASEMIDE 5.0 mg (milligram(s)) QD y-M: 20f] ONGOING

MESALAZINE 1.0 g (gram(s)) TID y-M: 20}/ - Y-M: 20}/ 298
109

MELOXICAM 15 mg (milligram(s)) BID y-M 20l y-M: 20 )} 277
268

SILYBUM MARIANUM 140 mg (milligram(s)) TID y-M 2 Ym0 ) 313
298

DEXLANSOPRAZOLE 60 mg (milligram(s)) BID y-M 20l y-M: 20}/ 308
305

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description

Preferred term

AE Onset Date / Rx Day

Age at AE Onset
Laboratory Testing

CHOLEDOCHOLITHIASIS
HBAE A7

[ W RS

0l (Rx DAY 278): ALANINE AMINO TRANSFERASE (SGPT/ALT): 336 [33 - 33] U/L; ASPARTATE
AMINO TRANSFERASE (SGOT/AST): 83 [32 - 32] U/L; CREATINE PHOSPHOKINASE: 892 [167 - 167] U/L;
0l (Rx DAY 296): ALANINE AMINO TRANSFERASE (SGPT/ALT): 790 [10 - 31] U/L; ALKALINE
PHOSPHATASE: 333 [45 - 129] U/L; ASPARTATE AMINO TRANSFERASE (SGOT/AST): 439 [10 - 31] U/L;
GAMAGLUTAMYLTRANSPEP: 938 [5 - 61] U/L; TOTAL BILIRUBIN: 30 [3 - 22] MCMOL/L; [ 2ol] ®x DAY
300): ALANINE AMINO TRANSFERASE (SGPT/ALT): 669 [0 - 55] U/L; ALKALINE PHOSPHATASE: 381 [40 - 150]
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U/L; ASPARTATE AMINO TRANSFERASE (SGOT/AST): 547 [0 - 37] U/L; GGTP: 1027 [9 - 36] U/L; TOTAL
BILIRUBIN: 31 [3 - 21] MCMOL/L; |20 (RX DAY 308): ALANINE AMINO TRANSFERASE (SGPT/ALT):
362 [7 - 56] U/L; ALKALINE PHOSPHATASE: 337 [38 - 126] U/L; ASPARTATE AMINO TRANSFERASE
(SGOT/AST): 108 [5 - 40] U/L; GGTP: 650 [7 - 50] U/L

Microbiology
20l (RX DAY 300): Blood ANTY HCV: N; Blood HBSAG: N; Blood CMV-IGM: N; Blood ANTY HBS: N
SAE Supplemental Procedure

-20. (RX DAY 296): USG SCAN OF ABDOMEN: LIVER IS NORMAL.STATUS AFTER
CHOLECYSTECTOMY.COMMON BIL DUCT 7-8 MM, HEPATIC DUCTS NON DILATED. FEATURES OF
AEROCHOLIA IN THE LEFT LIVER LOBE.PANCREAS NORMAL. WIRSUNG DUCT NON DILATED.SPLEN
NORMAL. RE; -20. (RX DAY 305): ABDOMEN MRI WITH CONTRAST MEDIUM: LEFT HEPATIC
DUCT:9MM, RIGHT HEPATIC DUCT 6MM., DILATED COMMON HEPATIC DUCT AND COMMON BIL DUCT TO
I5SMM., IN THE OSTIUM OF COMMON BIL DUCT SUGESTION OF BILE STONE 7MM; -20. (RX DAY
308): ENDOSCOPIC RETROGARD CGOLANGIOPANCEATOGR: ENDOSCOP INSERTED INTO DUODENUM.
PAPILLA VATERI (MAJOR)WAS SWOLLEN. PHISICIAN CANULLATED AND INJECTED CONTRAST MIDIUM
INTO THE DILATATED BILE DUCTS WITH THE SHADOW OF A STONE. AFTER SPHINCTEROTOMY, B

AE Stopped Rx Day 308 (14 DAYS AFTER LAST TREATMENT)
Duration of AE 31 DAYS

Severity Moderate

Relation to Study Drug by No reasonable possibility

Investigator
Investigator Alternative Etiology BILE LITHOGENICITY

Discontinued Study Drug Due to the YES
Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Augrix, o mokt: (R—50 1) Tho, EEAEEFRORIEREARENRD bR
oo BT ZEIEIL, @OUE, PARE, HFELIRR, ROVEMBEMERML Th T, WHRHILIE
WA R OFET L2 — AR T -T2,

il = 5B e. wiEsaEsReone, 20 E A P s EEEEE L
7=
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fresEro LR roEmsms i, 20 I 8 | P EmEsrmE s aEo -
ABE LTz, BRI e OB Wi AV 0 Sz, NHRBSRI W TIEARB S %% (BLF TERCP) )
A M OVFLEEFEROARYIBAMT (DL TEPT) ) 2AEfE A, 10 mm OFE A2 H Sz, ERCP &
#, EPT, ROWsSahtion, mknsz Lz, 20f =) A 0. wemEap L,
TRIEHE & LT Legalon 3 5- & 7=,

The patient's past medications include:

METYPRED for ULCERATIVE COLITIS (il 2ol - I 2ol B 208 - B 208 B
I >0l - I >0l I >0l - I >0l I >0l - I -l I >0l -

20

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Choledocholithiasis (10049891)  (Bile duct stone (10004637)) [v.22.0] [10049891]
TRBREAEEANC X D RRERHE CGEAL /U7 Fr) R L

TRBR KIS (2 KX D IRERBIfRHIE CGBAL /U2 F2)  BEERL

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of CHOLEDOCHOLITHIASIS

- Investigator: Bile lithogenicity.
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- AbbVie: Event more likely related to past medical history of cholecystectomy. It is known that
recurrence of choledocholithiasis is still observed in a considerable number of patients following

cholecystectomy. Additional risk factors include subject's age, gender and pre-existing ulcerative colitis.

Relevant Laboratory & Other Diagnostic Tests

I 20l ABDOMEN MRI WITH CONTRAST MEDIUM: Left hepatic duct: 9mm, right hepatic
duct 6mm, dilated common hepatic duct and common bile duct to 15mm, in the ostium of common bile
duct suggestion of bile stone 7mm

I 20l ALKALINE PHOSPHATASE: 333 U/L (normal 45 to 129)

I 20l ALKALINE PHOSPHATASE: 381 U/L (normal 40 to 150)

I 20l ALKALINE PHOSPHATASE: 337 U/L (normal 38 to 126)

- 20. ANTY HBS: Negative

- 20. ANTY HCV: Negative

- 20. CMV-IGM: Negative

I 20l CREATINE PHOSPHOKINASE: 892 U/L (normal 167 to 167)

I 20l GAMAGLUTAMYLTRANSPEP: 938 U/L (normal 5 to 61)

B 20l GAMAGLUTAMYLTRANSPEP: 1027 U/L (normal 9 to 36)
I 20l GGTP: 650 U/L (normal 7 to 50)

- 20. HBSAG: Negative
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I 20l SGOT/AST: 108 U/L (normal 5 to 40)

B 20 SGPT/ALT: 336 U/L (normal 33 to 33)

I 20 SGPT/ALT: 790 U/L (normal 10 to 31)

I 20l SGPT/ALT: 669 U/L (normal 0 to 55)

I 20l SGPT/ALT: 362 U/L (normal 7 to 56)

I 20l SGPT/AST: 83 U/L (normal 32 to 32)

I 20 SGPT/AST: 439 U/L (normal 10 to 31)

I 20 SGPT/AST: 547 U/L (normal 0 to 37)

I 20l TOTAL BILIRUBIN: 1.74 mg/dL (normal 0.20 to 1.30)
I 20l TOTAL BILIRUBIN: 1.8 mg/dL (normal 0.20 to 1.2)
- 20. USG SCAN OF ABDOMEN: Liver is normal status after cholecystectomy. Common bile

duct 7-8 mm, hepatic ducts non dilated. Features of aerocholia in the left liver lobe. Pancreas normal.

Wirsung duct non dilated. Spleen normal. Rens, bladder aorta, near aorta area: normal
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Subject - (Investigator -)

Reason for Narrative

IAdverse Event Preferred Term(s) Serious IAdverse Event Leading to  [Death  [Event of
|Adverse IDiscontinuation of Study Interest
Event IDrug

BN X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 3' MALE White

Medical History Onset Year

Not reported.

Prior Procedures

Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

E-CIGARETTES NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMARB 160/0/80/040 MG EW/EW/EW/EWEOW [ IRl 45 45

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EW B ;s Bl 2

EVERY WEEK 354
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
AZATHIOPRINE 75 mg (milligram(s)) Other: 50 MORNING 25 y-M: 20l
EVENING

MESALAZINE 1 g (gram(s)) TID v-M: 20j i}/ -338
POTASSIUM 1 CAPSUL BID v-M: 20}/ 41
BUDESONIDE 9 mg (milligram(s)) QD y-M: 20 i}/ 40
FORTRANS 222 g (gram(s)) QD v-M: 20j i}/ -10

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month Stop Year-Month /
Drug) / RX Day RX Day
MESALAZINE 1 g (gram(s)) TID y-M: 20 i}/ - oNGoING

338
POTASSIUM 1 CAPSUL BID v-M: 20}/ - oNGoING

41
BUDESONIDE 9 mg (milligram(s)) Other: EVERY OTHER Y-M: 20}/ 360NGOING

DAY

TACROLIMUS 1 APPLICATION TID v-M: 20jHl} / 760NGOING
CIPROFLOXACIN 500 mg (milligram(s)) BID y-M: 20fHl 7 84v-M: 20} / 90
METRONIDAZOLE 500 mg (milligram(s)) BID y-M: 20 i}/ 84y -M: 20} i}/ 90
IBUPROFEN 200 mg (milligram(s)) TID v-M: 20j i}/ 86 Y-M: 20}/ 91

Event #1: Serious Adverse Event

Event Description ACUTE APPENDICITIS
Preferred term AR

AE Onset Date/RxDay [ ROl 83

Age at AE Onset 3'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

Il (RX DAY 84): SURGICAL INTERVENTION:APPENDECTOMY: APPENDECTOMY, PATIENT AFTER
OPERATION: RECOVERING

AE Stopped Rx Day 86
Duration of AE 4 DAYS
Severity Severe
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Relation to Study Drug by No reasonable possibility
Investigator

Investigator Alternative I 20l ACUTE PAIN IN DOWN RIGHT PART OF ABDOMEN, WITH NUSEA
Etiology AND VOMITTING, FEVER TO 39.0 DEGREE OF CELSIUS, HOSPITALIZED
I 20l SURGICAL PROCEDURE: APPENDECTOMY WAS PERFORMED.

Discontinued Study Drug Due NO
to the Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT MEDICAL
EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Cod: |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

Augrix, P moBEM K-8 ThY, EELEEFROAMRELNRED LI,
PSS 2 IR, TEISMERZ (extensive colitis [V NS L 0 OIS ARIERB K] ) Tho1o,
W (I E R OFET L= — HBIE Th o 72,

=1 B AnmssEesh, 02 B AvenEsaEE e,

W EL AR LY, EOROWEMZ RS A FRER O AN 2 DAY, % T 39.0°C
oxpnsonl-, 0 =10 0. R, EL, E, RORBNZ LI, BRI AN R
i rpman ALz, 20| 28 0. hmEORESEE S, BEREIEEE LT
oy ES BN R SRS aven

BEIEEL L TA hr=4>Y—), Ibuprom (777 =>) , KW Cipronex (7B ~71m¥%
Yv) BEG SN,

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Acute appendicitis (10000677) (Appendicitis (10003011) ) [v.21.0] [10000677]

IBBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L
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BRI X D2 RRBARHEIE CGEAL U7 Fr) R L
Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of ACUTE APPENDICITIS

- Investigator: - 20.: Acute pain in lower right part of abdomen with nausea and vomiting, fever
to 39.0 degree of Celsius, hospitalized. - 20.: Surgical procedure, appendectomy was performed.

- AbbVie: Event is a common complication in the general population and is seen in up to 1 in 10
individuals over a lifetime. (Martin, RF. Acute Appendicitis in Adults: Diagnositic Evaulation In:
Uptodate, Post TW (ED), Uptodate, Waltham, MA. (Accessed on -, 20.)).
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Subject - (Investigator -)

Reason for Narrative

|Adverse Event Preferred Term(s) Serious \Adverse Event Leading to ~ [Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

V=7 IgA i X X

Treatment Group Age at Study Start Sex Race

ADALIMUMARB 40 MG EVERY OTHER WEEK6I FEMALE White

Medical History Onset Year

OTHER: MENOPAUSE 19}

ASTHMA 20l

CHOLECYSTITIS: CHOLECYSTECTOMY 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES FORMER  1PACKS 20 20|

CIGARS NEVER

E-CIGARETTES NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB  160/160/160/160/40 MG eWEWEWEWEOW [l ' Il +
HIGHER 44
INDUCTION

DOSE
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ADALIMUMAB 4040 MG EOW R R s

MG EVERY 58 220

OTHER WEEK

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day

MONTELUKAST 4 mg (milligram(s)) QD y-M: 20}

AZATHIOPRINE 50 mg (milligram(s)) BID y-M: 20l

BUDESONIDE 9 mg (milligram(s)) QD y-M: 20jHi} / 300

MESALAZINE 1 g (gram(s)) TID v-M: 20}/ 234

FORTRANS 222 g (gram(s)) QD y-M: 20 i}/ -7

METAMIZOLE 2 g (gram(s)) QD y-M: 20fHI}/ -6

PROPOFOL 140 mg (milligram(s)) QD y-M: 20fHI}/ -6

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-Month /
Month / RX Day RX Day

MONTELUKAST 4 mg (milligram(s)) QD y-M: 20f] v-M: 20 Hl}/

228

BUDESONIDE 9 mg (milligram(s)) QD y-M: 20 i}/ -oNGoING
300

MESALAZINE 1 g (gram(s)) TID y-M: 20 i}/ -oNGoING
234

PIMAFUCORT 1 TOPICAL BID v-M: 20f ]/ oNGoInG
108

METHYLPREDNISOLONE 20 mg (milligram(s)) QD y-M: 20/ y-M: 20l
170 206

METHYLPREDNISOLONE 18 mg (milligram(s)) QD y-M:20fHl/ y-m: 20 HIL/
207 213

METHYLPREDNISOLONE 16 mg (milligram(s)) QD v-M: 20/ Y-M: 20fHI)/
214 220

METHYLPREDNISOLONE 14 mg (milligram(s)) QD y-M: 20/ y-M: 20l
221 225

CALCIUM CARBONATE 1 g (gram(s)) QD y-M: 20f i}/ oNGoING
226

METAMIZOLE 1 TABL PRN v-M: 20f ]/ oNGoInG
226

BILASTINE 20 mg (milligram(s)) QD y-M: 20/ y-M: 20l
226 228
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CLINDAMYCIN

METHYLPREDNISOLONE

POTASSIUM

BUDESONIDE W/FORMOTEROL

FUMARATE

DESLORATADINE

MONTELUKAST

POTASSIUM

SALBUTAMOL

METHYLPREDNISOLONE

METHYLPREDNISOLONE

ACICLOVIR

PARAFFIN, LIQUID

CLOBETASOL

METHYLPREDNISOLONE

ATORVASTATIN

DAPSONE

METHYLPREDNISOLONE

DAPSONE

CETIRIZINE

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

1 DOSE

16 mg (milligram(s))

1 TABL

80 mcg (microgram(s))

5 mg (milligram(s))

10 mg (milligram(s))

1 TABL

100 mcg (microgram(s))

14 mg (milligram(s))

40 mg (milligram(s))

500 mg (milligram(s))

1 TOPICAL

1 DOSE

16 mg (milligram(s))

10 mg (milligram(s))

25 mg (milligram(s))

20 mg (milligram(s))

50 mg (milligram(s))

10 mg (milligram(s))

BID

QD

QD

QD

BID

QD

QD

PRN

QD

QD

TID

QD

QD

QD

QD

QD

QD

QD

BID

Y-M:

226

Y-M:

226
226
Y-M

229

229

Y-M:

229

Y-M:

229

Y-M:

229

Y-M:

229

Y-M:

229

Y-M:

229
Y-M
229
Y-M
229
Y-M
230

Y-M:

231

Y-M:

233

Y-M:

233

Y-M:

234

Y-M:

237

20fHl/
20fHl/

:20.—./
:20.—./
20fH/

20fHl/
20fHl/
20fHl/
20fHl/
20 Hl/
20fHl/

:20.-./
:20.-./
20fH/

20fHl/
20fHl/
20fHl/
20fHl/
20fHl/

v-m: 20 Hl}/

228

v-M: 20 i}/

228

v-m: 20fHl}/

228
ONGOING

ONGOING
ONGOING
ONGOING

ONGOING

v-m: 20fHl}/

229

v-m: 20fHl}/

232

v-M: 20 i}/

235

v-m: 20fHl}/

240

v-m: 20fHl}/

247
ONGOING

ONGOING

v-m: 20fHl}/

233

v-M: 20 i}/

235
ONGOING

v-m: 20fHl}/

240

Event Description

Preferred term

LINEAR IGA BULLOUS DERMATOSIS
V=7 IgA R
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AE Onset Date / Rx Day 20l 223 3 DAYS AFTER LAST TREATMENT)
Age at AE Onset 6'
Laboratory Testing

0l (RX DAY 229): ANA: 320 [NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED; ANA: 640
[NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED; |20l (RX DAY 231): CHOLESTEROL: 6.16 [0
-4.91] MMOL/L; CRP: 10.35 [0 - 9] MG/L; LDL CHOLESTEROL: 3.98 [0 - 2.97] MMOL/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

20l (Rx DAY 230): CHEST X RAY: NORMAL; SKIN BIOPSY: IGA+IGG DERMATOSIS; [JJ2ol] rx
DAY 232): ABDOMEN ULTRASONOGRAPHY: NORMAL

AE Stopped Rx Day 240 (20 DAYS AFTER LAST TREATMENT)

Duration of AE 18 DAYS

Severity Severe

Relation to Study Drug by Investigator Reasonable possibility

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the Event YES

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Generated: -2(. :02:12
Program Source Codtc: | NN

Investigator No.: -
Subject Number: -

Protocol Number: M14-033

A, o okt (K—52F) Tho, EELEEEROY =7 IgA KEHKEE
DO BT, BET LmEIE, AR, WmE, KNEBMERGR Th oo, #ERF 1ToomE

(1 BY720 148, WU 20 48) THY, WrtiL T\,

W =W A V=7 ea R EEsRs s 20 EI AP V=7 1ea
KM B2 FERE VX IRIAE L 7=,

0l =l 7B P A BEEESRD B, WBREIAR L, 2HOREAEGL, ZT
y—vz - vavyuEgrsgbne, 0 PP EROBERICZLY 1gA1G K
pirEowsiEsne, 20 =B, s iR Lz,

1R¥3K L LT Calperos, Kaldyum, Clatra (£°% 25 >) , Clindacne, Solu-Medrol (X F /L7
LV R=ymrryanZ@gpoz A7/ M) 7 A) , Dapsone (V7 7 = =)L A)LK V) ,
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Hydrocortisonum, Cholesterol unguetum, Zyrtec (£ VU ¥ #EEEHE) , Hitaxa (7 AR T ¥ ¥
¥) , Metypred (AF V7L K=y aranZBErzA7/F ~U 7 2LA) , Pyralginum, KO
Dermovate (7 o X&' — L 7Fa A4 B A5 )V) B™EEINT-,

The patient's past medications include:

AZATHIOPRINE for ULCERATIVE COLITIS (il 20 - 20l

Causality for HUMIRA 40MG/0.8ML (Blinded)

1) Linear IgA bullous dermatosis (10048601) (Linear IgA disease (10024515) ) [v.22.0]
[10048601]

IEBREAEERNC &2 KERBIRHIE (KR U7 Fr) DY

TRBRIKIEA 1C L D IRRBAMRHE AL U7 F) B L

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for HUMIRA 40MG/0.8ML (Blinded)

Event of LINEAR IGA BULLOUS DERMATOSIS
- Investigator: NOT APPLICABLE

- AbbVie: Formal studies validating the existence of drug-induced LABD are lacking. Additional RF
includes UC. (Hall, Russell, et al. Linear IgA bullous dermatosis. In: UpToDate, Post TW (Ed), UpToDate,

Waltham, MA. (Accessed on _ 20..))

196

715



obbvie 78yL4<7
276 AROFRBOELED

Relevant Laboratory & Other Diagnostic Tests

I 20l ABDOMEN ULTRASONOGRAPHY: Normal

I 20l ANA: 320 no unit
I 20l ANA: 640 no unit
I 20l CHEST X-RAY: Normal

I 20l CHOLESTEROL: 238 mg/dL (normal 0 to 190)
I 20 cRrP: 1035 MG/L (normal 0 to 9)
I 20l DL CHOLESTEROL: 154 mg/dL (normal 0 to 115)

I 20l sKIN BIOPSY: IGA+IGG dermatosis
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Subject - (Investigator -)

Reason for Narrative

|Adverse Event Preferred Term(s) Serious /Adverse Event Leading to  |[Death  [Event of
|Adverse Discontinuation of Study Interest
Event Drug

LT 7% i X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB TDM 2' FEMALE White

Medical History Onset Year

OTHER: GENITOURINARY MALFORMATION 19}

OTHER: RIGHT OVARII CYST 20l

SURGERY: GENITOURINARY MALFORMATION 20.

CARDIAC ARRHYTHMIA: ATRIAL FIBRILLATION 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

E-CIGARETTES NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ADALIMUMAB 160/0/80/0/40 MG EW/EW/EW/EW/EOW [l ol 40 4
STANDARD
INDUCTION DOSE
198

717



obbvie 78yL4<7
276 AROFRBOELED

ADALIMUMAB TDM  40/40/40/40 MG eow/EOW/EOWEOVW [/ 50/ 302

358
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX

Day

METHYLPREDNISOLONE 32 mg (milligram(s)) QD v-M: 20j i}/ -132
AZATHIOPRINE 100 mg (milligram(s)) QD y-M: 20 i}/ 49
MESALAZINE 1 g (gram(s)) QD v-M: 20j I} / 49
MESALAZINE 1 g (gram(s)) QID v-M: 20j I} / 49
POSTERISAN F 1 application QD y-M: 20 i}/ 49
FORTRANS 222 g (gram(s)) QD v-M: 20}/ -15
METAMIZOLE 2 g (gram(s)) QD v-M: 20j i}/ -14
PROPOFOL 160 mg (milligram(s)) QD y-M: 20 i}/ -14

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Dose/Units Frequency Start Year-Month / Stop Year-Month /

Drug) RX Day RX Day

AZATHIOPRINE 100 mg (milligram(s)) QD y-M: 20 i}/ 49 ONGOING

MESALAZINE 1 g (gram(s)) QID v-M: 20fHl} / 49 ONGOING

METAMIZOLE 2 g (gram(s)) QD y-M 2l y-M: 20 HI/ 365
365

PROPOFOL 160 mg (milligram(s)) QD y-M:20fHll/ y-M: 20/ 365
365

Event #1: Serious Adverse Event

Event Description DIGESTIVE TRACT BLEEDING AFTER POLYPECTOMY
Preferred term ALiE A% .

AE Onset Date / Rx Day Il / 368 (10 DAYS AFTER LAST TREATMENT)
Age at AE Onset 2'

Laboratory Testing

0l (RX DAY 369): ALANINE AMINO TRANSFERASE (SGPT/ALT): 11 [7 - 56] U/L; AMYLASIS: 45 [1 -
100] U/L; ASPARTATE AMINO TRANSFERASE (SGOT/AST): 34 [5 - 40] U/L; BUN: 13.2 [5.4 - 17.1] MMOL/L;
CREATININE: 58 [44 - 97] MCMOL/L; FERRITIN: 54 [13 - 150] NG/ML; FERRUM: 115 [37 - 158] MCG/DL;
HEMATOCRIT: 0.27 [0.37 - 0.47] FRACTION; HEMOGLOBIN: 92 [120 - 160] G/L; HIGH-SENSITIVITY C-
REACTIVE PROTEIN: 0.3 [0 - 10] MG/L; PLATELET COUNT: 177 [150 - 400] X10"9/L; RED BLOOD COUNT: 2.9
[3.8 - 5.2] X10*12/L; WHITE BLOOD COUNT: § [4 - 11] X10"9/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure
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-20.(RX DAY 368): X-RAY: NO EVIDENCE OF PERFORATION AND OBSTRUCTION OF THE
GASTROINTESTINAL TRACT; USG: LIVER, PANCREAS,SPLEEN, AORTIS, ADRENAL GLANDS - NORMAL,
KIDNEY - NORMAL, TRACE OF FLUID IN THE PERITONEUM IN THE LOWER ABDOMEN, NO
THICKENING OF THE INTESTINAL WALLS; -20. (RX DAY 371): COLONOSCOPY: ULCERATION IN
PLACE AFTER POLYPECTOMY

AE Stopped Rx Day 371 (13 DAYS AFTER LAST TREATMENT)
Duration of AE 4 DAYS
Severity Moderate

Relation to Study Drug by Investigator No reasonable possibility

Investigator Alternative Etiology NO

Discontinued Study Drug Due to the NO

Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT
MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12

Program Source Code |

Investigator No.: -
Subject Number: -

Protocol Number: M14-033
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The patient's past medications include:

METYPRED for ULCERATIVE COLITIS ([ 20l - I 20l
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PENTASA for ULCERATIVE COLITIS (il 20l - I 20l
POSTERISAN H for ULCERATIVE COLITIS (il 20l - I 2o

Causality for HUMIRA (Blinded)

1) Post procedural bleeding (10051014) (Post procedural haemorrhage (10051077) ) [v.22.0]
[10051014]

IBBREAEERIC & 2 KERBIRHIE CEAL U7 Fr) B L
IRBRIEA 1 K D IRERBIRFIE BRI U7 Fr)  BEEdR L

Dechallenge: Not Applicable

Alternative Etiology for HUMIRA (Blinded)

Event of DIGESTIVE TRACT BLEEDING AFTER POLYPECTOMY
- Investigator: No.

- AbbVie: Event more likely related to polypectomy procedure. Pre-existing ulcerative colitis is an

additional risk factor.

Relevant Laboratory & Other Diagnostic Tests

- 20. ENDOSCOPY: Not reported
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Subject - (Investigator -)

Reason for Narrative

|Adverse Event Preferred Term(s) Serious /Adverse Event Leading to  |[Death  [Event of
IAdverse Discontinuation of Study Interest
Event Drug

BSR4 X X

Treatment Group Age at Study Start Sex Race

ADALIMUMAB 40 MG EVERY WEEK 2' FEMALE White

Medical History Onset Year

OTHER: CUSHINGOID FACE AND NECK 20j§

OTHER: SWOLLEN LOWER LIMBS 20l

PERIPHERAL ARTHROPATHY: SWOLLEN AND PAINFUL KNEE JOINTS 20.

Prior Procedures Procedure Year

Colonoscopy 20.

Tobacco Use Status Number/Day Number of Years Year Stopped

CHEWING TOBACCO NEVER

CIGARETTES NEVER

CIGARS NEVER

PIPES NEVER

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)

ADALIMUMAB 160/0/80/0/40 MG EW/EW/EW/EW/EOW [l ' Il 20 20

STANDARD

INDUCTION DOSE

ADALIMUMAB 40 MG 40 MG EW R Bl
57

EVERY WEEK 316
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / RX
Day
IRON 2 DF (dosage form) BID y-M: 20l
MESALAZINE 1.5 g (gram(s)) BID v-M: 20j i}
AZATHIOPRINE 50 mg (milligram(s)) BID v-M: 20j i}
MERCAPTOPURINE 50 mg (milligram(s)) QD y-M: 20l
HYDROCORTISONE 100 mg (milligram(s)) QD v-M: 20 i}/ -115
LEKOVIT CA 1 DF (dosage form) QD v-M: 20}/ -115
MESALAZINE 4 g (gram(s)) QD y-M: 20 i}/ -115
METHYLPREDNISOLONE 32 mg (milligram(s)) QD v-M: 20}/ -115
FORTRANS 148 g (gram(s)) QD v-M: 20}/ -15
ETOMIDATE 3 mg (milligram(s)) QD y-M: 20 i}/ -14
METAMIZOLE 400 mg (milligram(s)) QD v-M: 20j i}/ -14
MIDAZOLAM 1 mg (milligram(s)) QD v-M: 20j i}/ -14
PROPOFOL 110 mg (milligram(s)) QD y-M: 20 i}/ -14
LOPERAMIDE 2 mg (milligram(s)) PRN v-M: 20}/ -12

Other Medications - Medications taken within 30 days prior to each narrative event until AE stopped or end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month / Stop Year-Month /
RX Day RX Day

IRON 2 DF (dosage form) BID v-M: 20 ]  onGong

MESALAZINE 1.5 g (gram(s)) BID y-M: 20l oNGoinG

LEKOVIT CA 1 DF (dosage form) QD y-M: 20} /- oNGoING
115

LOPERAMIDE 2 mg (milligram(s)) PRN y-M: 20JJHl} 7 -12v-M: 20HI} / 315

ACETYLSALICYLIC ACID 75 mg (milligram(s)) QD y-M 2l y-M: 20} 310
210

PROCTO HEMOLAN 1 DF (dosage form) BID y-M 20l y-M: 20} 260

PROTECT 254

HYALURONIC ACID 1 DF (dosage form) BID v-M:20fHl}/  oNGoING
261

PREDNISONE 30 mg (milligram(s)) QD y-M 2l y-M: 20l 267
261

METRONIDAZOLE 1 DF (dosage form) QD y-M 2l y-m: 20 ) 271
261

PREDNISONE 25 mg (milligram(s)) QD y-M 20l y-m: 20 ) 281
268

PREDNISONE 20 mg (milligram(s)) QD y-M 2l y-M: 20 295
282
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PREDNISONE 15 mg (milligram(s)) QD y-M 20l y-m: 20} 310
296

PREDNISONE 30 mg (milligram(s)) QD y-M 2l y-m: 20 338
311

BENZYDAMINE 1 DF (dosage form) BID y-M 2l y-m: 20} 322
314

KETAMINE 10 mg (milligram(s)) QD y-M 20l y-m: 20} 323
323

MIDAZOLAM 1 mg (milligram(s)) QD y-M 2l y-m: 20} 323
323

PROPOFOL 70 mg (milligram(s)) QD y-M:20fHll/ y-m: 20l 323
323

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description ULCERATIVE COLITIS AGGRAVATED
Preferred term TP K 26

AE Onset Date / Rx Day Bl 246

Age at AE Onset 2'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l (Rx DAY 325): COLECTOMY WITH ILEOSTOMY: NOT COMPLICATED; REVERSAL OF ILEOSTOMY
IN FUTURE

AE Stopped Rx Day 325 (9 DAYS AFTER LAST TREATMENT)

Duration of AE 80 DAYS

Severity Severe

Relation to Study Drug by No reasonable possibility

Investigator

Investigator Alternative Etiology AGGRAVATION OF ULCERATIVE COLITIS AFTER CORTICOSTEROIDS
WITHDRAWAL

Discontinued Study Drug Due to the YES

Event

SAE Criteria HOSPITALIZATION OR PROLONGED HOSPITALIZATION, IMPORTANT

MEDICAL EVENT REQUIRING MEDICAL OR SURGICAL INTERVENTION

Generated: -2(. :02:12
Program Source Cod. |
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