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T — 4 % T EEMRAT & [F UMEAT % 0 L 72, missing not at random (LAF TMNAR| ) Z&te, KEAMEICET
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A OFRBEIGEZFI L2, 100 AMEHTZ 0 OFEFRORBMEIT, AEFRPBB LR OEREICZ T
BHIZES S BEGRNCR LTz, AEFLDRE L ICERE O — B2 s B RO R OEATEINCR Lz, kKbt
H B DOESR IR ALK DS A Z A o OEFNTEBRICZ T TR G ICES S BEHONAFINT R Lz, BRIRIICE
DD DERRAEE L ONA Z T A o OFEHETEL Y U TR OEFR L O 2 FRPFEBL L 72 R D EE
W T T e 5 S S B RERNC R LTz, BeMET — % O XK PEIZHETE L 720 o T2,

FERIZZ T e B GICE S B GHOIAFIILLTO LBV EE LT,
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B/ fEE
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K24 BB O "HEM, 77 BRIREGHIMOMTIZIBN T, bDMARD-IR 0 F1554E7)> & HIE OO 1F B Lk
BB RBEFICHT DU Z v F =T 15mg KO 30mg (W Fhd 1B 1E) ORGEOFMENREINT, T34
F =T 15 mg BEL N30 mg BEOWT BN T H 77 BAREEL filik U C EERHMIA A & OV T ONEN AT L=
RIKEHATE B 2B W CTREHRIICA B BEmR R Dz, AT L2V EIKEHMEE B I8 Wb — 8 LiziE
ERBFoNI &b, ARSI,
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D, RIS 24 B £ TRk L7, ACR70 FOUGERIE, 5 4 8B O380 B, RITHRG 24 B £ THE
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BIREME O GIEFH MR O T, #5512 8E 5485 24 B £ CHERF T FICkE L,

NR—2F [ NIRRT HER 2 L TR 123 T, BASDAI TN ASDAS A7 (%, U AREYF =7

15mg LN 30 mg BEICRB W C T 7B RBEL IR LC, &5 12 BRFICSgEL (4 H PE<0.05) , &5 24 8K
WZgE LT,
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e, AR OO Z DI 0 AW UT N L, WIS ATE OB, SRHAE R OB R U L
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&5&2ﬁ%ﬁumf®ﬁﬂﬁy% T OV AEFEEE, 15mg (1 B 1[E) Tl 5.8~32.1ngmL, 30mg (1
H1MRE) TiX13.2~509ngmL TH-o7o, VA UF =T OREOFEAEIL, BEFOERYBEDFER D Tl S
hé/}ﬁfk H L7,

LAAEMEOR R

INREYF =T 15mg KD30mg (Wb 1 H 1E) OF51E, CSR2U4W OT—X Ay AT HET, BBt
NEETHY, BRMITIREF THoTo, KRR TOY Y F =T OBESh-REMT a7 7 A ViE, B
v FRBCHEINCbD LB B L T, HHOREMNY 2RV ITHEEE SN 0T, ERERNT
— X DER A FRRICR LT

o HERAHEHFZR REOAFEHRR, MOBBEOKRETILICET-AEHFRZORIEIEL, 77 R
EHELCOREVF =T HTRN ST, T—F Wy AT ET, BEERHFEFRGLEVIRRIEOLKL5.F

WWESTEHERERD 100 NMEHT- D ORBEIL, v ¥ F =7 15 mg BN 30 mg B CRRE T
HoT,

o ZLBOOLNIEAERERL (VKL F =7 15 mg BEXIT 30 mg BT 5%l LOWRE IR 1%, LK
SEEE, RUHSES, RAEA, TR, A v W, T, ELEOMmE S LT F R AR T
— B TH -7,

o  HEFELEBMFEIIKIDOER T REFEELTL L, INOLOFEFZORREGILT 7 v REE

LUNRELF =T 15 mg HECTEBBURRRIBE ThH -T2, T—FHy hAT7ET, BELKRYE, HMR
B, WoES, MRETE, B, HPERBUIER DY LT F U R ARF S —E (LLF TCPKJ ) #8no
100 NEH -V OFRBMEEIL, v RF T =7 15mg BEE L T 30 mg B TRMN- T2,

o HRREBOLIL, FEEEME (RESHN 1~2 G RE) , BEEIIREXIPEETHY, 7R
HOBEFIEIZIIEL o7,

o  JFEEDL UL ALT XIL ASTHITH Y, EHERLOIXRL, EEEIITEA EPBRE TP EE T
Holz, IRREOHGHILIZESTZFRIRIEALE R -T2, ZL—R3XE7 L —F4 O ALT X%
AST MO FEBUI D 72 hr o7, 7' L— R 3 OMEAEFREMED EROL TR THY, BHRET
ITHER S 72 o Tz, Hy's law IS T DR E 1T\ e o 72,

o Alf, HFHERBE, KOU L SERBAMEDS < 1E, EREESREIPEETHY, MEICROLN
727 L — K 3 OMEFRIRBEMOBNEI—RHUTH Y, FRE TIIHER INR) o7, ZL— K40~
ErBEY, FHERE, U RO e o Tz,

e JL—FR3KO/L— K40 CPKEMIDRL, BEITHENTH -, T3TO CPK EINoFER
i, FRERE, BEEEIIRENIITEETHY, BWREORLEPIICEST2LDIFRL, BEHMDED
FHHIFRE SR 0T, VANVAMGROFERP AT VT =T I5mg O 1 4 ICHEShTZ, 20O
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BN R F =T 15 mg BED 2 ZITHA S, MedDRA HEUERMRZE D MY o o<J#E] 1C#%4 L
2o WINY, Vo OMEZKNIZ TR0 o7,
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7o AL ZTO—)L, EELEVREAHILATr—L (BLF THDL-C)] ) MOVEHEY REHa L AT
2—/L (LLF TLDL-CJ| ) OB U R F=THETHO BN, LDL-C/HDL-C tb R U= L &
7 8 —/V/HDL-C 2= T A L in b ARER R BT e o Te, FRIMARIERIE & HE SN2 FRN
TR F =T 15 mg BRI 1 {HHRE S vz,

TR T I ANZEELICL D L, UAFTF =7 30mg BT 1AL, FERIF, EE
TWTE T I A S B E R R OV IS & 5o S 7oAy, TRBREMTEMIL, BEHEZRERR PR O
MERIBE & O DA O 2 RIC L D b D &I LT,

IEBMEREAZ S UTHE AL & HE SN2 FRIT, WTnoRGHETHLHE SR o7,

TREF =T B G SRS OREBMERE, NA Z ANV A CEERETRD e

-7,

AR

ARBR (M15-554 388R) o5 248K (351 VA4 F) £ TOMTICEBWT, A#METIE, bDMARD-IR O
SLIE D> D FHAE OIS EIE LR B E 2 B E TR T DRI R BB WS RET ¥ R A0WTHIc oV Th,
TR LT AF Y F =7 15mg KO 30mg (Wb 1A 1E) CERZBENRS N, 22T

I,

URETF =T 15mg KN30 mg DEFEIZBBULRRIFTHD Z L AR INT, ARBROKE 24 BE
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30mg DRET 4w b YVARIZDOF a7y A VIR EEZBNT,
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ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 1 OF 29

TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

Any adverse event 139 (65.06) 135 (64.0) 170 (78.0)
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Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24

(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) (%) n (%)
DfigfEE  (Cont.)
LE TE R LME 1 (0.5) 0 1 (0.5)
Y= i) 0 1 (0.5) 1 (0.5)
R 0 1 (0.5) 1 (0.5)
9 o MM LAR 4 1 (0.5) 0 0
D JfifE 1k 0 1 (0.5) 0
FEHh RS 0 0 1 (0.5)
e Fp PAEH R 4 1 (0.5) 0 0
i 0 4 (1.9) 0
TAPER AR 0 0 1 (0.5)
AR R 0 0 1 (0.5)
BEAR 0 1 (0.5) 0
=€) 0 1 (0.5) 0
JeRME, FhEMER L OGBS 1 (0.5) 0 1 (0.5)
[agg /KR 0 0 1 (0.5)
S hayRY T I A RNF— 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug

in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA,

discontinued study drug prematurely before Week 24 dosing.

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.

if subject
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA —————m———
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
I L OukpgkkeEE 0 1 (0.5) 3 (1.4)
B 1 (0.5)
[EIHRPE 8 F 0 1 (0.5) (0.9)
PNy i 1 (0.5) 1 (0.5) (1.4)
H C e IR AR % 0 0 1 (0.5)
FE R i e 1 (0.5) 0 0
FOPR ARAS e TTEE 0 0 (0.5)
FR R B AR A T iE 0 1 (0.5) (0.9)
PN 0 0 (0.5)
AR B 3 (1.4) 4 (1.9) 6 (2.8)
— i RN R 0 0 1 (0.5)
ARAR 2 0 0 1 (0.5)
H Pk 1 (0.5) 1 (0.5) 0
TRLNE 0 1 (0.5) 1 (0.5)
AR 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
IRBESE (Cont.)
ARZ 5 FEAE 1 (0.5) 0 0
ok A 0 0 1 (0
IR ek 0 0 . )
HREEIR 0 1 (0.5) 0
2L sk 1 (0.5) 0 0
FH 0 1 (0.5) 0
H s 31 (l4.06) 38 (18.0) 39 (17.9)
HEFBAS PRk 1 (0.5) 2 (0.9) 0
e 0 Dt °
% 1 (0.5) 3 (1.4) 3 (1.4)
R 3 (1.4) 2 (0.9) (1.4)
77 X HE 0 0 (0.5)
Ny B 0 1 (0.5) 0
INIES 0 0 (0.5)
R 1 (0.5) 3 (1.4) (2.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) (%) n (%)
HIGFEE (Cont.)
7 a— 9% 1 (0.5) 0 0
T ol 0 1 (0.5) 0
THE 12 (5.7) 5 (2.4) 12 (5.5)
I PN R T 2 (0.9) 2 (0.9) 2 (0.9)
HIER R 0 2 (0.9) 3 (1.4)
I T i 2 0 0 1 (0.5)
O AMERITER 1 (0.5) 0 0
33 2 (0.9) 0 0
£ 0 1 (0.5) 1 (0.5)
5 H 0 0 1 (0.5)
R 1 (0.5) 1 (0.5) 1 (0.5)
OB AMEEE 0 1 (0.5) 0
T 1 (0.5) 0 0
A WM R 2 (0.9) 2 (0.9) 0
By P e 1 (0.5) 0 0

Note: Treatment-
in Period 1 and prior to the Week 24 dose date,

emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
if subject

discontinued study drug prematurely before Week 24 dosing.

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.

or up to 30 days after the last dose of placebo or UPA,
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
HIGFEE (Cont.)
By PR 0 1 (0.5) 0
P H I 0 1 (0.5)
ik 0 3 (1.4) 1 (0.5)
S B T 2 (0.9) 0 0
KR —7 1 (0.5) 0 0
B~ =7 0 (0.5) 0
H PENTEES T L 0 (0.9) 2 (0.9)
L 7 (3.3) 4 (1.9) 11 (5.0)
WLPES 1 (0.5) 0 0
JEL 7 H if. 0 0 1 (0.5)
T 0 1 (0.5) 0
7INIES HH i 0 0 1 (0.5)
NS 0 0 1 (0.5)
N 2 (0.9) 1 (0.5) 2 (0.9)
EIENE 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
HIGEE (Cont.)
D 1 (0.5) 0 0
W 0 0 1 (0.5)
i~ =7 0 1 (0.5)
[ P 5 (2.4) 0 4 (1.8)
— % - B EER L OB G ORE 12 (5.7) 8 (3.8) 17 (7.8)
A 7 E 2 (0.9) 0 0
A e f 0 0 1 (0.5)
Moy 1 (0.5) 1 (0.5) 0
HEE 0 0 1 (0.5)
F AT 1 (0.5) 1 (0.5) 2 (0.9)
Y5 1 (0.5) 2 (0.9) 3 (1.4)
A TV PERIR B 0 0 1 (0.5)
P 5 L (0.9 ° :
(=N 1 (0.5) 0 0
S LN 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ———————————~
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
— % - EHEERS X OEEEAOREE (Cont.)
T 1 (0.5) 0 0
E N e 0 2 (0.9) 2 (0.9)
KR 1 (0.5) 0 0
RAHME R 2 (0.9) 0 1 (0.5)
FEER 0 3 (1.4) 4 (1.8)
A By P GE SO E T 0 0 1 (0.5)
I 1 (0.5) 0 0
JH B R 1 (0.5) 0 6 (2.8)
REA i 0 0 2 (0.9)
JHZER Y —7 0 0 1 (0.5)
JFaEh 0 0 1 (0.5)
=i 1 (0.5) 0 0
I R E 2 i 0 0 1 (0.5)
JikRicte 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ———————— -
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

T y% bR 1 (0.5) 0 3 (1.4)
TEHIT L ¥ — 0 1 (0.5)
SRR U 0 2 (0.9)
ZEMET LV X — 1 (0.5) 0 1 (0.5)

JRYSER Xk O BUE 72 (34.0) 70 (33.2) 107 (49.1)
i3 1 (0.5) 0 0
VU A 5% 0 0 (0.9)
BMER Eure gt 0 1 (0.5) (0.5)
NLFA B o 2 2 HE 0 1 (0.5) 0
T IfLE 0 0 1 (0.5)
T 1 i 0 2 (0.9) 0
IS 0 0 1 (0.5)
RUE R 5 (2.4) 10 (4.7) 12 (5.5)
PANE: 2 R RIS 1 (0.5) 0 0
VINIZ - A 0 0 1 (0.5)
KEH TV HIE 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24

(Safety Analysis Set)

System Organ Class

MedDRA 22.0 Preferred Term

JRYYER X O AEHRIE (Cont.)
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Note:

Treatment-emergent AE
in Period 1 and prior to the Week 24 dose date,

(TEAE)

discontinued study drug prematurely before Week 24 dosing.

The sum of the total number of subjects reporting each of the preferred terms should be greater than or equal to the system
A subject who reports two or more different preferred terms which are in the same system organ class 1is
counted only once in the system organ class total.

organ class total.

if subject

is defined as an AE with an onset date that is on or after the first dose of study drug
or up to 30 days after the last dose of placebo or UPA,

2194


ARAIRX
ノート注釈
ARAIRX : None

ARAIRX
ノート注釈
ARAIRX : MigrationNone

ARAIRX
ノート注釈
ARAIRX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 11 OF 29

TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

JRYYER X O AEHRIE (Cont.)
P2 LT R 0 0 2 (0.9)
o 1 (0.5) 0 0
H I 2 (0.9) 3 (1.4) 6 (2.8)
7 A AV % 1 (0.5) (1.4) 1 (0.5)
[EX NS 0 1 (0.5) 1 (0.5)
BT RS 1 (0.5) 0 0
B~ L2 0 (0.5) 1 (0.5)
kI 2 2 (0.9) (1.4) 8 (3.7)
ZRLNE 2 (0.9) 0 1 (0.5)
YL K G 2 1 (0.5) 0 0
A TN W 3 (1.4) 8 (3.8) 11 (5.0)
Rk G 0 0 1 (0.5)
Jiti e (0.5) 0 0
TTURk Y (0.5) 1 (0.5) 0
nHEE S 17 (8.0) 10 (4.7) 20 (9.2)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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ARAIRX
ノート注釈
ARAIRX : None

ARAIRX
ノート注釈
ARAIRX : MigrationNone

ARAIRX
ノート注釈
ARAIRX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ———————————~
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

JRYYER X O AEHRIE (Cont.)
s v #hE 0 1 (0.5) 4 (1.8)
[~ R 2 (0.9) 0 3 (1.4)
FRIREE A v AE 0 0 1 (0.5)
hHE% 1 (0.5) 0 2 (0.9)
HE % 1 (0.5) 0 0
NHEE 2% 1 (0.5) 2 (0.9) 2 (0.9)
Lo BRI MENHEE 2% 0 (1.4) 2 (0.9)
Jiti & 2 (0.9) 1 (0.5) 3 (1.4)
MR 0 0 1 (0.5)
OB R 2 (0.9) 0 3 (1.4)
7 A v AMER B IR 1 (0.5) 0 0
B 0 1 (0.5) 0
Bl e ¢ 9 (4.2) (2.4) 6 (2.8)
AR B R e 2% 2 (0.9) 0 0
K& H o H 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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ノート注釈
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ノート注釈
ARAIRX : Unmarked

MONBATX
ノート注釈
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MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

MONBATX
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ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term
- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

JRYYER X O AEHRIE (Cont.)
TR A RE 0 2 (0.9) 2 (0.9)
9 J 1 (0.5) 0
Jabkse 1 (0.5) 0 1 (0.5)
2y =2 0 1 (0.5) 0
R 1 (0.5) 1 ) 1 (0.5)
EREES 2 (0.9) 0 0
SERE LR 0 0 (©-9)
A R 10 (4.7) 13 (6.2) 23 (10.6)
B R 1 12 (5.7) 9 (4.3) 11 (5.0)
G ER B MR 18 Sk Y 0 1 (0.5) 0
A L AR 0 0 1 (0.5)
7 A L AVER S 0 1 (0.5) 0
A AVERS 0 0 1 (0.5)
7 A v AVERR R 0 1 (0.5) 0
L AME R R 1 (0.5) 2 (0.9) 3 (1.4)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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MONBATX : MigrationNone

MONBATX
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MONBATX
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MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
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TATARSX
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TATARSX : Unmarked

TATARSX
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TATARSX
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA —————m———
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) (%) n (%)
JRYYER X O AEHRIE (Cont.)
IEEE T Y S 2 (0.9) 0 3 (1.4)
EE hER L OE A HE 11 (5.2) 22 (10.4) 21 (9.6)
Eubzge 1 (0.5) 1 (0.5) 1 (0.5)
& BRI E T 1 (0.5) 1 (0.5) 0
HIBEE BT 0 1 (0.5) 0
2 JEEME 0 0 (0.5
Hets 0 3 (1.4) (1.8)
£ R 15 0 0 (0.5)
RS 0 1 (0.5) 0
i) 0 1 (0.5) (2.3)
KRB FEERE 0 0 1 (0.5)
[ 1 (0.5) 0 0
JeXe i 0 2 (0.9) 0
WA 0 0 1 (0.5)
AR A 0 1 (0.5) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
if subject

in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA,

discontinued study drug prematurely before Week 24 dosing.

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.
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MONBATX
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MONBATX : Unmarked
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TATARSX : Unmarked
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

BE, PEB L OREAIHE (Cont.)
RAEHE 5 0 2 (0.9) (0.5)
B 2 (0.9) 0 (0.9)
MU B L 0 3 (1.4) (0.5)
St e 0 1 (0.5) 0
iRt 0 0 1 (0.5)
AL 0 1 (0.5) 0
BT 0 1 (0.5) 0
AT X AT 1 (0.5) (0.9) 1 (0.5)
e g 4 1 (0.5) 0 0
STE A Te 2 (0.9) 0 0
Bz g 0 0 1 (0.5)
B & A 0 3 (1.4) 1 (0.5)
HRHEE B T 1 (0.5) 0 1 (0.5)
Z kL AEYT 0 0 1 (0.5)
g 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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ノート注釈
ARAIRX : MigrationNone
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ノート注釈
ARAIRX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
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MONBATX : Unmarked

MONBATX
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MONBATX : None

MONBATX
ノート注釈
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MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ———————————~
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

EE, PEBLONESIHE (Cont.)

R T 1 (0.5) 1 (0.5) 2 (0.9)
KRR E F 1 (0.5) 0 0
SMENE B R 0 1 (0.5) 0
SMEE 1. i 1 (0.5) 0 0

1fn. A5 12 Bh icya 1 (0.5) 0 0

ik R A A 12 (5.7) 17 (8.1) 36 (16.5)
TI7=2T ) N7 UAT =T —BHIN 1 (0.5) 2 (0.9) 8 (3.7)
TANRGXUET I ) T VAT =27 —BHI 1 (0.5) 0 7 (3.2)
M7 v ) iRA T 72— 8N 0 0 1 (0.5)
e Ve 0 1 (0.5) 1 (0.5)
M= 27 o — L 0 1 (0.5) 0
g7 L7 R AR FF— Ml 1 (0.5) 0 0
M7 L7 F R A dR % —EHhn 4 (1.9) 4 (1.9) 12 (5.5)
M2 L F= 0 0 1 (0.5)
A= R oo 0 0 2 (0.9) 1 (0.9)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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ARAIRX
ノート注釈
ARAIRX : MigrationNone
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ノート注釈
ARAIRX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

MONBATX
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MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
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TATARSX
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TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 17 OF 29

TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

IR (Cont.)
ff A U o A8
I+ E 5
ST A - -
Mg 2 r 27 s
M U7V &Y REEM
1fi H PR SE 0
i v PR i EE
DHEE
~< h7 U N
~NES v U
TSR E5
I Re Al b5
U LR ER- SO
U vSERHOE M
U LoRERIE R AL 1

=

=

el e e
(G2 G G B B |

=
w1
N =
(3]
DSw

OO OOk K OOO0OO0OO OO O O

O 0000000000 OO0 O O
=

O O O O O O O O O o o o o o o

.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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ノート注釈
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MONBATX
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MONBATX : Unmarked

TATARSX
ノート注釈
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TATARSX
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TATARSX
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TATARSX
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)

MedDRA 22.0 Preferred Term n (%) n (%) n (%)
IR (Cont.)

B REER S 1 (0.5) 0 0

i HrER B 0 0 5 (2.3)

T ER R AN 0 1 (0.5) 0

RIS R RE SAE BRI 1 (0.5) 0 0

IR ERF ek D 0 1 (0.5) 0

A7 N A cl oF 8 0 1 (0.5) 1 (0.5)

PR P R Bk b 1 (0.5) 0 0

KL E Y REABN 0 0 1 (0.5)

REWRAD 0 0 1 (0.5)

S EHIN 2 (0.9) 1 (0.5) 2 (0.9)

i ERE s 0 (1.4) 1 (0.5)

H if BREHE 0 0 1 (0.5) 0
R L OsesEE 9 (4.2) 14 (6.6) 12 (5.5)

AARIGR 0 0 1 (0.5)

IR 1 (0.5) 2 (0.9) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug

in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA,

discontinued study drug prematurely before Week 24 dosing.

if subject

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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

RS L OREREE  (Cont.)

NEE P HiE 0 0 1 (0.5)
= H IV T A LE 0 0 1 (0.5)
&L AT o —/)VIE 0 3 (1.4) 0
1 LB 1 (0.5) 1 (0.5) 1 (0.5)
Fh Y T A E 1 (0.5) 1 (0.5) 0
g I e 1 (0.5) 5 (2.4) (0.5)
Y ZVU®Y RifE 1 (0.5) 1 (0.5) (0.9)
&3 PR IfLE 1 (0.5) 0 0
1 1 b 0 0 2 (0.9)
KAV 7 AiffE 1 (0.5) 1 (0.5) 0
KF + U v A fE 0 1 (0.5) 0
A R ARBME 1 (0.5) 0 0
2Tfk PR 993 2 (0.9) 0 0
v I VUB12RZ 0 0 2 (0.9)
B4 I UDRZ 0 2 (0.9) 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ———————— -
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

B R R F KOV B FR Rk 24 (11.3) 31 (14.7) 26 (11.9
RA&i (1.4) (1.4) 3 (1.4)
R 3 (1.4) 6 (2.8) 5 (2.3)
Rl IS 0 (1.4) 2 (0.9)
B 0 0 1 (0.5)
Rk 1 (0.5) 0 0
PASEEIC 0 0 1 (0.5)
BHE DS ENE 0 0 1 (0.5)
HE [ BE £ E B T 1 (0.5) 0 0
ARG A 1 (0.5) 1 (0.5) 0
HE AR 25 P 1 (0.5) 0 0
HE TR B 55 0 1 (0.5) 0
HEFRIHR 22 1 (0.5) 0 1 (0.5)
RAHE IR 1 (0.5) 0 1 (0.5)
e 2 (0.9) 2 (0.9) 3 (1.4)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA,
discontinued study drug prematurely before Week 24 dosing.

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.

if subject
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA —————m———
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

T ERE R L O A HREE (cont.)
e 1 (0.5) 0 0
iXEg20 1 (0.5) 0 0
7 I 0 1 (0.5) 2 (0.9)
A A i i T 1 (0.5) 0 0
FEEIR 1 (0.5) 0 1 (0.5)
LA BIEE 0 1 (0.5) 1 (0.5)
BT 0 1 (0.5) 0
)53 0 0 2 (0.9)
B i J& PR 2% 1 (0.5) 0 0
ST RS 0 0 1 (0.5)
Hz I B EE 11 (5.2) 10 (4.7) (1.4)
SO T L B EE 0 1 (0.5) 0
T TET B A7 AR i 0 2 (0.9)
BT F HEE 1 (0.5) 0 0
FHEAE P AE 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug

in Period 1 and prior to the Week 24 dose date,

or up to 30 days after the last dose of placebo or UPA,

discontinued study drug prematurely before Week 24 dosing.

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.

if subject
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TABLE 14.3 1.2.1

Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
BRI X O SMAREE (Cont.)
FHET NV IE 1 (0.5) 0 0
ER(E S 0 2 (0.9) 0
LHMET ) T~ b —T R 0 1 (0.5) 0
e 0 1 (0.5) 0
e 7% 0 1 (0.5) 0
Bk, MR X OREIRB OB AN (Fak L0 — 7 a8t 2 (0.9) 4 (1.9) 3 (1.4)
LB N 0 (0.5) 1 (0.5)
LI R BE 1 (0.5) 0 0
5 IR 0 0 1 (0.5)
SR 0 0 1 (0.5)
AN R 0 1 (0.5) 0
ECRGRR 0 0 1 (0.5)
B 0 1 (0.5) 0
FE S A AR 1 (0.5) 1 (0.5) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug

in Period 1 and prior to the Week 24 dose date,

or up to 30 days after the last dose of placebo or UPA,

discontinued study drug prematurely before Week 24 dosing.

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.

if subject
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA —————m———
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

R A R 14 (6.6) 12 (5.7) 25 (11.5)
FARE IR 0 1 (0.5) 2 (0.9)
BERE M= 2 —a T — 0 0 1 (0.5)
FEED E N 2 (0.9) 4 (1.9) 6 (2.8)
T A Pef 0 0 1 (0.5)
GATH 6 (2.8) 4 (1.9) 9 (4.1)
i R R TTAE 1 (0.5) 0 0
TSR 0 1 (0.5) 0
PERA A AR o 1 (0.5) 0 0
BT AR AR B 2 0 0 (0.5)
FEETR 1 (0.5) 1 (0.5) (0.9)
SERA 1 (0.5) 1 (0.5) 0
LR = a—na T — 1 (0.5) 0 0
LA AR 0 0 3 L
IA~T RGO R RE 0 0 1 (0.5)
kb 0 1 (0.5) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ———————————~
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
MIRREEE (Cont.)
et 1 (0.5) 1 (0.5) 0
ERIRMETAY 0 0 1 (0.5)
—iEM s 0 0 1 (0.5)
PRH 0 1 (0.5) 0
iR, PEARR K OVEREM ok HE 0 0 1 (0.5)
HLET AR 0 0 1 (0.5)
I Ao e 11 (5.2) 8 (3.8) 11 (5.0)
JEIEAR L E 0 0 1 (0.5)
RS 5 (2.4) 2 (0.9) 1 (0.5)
RSl 5 (2.4) (0.9) 7 (3.2)
PN T 0 1 (0.5) 0
SEELH 0 0 1 (0.5)
RARSE 1 (0.5) 2 (0.9) 0
VB R —Jkaik 0 0 1 (0.5)
e 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

FEfREE (Cont.)
R= 7 FHE
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i
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i
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Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
BRI LOHLERE  (Cont.)
BRI SZR AR R 0 0 2 (0.9)
LB 1 (0.5) 0 0
FLI7E N 0 0 1 (0.5)
2] o N 0 0 1 (0.5)
Him% 0 1 (0.5) 0
PR SE R 0 1 (0.5) 0
AT SZ IR A KA, 0 0 1 (0.5)
ClRVAE/S 0 1 (0.5) 0
A4 1 (0.5) 0 0
e A 0 1 (0.5) 0
Jfe HH o, 0 1 (0.5) 0
S S FENE 1 (0.5) 0 0
AN =Yg 1 (0.5) 0 0
PR, WOERS L OGN 15 (7.1) 13 (6.2) 13 (6.0)
AR R A 0 1 (0.5) 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
R g, BERE K OMERRREE (Cont.)
TSN 1 (0.5) 0 2 (0.9)
R RS T 0 1 (0.5) 0
i A PR ZE M T % R 0 0 2 (0.9)
Ik 5 (2.4) 5 (2.4) 7 (3.2)
TR ) e 0 1 (0.5) (0.5)
5 TR R 0 1 (0.5) 0
& H 1. 1 (0.5) 1 (0.5) 0
s B 2 (0.9) 0 0
71 JZeniR B TR 3 (1.4) 2 (0.9) 2 (0.9)
i ZEA8E 0 (0.5) 0
Jii g g 0 0 1 (0.5)
SGE D o i 0 2 (0.9) 1 (0.5)
T U AF— &R 2 (0.9) 0 0
¥ 1 (0.5) 0 0
il s 5 o ifi. 0 1 (0.5) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.

2211


ARAIRX
ノート注釈
ARAIRX : None

ARAIRX
ノート注釈
ARAIRX : MigrationNone

ARAIRX
ノート注釈
ARAIRX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 28 OF 29

TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

R g, BERE K OMERRREE (Cont.)
A 1 (0.5) 0 0

B ¥ & OV TRk = 16 (7.5) 9 (4.3) 19 (8.7)
XE 1 (0.5) 3 (1.4) 4 (1.8)
Wi EE 1 (0.5) 0 (1.4)
KIE 0 0 1 (0.5)
R g 0 1 (0.5) 0
R 0 0 1 (0.5)
BAER H i 1 (0.5) 0 (1.4)
ZIHE 0 1 (0.5) 0
bas23 0 1 (0.5) 1 (0.5)
BT 0 0 1 (0.5)
JTCHR SHTAfESE 1 (0.5) 0 0
bl SR AN 1 (0.5) 0 0
R 8 (3.8) 1 (0.5) 1 (0.5)
I&95 3 (1.4) 0 4 (1.8)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.1
Subjects with Treatment-Emergent Adverse Events by Primary MedDRA System Organ Class and Preferred Term

- up to Week 24
(Safety Analysis Set)

————————————— UPA ———————————~
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
FRGER L O TH#&ESE (cont.)
BEIR R 5 0 1 (0.5) 0
T I MRS 0 0 1 (0.5)
IS R 5 0 1 (0.5) 0
X 0 0 1 (0.5)
At 0 0 1 (0.5)
/i 0 0 1 (0.5)
L e 11 (5.2) 4 (1.9) 5 (2.3)
1 1L 9 (4.2) 4 (1.9) (1.8)
AR 1 (0.5) 0 (0.5)
LA —H5 1 (0.5) 0 0
N HGE 3 o L 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
Any adverse event 53 (25.0) 55 (26.1) 79 (36.2)
MigFs ZOVY v SRR E 0 4 (1.9) 10 (4.6)
2 ifi. 0 1 (0.5) 5 (2.3)
Je MR i 0 1 (0.5) 0
L ER D iE 0 0 2 (0.9)
U 2 REREENNAE 0 0 1 (0.5)
U v SERIAE 0 0 2 (0.9)
B P BRI E 0 1 (0.5) 2 (0.9)
B ERBE IE 0 1 (0.5) 0
i/ SiE 0 0 1 (0.5)
DB 0 2 (0.9) 0
DB E) 0 1 (0.5) 0
D JififEE 1k 0 1 (0.5) 0
D E A 0 1 (0.5) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

JeRM, FHEMR L OEBIEEE 1 (0.5) 0 0
T ha R T IANF— 1 (0.5) 0 0

FB X Ok EE 0 1 (0.5) 0
[EIHAME D F 0 1 (0.5) 0

R s i 0 0 1 (0.5)
— Pk Rk 0 0 1 (0.5)

T MR 7 (3.3) 5 (2.4) 14 (6.4)
N A T Je 1 (0.5) 0
N 0 1 (0.5) (0.9)
AW 0 0 (0.5)
NI ES 0 0 1 (0.5)
Y 0 1 (0.5) 0
TH 4 (1.9) 0 3 (1.4)
11 PN R 1 (0.5) 1 (0.5) 0
LR 0 0 2 (0.9)
53} 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
HIGEE (Cont.)
T H 0 0 1 (0.5)
Hk 0 0 1 (0.5)
OB AMEEE 0 1 (0.5) 0
H 5k 1 (0.5) 0 0
R 0 0 1 (0.5)
H NI Bk 0 0 2 (0.9)
L 3 (1.4) 1 (0.5) 2 (0.9)
7INIES HH i 0 0 1 (0.5)
INEE T 0 0 1 (0.5)
IR 1 (0.5) 0 0
[ P 1 (0.5) 0 3 (1.4)
— % - RHEE LU SOk R 5 (2.4) 1 (0.5) 4 (1.8)
Moy 1 (0.5) 1 (0.5) 0
izt 1 (0.5) 0 2 (0.9)
(ysNRs 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

to Study Drug

————————————— UPA ———————————~
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
— % - EHEERS X OEEEAOREE (Cont.)
FE LM e 0 0 1 (0.5)
frang 1 (0.5) 0 0
RAHAE AR 1 (0.5) 0 0
A By PR E SO E G T 0 0 1 (0.5)
FFARSE SR P 0 0 1 (0.5)
JikRicts 0 0 1 (0.5)
Tl R E 1 (0.5) 0 0
ZEMET L L X — 1 (0.5) 0 0
JRYLIER OV A BE 28 (13.2) 33 (15.6) 41 (18.8)
= 1 (0.5) 0 0
U0 PR B 5% 0 0 1 (0.5)
kR S e S 0 0 1 (0.5)
T 1 i 0 1 (0.5) 0
R 1 (0.5) 5 (2.4) (1.4)
B¢ 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject

discontinued study drug prematurely before Week 24 dosing.

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.

2218


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 5 OF 12

TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA —————m———
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
JRYYER X O AEHRIE (Cont.)
AR e Bk 1 (0.5) 0 0
7 A I AVERE S 0 1 (0.5) 0
2% 1 (0.5) 1 (0.5) 0
FE5E HUE 0 0 1 (0.5)
FE B R4 0 0 1 (0.5)
RN B PR B e 1 (0.5) 0 0
ESERS 0 1 (0.5) 0
T 0 1 (0.5) 0
2 B A R 0 0 1 (0.5)
#+o 1 (0.5) 0 0
ELVES 1 (0.5) 0 1 (0.5)
R0 RO NS 0 1 (0.5) 1 (0.5)
HkIE 0 3 (1.4) 8 (3.7)
TG B i 2R NS 1 (0.5) 0 0
A TNz 0 3 (1.4) 3 (1.4)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

JRYYER X O AEHRIE (Cont.)
Jiti e 1 (0.5) 0 0
JTUR Yy 0 (0.5) 0
-mEEE S 2 (0.9) (0.9) 1 (0.5)
ales v B 0 0 1 (0.5)
e~ L2 0 0 1 (0.5)
SPEEE L AR 0 0 1 (0.5)
B % 0 0 1 (0.5)
TR 4 1 (0.5) 0 0
MAEE %5 1 (0.5) (0.5) 1 (0.5
L oY BR T P R EE 2% 0 (0.9) 2 (0.9)
fifi s 1 (0.5) (0.5) 2 (0.9)
AR B R Y 1 (0.5) 0 1 (0.5)
A L AP B 1 (0.5) 0 0
P 0 1 (0.5) 0
Bl S e g 7 (3.3) 3 (1.4) 2 (0.9)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
JRYYER X O AEHRIE (Cont.)
AR B R e 2% 2 (0.9) 0 0
BRgH o5 0 0 (0.5)
TR A E 0 1 (0.5) 2 (0.9)
T 1 (0.5) 0 0
Jabkse 0 0 1 (0.5)
PR A 0 0 1 (0.5)
R R 3 (1.4) 4 (1.9) 9 (4.1)
PR 8 F G 5 (2.4) 6 (2.8) 6 (2.8)
B BR A P IR B e 0 1 (0.5) 0
A IV AVER %% 0 1 (0.5) 0
7 A L AV GBI G 0 1 (0.5) 0
IR IE T v Y A 1 (0.5) 0 0
BE, PER L OREEIHE 1 (0.5) 0 0
RIS 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ———————————~
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)

ik R A A 7 (3.3) 9 (4.3) 26 (11.9)
TI7=2T ) T UAT =T —BHIN 1 (0.5) 1 (0.5) 7 (3.2)
TANRGXUET I ) TV A7 =27 —BHI 1 (0.5) 0 (2.8)
M= 2T a— LN 0 1 (0.5) 0
7 L7 F ok A2 RFxF—EMBH N 1 (0.5) 0 0
M7 V7 F R AR —8Hhn 4 (1.9) 2 (0.9) 9 (4.1)
m 7 V=8 0 0 1 (0.5)
i R SR N 0 0 1 (0.5)
i R B EE N 0 0 1 (0.5)
~< k7 Uy MEb 0 1 (0.5) 0
~NES v e 1 (0.5) 1 (0.5) 2 (0.9)
SR B 5 0 0 (1.8)
I Re Al b5 0 0 (0.5)
Y o SER R D 0 2 (0.9) 0
U REREEE N 0 0 1 (0.5)
B BEER SN 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
R (Cont.)
I ER B 0 0 4 (1.8)
R ER s> 0 1 (0.5) 0
R 0 0 1 (0.5)
EBN 0 (0.5) 0
i ERE s 0 (0.9) 1 (0.5)
R KOs E 1 (0.5) 2 (0.9) 3 (1.4)
NEE L H 0 0 1 (0.5)
E G L E 0 1 (0.5) 0
m Y27V 'Y RifjE 1 (0.5) 1 (0.5) 1 (0.5
AR 1 0 0 1 (0.5)
R B & OV A A kb s 2 (0.9) 5 (2.4) 2 (0.9)
R & 0 1 (0.5) 0
A 1 (0.5) 0 0
VeSS 0 1 (0.5) 0
i PG 0 1 (0.5) 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA —————m———
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
T ERE R L O A HREE (cont.)
)53 0 0 1 (0.5)
HEHEME B EAE 1 (0.5) 2 (0.9) 0
ROREL T2 T B 0 1 (0.5) 0
BAYE, BB L OGEMAHON LAY (F#EBIOR) —7 %251 0 1 (0.5) 1 (0.5)
e 0 0 1 (0.5)
[ERi2e 0 1 (0.5) 0
TSR R 4 (1.9) 3 (1.4) (3.2)
FEEO E 1 (0.5) 1 (0.5) (0.5)
GATH 2 (0.9) 1 (0.5) (2.3)
TSR 0 1 (0.5) 0
Jr 5T 1 (0.5) 0 0
AL RGN RRIR 0 0 1 (0.5)
IA~T RGO R RE 0 0 1 (0.5)
T phpE 2 (0.9) 0 (0.9)
JEIEAR L E 0 0 1 (0.5)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.

2224


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 11 OF 12

TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ——=——=-————-——
Placebo 15 mg QD 30 mg QD

System Organ Class (N = 212) (N = 211) (N = 218)

MedDRA 22.0 Preferred Term n (%) n (%) n (%)
FEFHREE  (Cont.)

Rz 1 (0.5) 0 0

95 Y 0 0 1 (0.5)

HE A 1 (0.5) 0 0
R L OB E 1 (0.5) 0

AR Y] 1 (0.5) 0 0
MER AR, FEREs K OMERRRR & 3 (1.4) (1.9) 3 (1.4)

R AR A 0 (0.5) 1 (0.5)

UL 1 (0.5) 1 (0.5) 1 (0.5)

R A Bt 0 0 1 (0.5)

5 O R 0 1 (0.5) 0

£ H ifi 1 (0.5) 0 0

11 e A FE 0 0 1 (0.5)

Jiti FEARAiE 0 1 (0.5) 0

il s 5 o ifi. 0 1 (0.5) 0

R 1 (0.5) 0 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.6.1
Subjects with Treatment-Emergent Adverse Events with Reasonable Possibility of Being Related to Study Drug

by Primary MedDRA System Organ Class and Preferred Term - up to Week 24
(Safety Analysis Set)

————————————— UPA ————-——————-
Placebo 15 mg QD 30 mg QD
System Organ Class (N = 212) (N = 211) (N = 218)
MedDRA 22.0 Preferred Term n (%) n (%) n (%)
F R OV T ARk 5 (2.4) 3 (1.4 5 (2.3)
XE 1 (0.5) 3 (1.4) 2 (0.9)
Jhi B 0 0 1 (0.5)
BAER H i 0 0 1 (0.5)
bl SIE AN 1 (0.5) 0 0
HEHE 2 (0.9) 0 0
I&95 1 (0.5) 0 1 (0.5)
i 2 (0.9) 1 (0.5) 0
&)+ 2 (0.9) 1 (0.5) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of study drug
in Period 1 and prior to the Week 24 dose date, or up to 30 days after the last dose of placebo or UPA, if subject
discontinued study drug prematurely before Week 24 dosing.
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.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——————————
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
Any adverse event 840 (286.9) 1105 (373.1)
MR L O > RbEE 13 (4.4) 36 (12.2)
Sy 3 (1.0) 13 (4.4)
SR i 1 (0.3) 1 (0.3)
M BRI fiE 0 1 (0.3)
FEFENE 1072 PN R ] 0 1 (0.3)
PR HH ifn 5 A 0D B IMEE 1) 1 (0.3) 0
SRR Z MR- I 2 (0.7) 1 (0.3)
H ifn BRI fiE 0 3 (1.0)
UINOAY-IE/S 0 1 (0.3)
U 2 REREENNAE 0 1 (0.3)
U LBk E 1 (0.3) 4 (1.4)
T TR ER 4 (1.4) 6 (2.0)
Jif- FP BRI 1 (0.3) 0
WL i BRI E 0 1 (0.3)
i PR 3 e 0 1 (0.3)
ML/ NER A 0 1 (0.3)
ML/ BEINE 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term

(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events

MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
DS 2 17 (5.8) 12 (4.1)

AL AT 2 1 (0.3) 0

BRI 1 (0.3) 0

LE TE R E 0 (0.3)

DA 1 (0.3) (0.7)

HERETw Yy 1 (0.3) 0

IR 3 (1.0) 1 (0.3)

Y, T 1 (0.3) 0

CMIER 0 1 (0.3)

N B 0 1 (0.3)

B RS AE 0 1 (0.3)

fEEAE R 0 1 (0.3)

D 2E 1 (0.3) 0

i 6 (2.0) 0

el S M B NIRAE B 0 1 (0.3)

TR R 0 1 (0.3)

TSR R 0 1 (0.3)

EE VAR 0 1 (0.3)
Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days

after the last dose of UPA, if subject discontinued prematurely from the study.

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those

who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs =

Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
DEFEE  (Cont.)
SER 1 (0.3) 0
=€) 1 (0.3) 0
SRV, FHEMER L O EMEEE 0 2 (0.7)
H I Bh kAT 0 1 (0.3)
[EEYIS 0 1 (0.3)
FB X OkpgEE 5 (1.7) 4 (1.4)
B 0 1 (0.3)
H9 1 (0.3) 0
FEHEME D F 3 (1.0) 3 (1.0)
AN EHEPE D F 1 (0.3) 0
53 AR 3 (1.0) 9 (3.0)
H C At IR AR A 0 2 (0.7)
FE R i e 1 (0.3) 1 (0.3)
FOPR ARAS e TTEE 0 1 (0.3)
FOPRARAS REAR T 2 (0.7) 3 (1.0)
PN 0 2 (0.7)
AR B 7 (2.4) 13 (4.4)
—iEM BNk 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA === —m——mmm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
iRRETE (Cont.)
PAZERE £ fok PN T 1 (0.3) 0
ARSI 57 0 1 (0.3)
AR A 2% 0 1 (0.3)
H NS 1 (0.3) 3 (1.0)
A 1 (0.3) 2 (0.7)
7 LV — PRI 1 (0.3) 0
AR 0 1 (0.3)
TR 0 1 (0.3)
KA AR A 0 1 (0.3)
R PR 0 1 (0.3
IR 1 (0.3) 0
IR s e 0 1 (0.3)
T 1 (0.3) 0
Lovaliess 1 (0.3) 0
B b 82 (28.0) 118 (39.8)
JE R AR PRI (2.0) 2 (0.7)
AT 3 (1.0) (0.3)
JE5 5 7 (2.4) (1.7)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
HIGFEE (Cont.)
FREE 3 (1.0) 4 (1.4)
T 7 B PEE 0 2 (0.7)
JE7K 0 1 (0.3)
Ny EE 1 (0.3) 0
NI ES 0 2 (0.7)
G 8 (2.7) (3.0)
Ja— i 1 (0.3) 0
A 1 (0.3) 1 (0.3)
TH 11 (3.8) 22 (7.4)
R 0 1 (0.3)
R E S 0 1 (0.3)
11 PN R 2 (0.7) 2 (0.7)
b SRR 1 (0.3) 1 (0.3)
MM+ AR 0 1 (0.3)
S N 5 (1.7) 5 (1.7)
e e 0 3 (1.0)
frhse 1 (0.3) 1 (0.3)
5 H I 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.

2232


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


R&D/19/0848
TABLE PAGE 6 OF 31

ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)

- CLINICAL/STATISTICAL

TABLE 14.3 1.2.2

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————————————m o
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
HIEREE (Cont.)
=D 1 (0.3) 3 (1.0)
OH AMEE % 1 (0.3) 0
TBAL & 0 (0.3)
A R R 2 (0.7) (0.7)
By PR 1 (0.3) 0
1B B A 26 0 1 (0.3)
- ifn. 0 1 (0.3)
I 1 (0.3) 0
R 4 (1.4) (1.0)
HEE~LV=7 0 1 (0.3)
KIGRY —7° 0 1 (0.3)
B~ =7 1 (0.3) 0
[ PPN TR B 2 (0.7 2 (0.7)
L 9 (3.1) 14 (4.7)
1 e R A T 1 1 (0.3) 0
JRERE 25 0 1 (0.3)
SRR gE 0 1 (0.3)
JEL 7 H if. 1 (0.3) 1 (0.3)

Note: Treatment-emergent AE

(TEAE)

after the last dose of UPA,
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs = Events per 100 patient-years.

is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
if subject discontinued prematurely from the study.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA === —m——mmm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
HIGFEE (Cont.)
BT 1 (0.3) 0
/NG I 0 1 (0.3)
/NGRS 0 1 (0.3)
AN 1 (0.3) 7 (2.4)
R 1 (0.3) 3 (1.0)
A~ =7 2 (0.7) 0
L - 3 (1.0) 9 (3.0)
— % - EHREE R IO G OREE 25 (8.5) 31 (10.5)
EIEmRIER 1 (0.3) 0
A ) 0 1 (0.3)
JH& e 1 (0.3) 0
MR A e 0 1 (0.3)
oy 1 (0.3) 1 (0.3)
mige 1 (0.3) 1 (0.3)
SR AT 2 (0.7) 3 (1.0)
I F 5 (1.7) 7 (2.4)
A 7N PFRER R 0 1 (0.3)
(ysNRs 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
— % - AHEERS IO S OREE (Cont.)
[ A a0 A A B i AR 0 1 (0.3)
FE Ui B s 0 1 (0.3)
E N e 6 (2.0) 5 (1.7)
3T 0 1 (0.3)
ENGELES 0 1 (0.3)
FEER 7 (2.4) 6 (2.0)
BB VERIE BUGIE BERE 0 1 (0.3)
FFARSE SR P 6 (2.0) 17 (5.7)
2L gE s 0 1 (0.3)
REA i 1 (0.3) 4 (1.4)
HFER Y —7F 0 1 (0.3)
FFREZs 0 1 (0.3)
frEEna 0 3 (1.0)
JHaE B s 1 (0.3) 0
=i 1 (0.3) 5 (1.7)
EE UL IE 2 (0.7) 0
I R E 2 i 0 1 (0.3)
JikRicte 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
FFARIE SRR (Cont.)
JIEAE 28 4L, 1 (0.3) 0
Tl R E 4 (1.4) 6 (2.0)
EEAHNT LIV F— 0 1 (0.3)
S RUE 0 3 (1.0)
TEHE 1 (0.3) 0
ZEIPET VL — 3 (1.0) 2 (0.7)
JEMIEFS OV A= HhE 282 (96.3) 352 (118.8
Ji=31=a 2 (0.7) 0
VL J i 955 0 2 (0.7)
DNERI S E SR 2 (0.7) 2 (0.7)
EINSY -3 1 (0.3) 0
NG PNV 1 (0.3) 0
CINGSIEW 71236/ 0 1 (0.3)
A IMSE 0 1 (0.3
T R 2 (0.7) 0
FEAT R 0 2 (0.7)
TS 1 (0.3) 0
RS 3¢ 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————————————————
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)

SR 26 (8.9) 24 (8.1)
B 0 L (0.3)
R U 0 L3
e B % 5 (1.7) 9 (3.0)
2y THA T ALE 1 (0.3) 0
7 A L AVERE IR 1 (0.3) 0
BEAS S VLN 8 Lo °
JiE 1Bk 5 2 (0.7) 5 (1.7)
YA R AT BT AN RJEG 0 1 (0.3)
E5EHRE 0 1 (0.3)
TN B & 6K R iE 0 1 (0.3)
LD 0 3 (1.0)
e 3 (1.0) 2 (0.7)
T a A )L ARG 0 1 (0.3)
L MRS/ 0 1 (0.3)
NS 1 (0.3) 0
RS S 0 1 (0.3)
AR &Y 1 (0.3) 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.

2237


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 11 OF 31

TABLE 14.3 1.2.2

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA === —m——mmm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)
ESERS 5 (1.7) 7 (2.4)
B R 1 (0.3) 0
B L B 0 (1.0)
fEne) 0 (0.3)
ELVES 5 (1.7) 11 (3.7)
7 A v AV R 8 (2.7) (2.4)
(3G A4 1 (0.3) (0.3)
TN TIE 1 (0.3) 0
e PN IS 0 1 (0.3)
e 2% 0 (0.3)
B~ L~ 2 (0.7) (0.7)
LRI IR 10 (3.4) 25 (8.4)
Fhi i 0 (0.7)
=32 0 (0.3)
AT W 19 (6.5) 19 (6.4)
B Y 0 1 (0.3)
MRIAZ 1 (0.3) 1 (0.3)
NN 0 1 (0.3)

Note: Treatment-emergent AE

(TEAE)

after the last dose of UPA,

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those

is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days

if subject discontinued prematurely from the study.

who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)
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Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)
HRTEEPE 2% 0 1 (0.3)
VNSRS e T /N 1 (0.3) 0
Y a— REJ ARG 0 1 (0.3)
R 1 (0.3) 0
JIR R 1 (0.3) 1 (0.3)
OB G 2 (0.7) (1.7)
T A Tl APERE R 1 (0.3) 0
B 1 (0.3) 1 (0.3)
R I SE 0 1 (0.3)
Bl e g 17 (5.8) 12 (4.1)
& h o ox 1 (0.3) 2 (0.7)
T (0.3)
71 BRI R 1 (0.3) 0
k=1 2 (0.7 0
JBe 50 1 0 1 (0.3)
SpIRSA 0 2 (0.7)
JEHB i 2 (0.7) 2 (0.7)
ks 1 (0.3) 3 (1.0)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——————mm e e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)
e I 2 (0.7) 2 (0.7)
I 4 (1.4) 5 (1.7)
RERE R 0 1 (0.3)
B M U U S 0 1 (0.3)
RGE R 38 (13.0) 41 (13.8)
PR & e 31 (10.6) 25 (8.4)
A PR B S e 1 (0.3) 0
G ER B MR B8 Sk Y 1 (0.3) 0
7 A b A G 0 4 (1.4)
A IV AVER SR 1 (0.3) 0
U A VAT 0 1 (0.3
7 A Vv AVERAE SR 1 (0.3) 0
7 A VAV ERGE R 5 (1.7) (2.0)
YR E T v Y B E 0 (1.4)
HBE, PR L OWE A IHE 65 (22.2) 59 (19.9)
I .3) (1.0)
SE BIEERE T 1 (0.3) 1 (0.3)
i B s 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

BE, PEB L OREAIHE (Cont.)
HIBfEE 4 1 (0.3) 0
B 1 (0.3) 0
F2EAE 0 1 (0.3)
R 1 (0.3) 0
FHEE T 1 (0.3) 0
L8 E 0 1 (0.3)
s 8 (2.7) 7 (2.4)
A 1 (0.3) 1 (0.3)
RS 1 (0.3) 0
AP 0 1 (0.3)
R 5 (1.7) 7 (2.4)
KIRE 2R E 4T 0 1 (0.3)
BB 3 (1.0) 1 (0.3)
s 0 1 (0.3)
FEH 1 (0.3) 0
15 1 (0.3) 0
=] 1 (0.3) 0
RS IE 2 (0.7) 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
BE, PER L OUEASPHE (Cont.)

£ 2R 1 (0.3) 0
e 2 (0.7) 2 (0.7)
VU i FE AR 1 1 (0.3) 0
tiE;ERe 3 (1.0) 2 (0.7)
WEEHE B $7 1 (0.3) 0
Shig 1 (0.3) 0

A RS 2 (0.7) 1 (0.3)
s 0 1 (0.3)
A BfEAL 3 (1.0) (0.7)
BT 1 (0.3) 0
ALTE 1% RV 1 (0.3) 0
LB X DT 3 (1.0) 2 (0.7)
Mg & 0 2 (0.7)
S A 3 (1.0) 0

B AR 5 0 1 (0.3)
B REEUE 4 (1.4) 5 (1.7)
FHEEBE T 0 3 (1.0)
Ma-g B 1 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

Btk L UWESOHE (Cont.)
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Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

System Organ Class

MedDRA 22.0 Preferred Term

————————————————————— UPA ——————— = ————————
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
Events Events
(E/100 PYs) (E/100 PYs)

R (Cont.)

7 L7 F ok AR —E 8N

L7 v = 8
ifi. P BE P
b N8 3ty
A U o A8
JIINEENE =S

UM g 400 i -

T A b AT a B
M~ 27U &Y REEM
i R SEEE N

ifi H PR P £ 0

IR 5

DHEF

~< k7 Uy M
~NES 0 v
DB

SR B 5

R R

18 (6.1) 27 (9.1)
1 (0.3) 2 (0.7)
1 (0.3) 0
2 (0.7) 2 (0.7)
1 (0.3) 2 (0.7)
1 (0.3) 2 (0.7)
0 1 (0.3)
1 (0.3) 2 (0.7)
0 1 (0.3)
1 (0.3) 1 (0.3)
1 (0.3) 1 (0.3)
1 (0.3) 0
0 1 (0.3)
1 (0.3) 1 (0.3)
1 (0.3) 3 (1.0)
1 (0.3) 0
2 (0.7) (1.7)
0 (0.3)

Note: Treatment-emergent AE

(TEAE)

after the last dose of UPA,
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs = Events per 100 patient-years.

is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
if subject discontinued prematurely from the study.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA === —m——mmm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
IR (Cont.)
I Re Al b5 1 (0.3) 3 (1.0)
{KLLE Y AR AN 0 1 (0.3)
U BRSO 2 (0.7) 0
U L oRERBHE N 0 1 (0.3)
U oRERIE R AL 2 (0.7) 0
i HrER B 0 6 (2.0)
T ER AN 2 (0.7) 0
AR i Bk 1 (0.3) 1 (0.3)
A7 N A P 8 2 (0.7) 2 (0.7)
KL E Y REABEMN 0 1 (0.3)
REWRA 0 1 (0.3)
IREEHE N 4 (1.4) 4 (1.4)
i ERE s 3 (1.0) 3 (1.0)
1 ER AN 2 (0.7) 0
R L OsesEE 30 (10.2) 30 (10.1)
B R 0 (0.3)
SRR 0 Lo
MK 0 2 (0.7)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.

2246


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)

R&D/19/0848 - CLINICAL/STATISTICAL
TABLE PAGE 20 OF 31

TABLE 14.3 1.2.2

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term

(Safety Analysis Set)

————————————————————— UPA ——————————
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
P L ORERE  (Cont.)
BEIR A 5 (1.7) 0
BRI 0 2 (0.7)
TR BE i 5 1 (0.3) 0
= H IV T A LE 0 1 (0.3)
&l AT o —/)VIE 3 (1.0) 2 (0.7)
=iy 1 (0.3) 2 (0.7)
&Y U A ME 2 (0.7) 0
& g L 9 (3.1) 2 (0.7)
Y Z YR RifE 2 (0.7) 3 (1.0)
AR 1 0 2 (0.7)
(:9 RV NNI i 1 (0.3) 0
K MU T A fE 1 (0.3) 0
el s 0 L3
T R A 0 @ 1.4
v I VUB12RZ 2 (0.7) 2 (0.7)
B4 I UDRZ 3 (1.0) 5 (1.7)
T ER SRR KOS ARk RS 85 (29.0) 66 (22.3)
B & 12 (4.1) 9 (3.0)

Note: Treatment-em
after the la

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs =

ergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days

st dose of UPA, if subject discontinued prematurely from the study.

Events per 100 patient-years.

2247


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 21 OF 31

TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA === —m——mmm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
T ERE R L O A HMAEE (cont.)
A 14 (4.8) 9 (3.0)
VIR E 2% 3 (1.0) 4 (1.4)
=gl 0 1 (0.3)
PASEEIC 0 1 (0.3)
BHE DI ENE 0 1 (0.3)
BRI FERTR 1 (0.3) 0
AR R R 1 (0.3) 0
HE AR 25 P 1 (0.3) 0
HE TR B 55 1 (0.3) 0
HEFRIHR 22 1 (0.3) 2 (0.7)
BAEZ K 0 1 (0.3)
BAEINENR 1 (0.3) 1 (0.3)
e 6 (2.0) 4 (1.4)
5 P 2 (0.7) 3 (1.0)
FEER 0 3 (1.0)
25 B i 7 (2.4) 4 (1.4)
B 1 (0.3) 0
BIAE 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
T ERE R L O A HMAEE (cont.)
B HLFRIE 1 (0.3) 1 (0.3)
ik 0 2 (0.7)
ST RS 0 1 (0.3)
E2 e AT 0 1 (0.3)
i B EE 17 (5.8) 9 (3.0)
ROHEL T2 T B EE 1 (0.3) 0
My v~ 0 1 (0.3)
T [0 7 A7 AN A (B o 2 (0.7) 2 (0.7)
T RE 0 1 (0.3)
M F HEIE 0 1 (0.3)
HFHESR 0 1 (0.3)
FHEAE P AE 0 1 (0.3)
VIR EERE 4 (1.4) 0
eHTY T~ b—T A 1 (0.3) 0
S B HE B 2 (0.7) 0
1373 3 (1.0) 0
ke Hig ¢ 1 (0.3) 1 (0.3)
WAEE R S 1 (0.3) 0

Note: Treatment-emergent AE

(TEAE)

after the last dose of UPA,
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs = Events per 100 patient-years.

is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
if subject discontinued prematurely from the study.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
BRI KO AAIRE  (Cont.)
WA RE A 0 EOES
BE, BB X ORHHARHOHAY (ERBLIOR) —7T2E5T) 9 (3.1) 13 (4.4)
JIT A B 0 2 (0.7)
FEJECH e 3 (1.0) 1 (0.3)
FEIC I - bR 0 1 (0.3)
PN 1 (0.3) 1 (0.3)
TE N 0 1 (0.3)
FLAF PN FLEENE 0 1 (0.3)
NehiRE 0 1 (0.3)
MR 0 1 (0.3)
L FL 00 33 1 (0.3) 0
RIS S F R 0 1 (0.3)
IS 0 1 (0.3)
AN R 2 (0.7) 0
I e 0 1 (0.3)
[N 1 (0.3) 0
|ERANE 0 1 (0.3)
ERCE Ry 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

AR R bR 30 (10.2) 59 (19.9)
TR E BT 2 (0.7) 5 (1.7)
i uiES 0 1 (0.3)
FREA R AR R 1 (0.3) 2 (0.7)
FR A T 3 (1.0) 0
BERIME= 2 — 1 X F— 0 2 (0.7)
FEEO E 5 (1.7) 8 (2.7)
] B 0 1 (0.3)
S A e f 0 1 (0.3)
S 6 (2.0) 11 (3.7)
FNR B 1 (0.3) 0
TSR 2 (0.7) 3 (1.0)
lipliEuiEen 0 1 (0.3)
BT AR AR B 2 0 1 (0.3)
JrOET 2 (0.7) 4 (1.4)
E— b AR 1 (0.3) 0
il ISz 0 1 (0.3)
K==z —a/RXF— 0 1 (0.3)

Note:

Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
MRECRPEE (Cont.)
SERA 1 (0.3) 1 (0.3)
JBEB e AR PR 1 (0.3) 0
AL AR 1 (0.3) 6 (2.0)
IA~T RGO IR RE 0 1 (0.3)
A B AR 0 2 (0.7
SR E 1 (0.3) 0
et 1 (0.3) 4 (1.4)
ERIRMETA 0 1 (0.3)
Jila Bt AR AR o 0 1 (0.3)
—iaE el 0 1 (0.3)
PRk 2 (0.7) 0
R, PEARR X OVEREEH ok e 0 1 (0.3)
HLET AR 0 1 (0.3)
FEAPpEE 20 (6.8) 26 (8.8)
WD DRSS I E 1 (0.3) 0
JEIEAR L E 0 1 (0.3)
NS 6 (2.0) 4 (1.4)
LR E 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————————————m o
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
FEfREE (Cont.)
PG P 1 (0.3) 0
bRl 7 (2.4) 11 (3.7)
ENET 1 (0.3) 0
SEELI 0 Lo
AHRAE 3 (1.0) 3 (1.0)
DRCR S 0 L3
FNpReY 0 1 (0.3)
Rk AEZE AL, 0 1 (0.3)
PR= 7 IAE 1 (0.3) 1 (0.3)
A ML A 0 1 (0.3)
B K ORI E 14 (4.8) 15 (5.1)
SRR 1 (0.3) 1 (0.3)
RN 0 1 (0.3)
0 1 (0.3)
0 1 (0.3)
i R i 0 1 (0.3)
PEIR IR 0 1 (0.3)
iV 3 (1.0) 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2

(Safety Analysis Set)

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
BB IORERESE (Cont.)
M I ER R 1 (0.3) 2 (0.7)
B A E 3 (1.0) (1.0)
EAR 1 (0.3) 1 (0.3)
Bl 3 (1.0) 0
HEEN 0 2 (0.7)
R IR 1 (0.3) 0
R 2k 1 (0.3) 0
TR LU ERE 10 (3.4) 9 (3.0)
TR N 0 1 (0.3)
BIAT R 1 (0.3) 0
BLPERT TR AR RAE 1 (0.3) 2 (0.7)
LN 0 2 (0.7)
B LR BIERL 1 (0.3) 0
BEREAR P15 af 1 (0.3) 0
PR A 0 1 (0.3)
RS IHEZ 1 (0.3) 0
TR A % 1 (0.3) 0
UREE 3| 1 (0.3) 1 (0.3)

Note: Treatment-emergent AE

(TEAE)

after the last dose of UPA,

is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

SRR L OFLERE (cont.)

AINZHRA R 0 1 (0.3)
AINZHR S 1 (0.3) 1 (0.3)
[EE A 1 (0.3) 0
i 1, 1 (0.3) 0
MR g, MRS K OWERR PR 23 (7.9) 38 (12.8)
IR AR A 1 (0.3) (0.3)
i 2. 0 (1.4)
SRUE SRS T 2 (0.7) 0
e BA ZE M AT R AR 0 5 (1.7)
UL 6 (2.0) 9 (3.0)
P9 R 1 (0.3) 1 (0.3)
57 VR N [ 4 1 (0.3) 0
o 1 (0.3) 0
R e 0 1 (0.3)
5ok B 0 1 (0.3)
11 JZE N S8 4 (1.4) (2.4)
IR B i 1 (0.3)
Bl e 5 i 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

g, MERds L OMEREREE  (cont.)

f sk 0 1 (0.3)
1] 0 1 (0.3)
T I 0 1 (0.3)
fiZEfe i 1 (0.3) 0

fiti R SE 0 1 (0.3)
WP EME TR S 0 1 (0.3)
FOE 9 - I 2 (0.7) 1 (0.3)
T LR 1 (0.3) 0

Bl &e 5 o 1 1 (0.3) 1 (0.3)
IR 0 e 0 (0.3)
&GE ORIE 0 (0.3)

B R xS L OV TRk 5= 29 (9.9) 56 (18.9)
S 4 (1.4) 7 (2.4)
FeAR A A LIE 0 1 (0.3)
WENE 0 4 (1.4)
BB R Z 9 0 1 (0.3)
Kt 0 1 (0.3)
B 2% 2 (0.7) 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2
Treatment-Emergent Adverse Events per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

K& X O FHliRE (Cont.)
TN E— PR
Befil Rz g 2% 1
9B
HLF RS
BER A 1
TS
ZiTIE
NHHEE
T35
JNHLSE
BT
TV
i
EZUN i
W5
EARZIR 22
BEIR R 5 1
D PR S

=

W P W
w o w o

e e e e
N

w w w w w w

N

e e N
w W o w
e} w

=
O O O WO kHFrH OO O oo oOkr oOr oo

O O O O ON OO O O OO oo o o o o

=

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.2.2

(Safety Analysis Set)

Treatment-Emergent Adverse Events per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term

————————————————————— UPA ——————mm e e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
FE ¥ L OB T HARFE S (Cont.)
INKIEANE K5 1 (0.3) 0
W 1 (0.3) 5 (1.7)
NERE 5 g 2% 1 (0.3) 1 (0.3)
RG24, 0 1 (0.3)
3TN 1 (0.3) 3 (1.0)
B R 5 1 (0.3) 0
RIS 1 (0.3) 2 (0.7)
JiikEgies 18 (6.1) 22 (7.4)
ASHEME ) 1 SE 1 (0.3) 0
N 0 L3
1 1L 16 (5.5) 16 (5.4)
1K i 1= 1 (0.3) 3 (1.0)
FAENE M AR FRIRIE 0 1 (0.3)
DU fi e AR i A i 0 1 (0.3)

Note: Treatment-emergent AE
after the last dose of UPA,

(TEAE)

is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————————————m o
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
Any adverse event 207 (70.7) 346 (116.8)
g LY v R EE 8 (2.7) 23 (7.8)
2 1fi. 3 (1.0) 6 (2.0)
Je MR i 1 (0.3) 1 (0.3)
1 BRI 0 1 (0.3)
FRRREME .58 P9 e 0 1 (0.3)
L ER D iE 0 3 (1.0)
U NES 0 1 (0.3)
U v SEREGINAE 0 1 (0.3)
U LBk E 0 3 (1.0)
e BRI 3 (1.0) 4 (1.9
T rRER B I 1 (0.3) 0
DL ER el i 0 1 (0.3)
i/ SiE 0 1 (0.3)
Dol 3 (1.0) 0
DA 1 (0.3) 0
it 1k 1 (0.3) 0
DR ED 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

I L OukpgkkeEE 2 (0.7) 0
B 1 (0.3) 0
[EIHAME D F 1 (0.3) 0

AR P 0 2 (0.7)
— i B 0 1 (0.3)
B 0 1 (0.3)

Bl = 13 (4.4) 33 (11.1)
HEFBAS PRk 0 1 (0.3)
% 4 (1.4) 2 (0.7)
R 0 D
KIG% 0 2 (0.7)
i 1 (0.3) 0
TH 2 (0.7) 4 (1.4)
S L (0.3) °
F FE S 0 1 (0.3)
LT B 0 2 (0.7)
A i 0 1 (0.3)
ED 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ———————m——mm o
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
HIGFEE (Cont.)
U5 APER R 1 (0.3) 0
THAL2RTR 0 1 (0.3)
TR M B A 0 1 (0.3)
PRz 0 1 (0.3)
P RE T B 0 2 (0.7)
L 2 (0.7) 2 (0.7)
1 s R A T 1l 1 (0.3) 0
JRERE 25 0 1 (0.3)
/N HE 0 1 (0.3)
N iy 0 1 (0.3)
AN 0 3 (1.0)
e 1 (0.3) 1 (0.3)
[ P 0 3 (1.0)
— % - AEREE R O S EAL R AR 3 (1.0) 9 (3.0
Moy 1 (0.3) 1 (0.3)
W H 1 (0.3) 5 (1.7)
Fe LN RS 0 1 (0.3)
AN M v e 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——————m———— -
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
— % - EHEERS X OEEEAOREE (Cont.)
FEER 0 1 (0.3)
BB VEJRIE BUGIE BT 0 1 (0.3)
JH B R 1 (0.3) 2 (0.7)
JHaE B s 1 (0.3) 0
=i 0 1 (0.3)
JikRicts 0 1 (0.3)
JRYLIER OV A BUiE 108 (36.9) 146 (49.3)
=32 1 (0.3) 0
VU A 5% 0 1 (0.3)
BRI S e S 1 (0.3) (0.7)
JIT. A e B A 0 (0.3)
T 1 i 1 (0.3) 0
SEER 1 (0.3) 0
AU Xk 1 (0.3) 0
g 12 (4.1) 9 (3.0)
e S 1 (0.3) (1.0)
VAT ANE 1 (0.3) 0
7 A I AVERE RS 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2

Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term

(Safety Analysis Set)

————————————————————— UPA ——————m———— -
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)
2% 1 (0.3) 0
YA NATa T A R JEG 0 1 (0.3)
EFEHIE 0 1 (0.3)
BHER 0 2 (0.7)
=W 470 0 1 (0.3)
FER R ARR 0 1 (0.3)
ARy 1 (0.3) 0
Eab s 3 (1.0) 1 (0.3)
B R 1 (0.3) 0
B L B 0 1 (0.3)
o 0 1 (0.3)
ELVES 1 (0.3) 3 (1.0)
7 A AV R 1 (0.3) 2 (0.7)
e PN IS 0 1 (0.3)
B~ L2 1 (0.3) 2 (0.7)
HoRIE B 7 (2.4) 21 (7.1)
Fhi i 0 1 (0.3)
=32 0 (0.3)

Note: Treatment-emergent AE (TEAE)

after

E/100

the last dose of UPA,

is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2

Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term

(Safety Analysis Set)

————————————————————— UPA ————————————————m o
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)

A7 4 (1.4) (1.7)
IR Z 0 (0.3)
TFAUE R 1 (0.3) 0
iR G 1 (0.3) 0
TV 1 (0.3) 0
nHEE S 7 (2.4) 7 (2.4)
Ales v B 0 1 (0.3)
e~ )L~ 2 (0.7) 4 (1.4)
FHIRER 7 Y A 0 1 (0.3)
SMEH % 0 1 (0.3)
FH R 0 2 (0.7)
NHEE 2 1 (0.3) 4 (1.4)
L > BRTE PR A 2% 2 (0.7) 2 (0.7)
Za—EVAF R - A BRFA ik 0 1 (0.3)
fiti s 4 (1.4) 5 (1.7)
AMEEE 2 0 1 (0.3)
Vo — R A 0 1 (0.3)
MR 1 (0.3) 0

Note: Treatment-em
after the la

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.

E/100 PYs =

ergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days

st dose of UPA, if subject discontinued prematurely from the study.

Events per 100 patient-years.
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TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)

ERETR S0 1 (0.3) 2 (0.7)
7 A v AR GE Y 1 (0.3) 0

AR 1 (0.3) 0

Bl e ¢ 9 (3.1) 5 (1.7)
Rfgh & 0 2 (0.7)
k= 2 (0.7) 0
JBEED 0 1 (0.3)
H R G 0 1 (0.3)
prs=ig=ps 1 (0.3) 2 (0.7)
Jabkse 0 1 (0.3)
e I 0 1 (0.3)
I 0 2 (0.7)
AR PE RV RS Xk 0 1 (0.3)
RGE R 12 (4.1) 19 (6.4)
PR & e 17 (5.8) 15 (5.1)
S T e R S S e 1 (0.3) 0

G ER B MR B8 Sk Y 1 (0.3) 0

A L AR 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.

2266


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked

TATARSX
ノート注釈
TATARSX : None

TATARSX
ノート注釈
TATARSX : MigrationNone

TATARSX
ノート注釈
TATARSX : Unmarked


ABT-494 (PSA)

STUDY M15-554 - WEEK 24 (DATA CUTOFF - -20.)
R&D/19/0848 - CLINICAL/STATISTICAL

TABLE PAGE 8 OF 13

TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——————————
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
JRYYER X O AEHRIE (Cont.)
A IV AVER SR 1 (0.3) 0
7 A L AME ERGE G 1 (0.3) 1 (0.3)
B, PER L OWE S OHE 0 2 (0.7)
LB X DT 0 1 (0.3)
o R BT 0 1 (0.3)
ik R A A 29 (9.9) 73 (24.6)
TI=2UT ) T UAT =T —EHN 3 (1.0) 15 (5.1)
TANRGXUERT ) VT AT =T —BHIN 1 (0.3) 10 (3.4)
M7V HRAT 72— 1 (0.3) 0
M= 127 a— L 2 (0.7) 1 (0.3)
7 v F B 1 (0.3) 0
Mg 7 L7 F R ARTF—EH 9 (3.1) 21 (7.1)
m 7 V=8 1 (0.3) 1 (0.3
I E 5 0 1 (0.3)
i R SEEE N 1 (0.3) 1 (0.3)
ifi H PR P £ 0 0 1 (0.3)
IR 5 1 (0.3) 0
~< h7 Uy Mg 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ————————mm—mm oo
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
G IRMA (Cont.)
~FS a e 1 (0.3) 2 (0.7)
ffBEsR L5 0 5 (1.7)
TRIK R S 0 1 (0.3)
P Re Al b5 0 3 (1.0)
(KL Y AR AN 0 1 (0.3)
U eSO 2 (0.7) 0
U L RERBE N 0 1 (0.3)
i HrER B 0 (1.7)
AR if R 1 (0.3) 0
N AT I —8 LH 1 (0.3) 0
REWRA 0 1 (0.3)
PRELE N 1 (0.3) 1 (0.3)
i ERE s 2 (0.7) 2 (0.7)
R L OsesEE 4 (1.4) 6 (2.0)
PR 0 L3
Ea L AT o —/VILE 0 1 (0.3)
= L E 2 (0.7) 1 (0.3)
Y Z YR RifE 2 (0.7) 2 (0.7)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE PAGE 10 OF 13

TABLE 14.3 1.6.2

Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)
————————————————————— UPA ——=———————m—m—m e
15 mg QD 30 mg QD
(N = 290 (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
P L ORERE  (Cont.)
ARG ifi i 0 1 (0.3)
kR L ORE A Rk E 8 (2.7) 6 (2.0)
ESIRT 2 (0.7) 0
B 0 1 (0.3)
s 1 (0.3) 0
i AR 1 (0.3) 1 (0.3)
AL BIRIAE 0 1 (0.3)
tlis2ni 0 1 (0.3)
LR PE EAE 3 (1.0) 2 (0.7)
DHEL T M B i E 1 (0.3) 0
BAVE, EMERS LURERARBOREY (ERBLORY —752ET) 2 (0.7) 3 (1.0)
LML R PE 0 2 (0.7)
KIGIRIE 1 (0.3) 0
EL A e 0 1 (0.3)
ELA R 1 (0.3) 0
PR R PR 4 (1.4) 15 (5.1)
FBAA AR E 0 1 (0.3)
FEED E N 1 (0.3) 2 (0.7)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days

after the last dose of UPA, if subject discontinued prematurely from the study.

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2

Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)
—————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
MR RBE®E  (Cont.)
L] PR SR 0 1 (0.3)
BIE 1 (0.3) 6 (2.0)
SRR SR 1 (0.3) 0
AR AR 1 (0.3) -0
FSNEI2NN S 0 1 (0.3)
PN 0 1 (0.3)
o e 0 (0.7)
ISR L E 0 (0.3)
5 % 0 1 (0.3)
TR B LU ERE 1 (0.3)
CIRVATSN 1 (0.3)
Mk, IEids L OMEhR RS 8 (2.7) 9 (3.0)
BNEREIR A4 1 (0.3) 1 (0.3)
S R R T L (0.3) °
AN 1 (0.3) (0.7)
-1z [ 0 (0.3)
5 VI M I 1 (0.3) 0
VR P iR i 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days

after the last dose of UPA, if subject discontinued prematurely from the study.

Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those

who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2
Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years

by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——————m———— -
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)

System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)

g, MERds L OMEREREE  (cont.)
11 JZE N S8 2 (0.7) 1 (0.3)
T I 0 1 (0.3)
fiZEfe i 1 (0.3) 0
Bl &e 5 o 1 1 (0.3) 1 (0.3)
MR e e 0 1 (0.3)

& X OB T ks & 12 (4.1) 10 (3.4)
S 4 (1.4) 2 (0.7)
Jii B 0 2 (0.7)
B 2% 1 (0.3) 0
BiEbR: H 1. 0 1 (0.3)
BT 0 1 (0.3)
R 4 (1.4) 1 (0.3)
W5 1 (0.3) 2 (0.7)
W 1 (0.3) 1 (0.3)
At 1 (0.3) 0

I P 2 (0.7) 4 (1.4)
1 1L 1 (0.3) 3 (1.0)
AR 1 (0.3) 0

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days
after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those
who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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TABLE 14.3 1.6.2

Treatment-Emergent Adverse Events with Reasonably Possibly of Being Related to Study Drug per 100 Patient Years
by Primary MedDRA System Organ Class and Preferred Term - Long Term
(Safety Analysis Set)

————————————————————— UPA ——=——=—————m—mm e
15 mg QD 30 mg QD
(N = 290) (N = 308)
(PYs = 292.8) (PYs = 296.2)
System Organ Class Events Events
MedDRA 22.0 Preferred Term (E/100 PYs) (E/100 PYs)
/& fE (Cont.)
FAEME MARPEFRIRS 0 1 (0.3)

Note: Treatment-emergent AE (TEAE) is defined as an AE with an onset date that is on or after the first dose of UPA and up to 30 days

after the last dose of UPA, if subject discontinued prematurely from the study.
Subjects in UPA 15 mg QD/30mg QD group include those who started UPA 15 mg QD/30mg QD at the beginning of the study and those

who switched to UPA 15 mg/30mg QD at Week 24.
E/100 PYs = Events per 100 patient-years.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
R il A1 E X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD 6' FEMALE WHITE
Medical History Onset Year

OTHER: SCOLIOSIS

OTHER: CHICKEN POX

OTHER: ALLERGIC RHINITIS

OTHER: BACK PAIN

ALCOHOLISM: HISTORY OF ALCOHOLISM
DEPRESSION: CONTROLLED

OTHER: ANXIETY

OTHER: JOINT PAIN

OTHER: PLAQUE PSORIASIS

OTHER: RIGHT HAND PAIN
HYPERLIPIDEMIA: DYSLIPIDEMIA

OTHER: GENERALIZED MUSCLE WEAKNESS
OTHER: POSTMENOPAUSAL

OTHER: FATIGUE

OTHER: BILATERAL UPPER EXTREMITY WEAKNESS
OTHER: BENIGN LIPOMA RIGHT ABDOMEN
OTHER: BENIGN LIPOMA RIGHT THIGH
OTHER: DIFFICULTY SLEEPING

OTHER: MEMORY LOSS

CARDIAC ARRHYTHMIA: BRADYCARDIA
HYPERTENSION

OBESITY

NEPHROLITHIASIS

OTHER: HISTORY OF KERATOTIC LESIONS
OTHER: TROCHANTERIC BURSITIS RIGHT HIP
PNEUMONIA: LEGIONELLA PNEUMONIA
SLEEP APNEA

OTHER: ALOPECIA (NON-SCARRING)
OTHER: LEFT KNEE PAIN

OTHER: HISTORY OF ELEVATED LIVER FUNCTION TESTS OCCASIONAL
ANGINA

19
19
19
19
19
19
19
19
19

—_
\O

NS S T S T S T N 2 SO (S T (S T (S T (S T (S T (ST S I s I S I S R ST (S I SO T SO I e
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OTHER: CYST RIGHT AXILLARY

OTHER: OSTEOPENIA

OTHER: SLIPPED DISCS

OSTEOARTHRITIS: SPINE, BILATERAL KNEES
OTHER: CELLULITIS OF RIGHT HAND
OTHER: LEFT ARM PAIN

OTHER: LEFT ELBOW FRACTURE
HYPOTHYROIDISM

OTHER: ENLARGED THYROID

OTHER: GOITER

NS T SO T (O R SO R SO T NS N NS T \S T S T |

Prior Procedures Procedure Year
SURGERY: BENIGN LIPOMA RIGHT ABDOMEN EXCISION 2
SURGERY: BENIGN LIPOMA RIGHT THIGH EXCISION 2
SURGERY: OPEN REDUCTION INTERNAL FIXATION LEFT ELBOW 2

Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.

Alcohol Use Status Number/Day
ALCOHOL FORMER More than 4

Study Drug Administration

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

Date/Day Date/Day
ABT-494 30MG  ORAL QD R R

/ 169

169
ABT-494 30MG ~ ORAL QD o 223
170 392

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX Day
METHOTREXATE 12.5 mg EVERY WEEK ‘avat B
CLOBETASOL 1 OTHER: PRN Y-M: 2
APPLICATION
ETANERCEPT 50 mg EVERY WEEK
ADALIMUMAB 40 mg EVERY 2 WEEKS
HEPATITIS B IMMUNIZATION NOT REPORTED NOT REPORTED
FENOFIBRATE 48 mg QD
ATENOLOL 50 mg QD
TRAZODONE 100 mg OTHER: QHS PRN
BUSPIRONE 30 mg BID
LAMOTRIGINE 200 mg BID
VENLAFAXINE 300 mg QD
2
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INFLIXIMAB

PRAZOSIN

NAPROXEN

NAPROXEN

ATORVASTATIN

3 mg/kg OTHER: EVERY 8
WEEKS
1 mg QD
440 mg OTHER: QHS
440 mg PRN
10 mg QD

221

y-M: 20jHI}/ -

162

y-M: 20jHI}/ -

131

y-M: 20jHI}/ -

101

y-M: 20jHI}/ -

101

y-M: 20jHI}/ -
43

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

FENOFIBRATE 48 mg QD Y-M: 2 ONGOING

ATENOLOL 50 mg QD Y-M: 2 ONGOING

TRAZODONE 100 mg OTHER: QHS PRN  Y-M: 2 ONGOING

LAMOTRIGINE 200 mg BID y-M:20Hll/-  oNGoING
221

VENLAFAXINE 300 mg QD y-M: 20 Hl}/-  oNGomng
221

NAPROXEN 440 mg oTHER: QHS  Y-M:20fHl}/-  oNGomNg
101

ATORVASTATIN 10 mg QD y-M: 20}/ 43 oNGoING

BUSPIRONE 30 mg QD vy-M: 20}/  oNGonG
201

GABAPENTIN 300 mg BID y-M: 20/  oNGomng
265

ACICLOVIR 200 mg OTHER: 5 y-M: 20 Hl, M 20l

TIMES/DAY 293 297

VICODIN 5/325 mg BID yM 20 ll7 oNcomNg
301

PREGABALIN 75 mg QD y-M: 20}/  oNGomng

Event #2: Serious Adverse Event

302

Event Description
Preferred term

AE Onset Date / Rx Day

Age at AE Onset
Laboratory Testing

REPORTED

BILATERAL NEPHROLITHIASIS
Y A

on. /288
6

B0l (Rx DAY 288): Erythrocytes: 3.91 [4.2 - 5.4] mU/L; Hematocrit: 0.35 [0.37 - 0.47] fraction of 1;
Hemoglobin: 116 [120 - 160] g/L; Leukocytes: 5 [4.8 - 10.8] 10"9/L; Neutrophils: 1.7 [2 - 7.9] 10"9/L,;
20| (RX DAY 289): Blood: TRACE [NOT REPORTED - NOT REPORTED] UNIT NOT
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Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l (Rx DAY 288): CT OF ABDOMEN/ PELVIS: NON-OBSTRUCTIVE NEPHROLITHIASIS
PRESENT. SEVERAL STONES BILATERAL KIDNEYS. LARGEST 10MM IN LEFT KIDNEY,
HEMORRHAGIC CYST LEFT KIDNEY; ULTRASOUND OF ABDOMEN/PELVIS: BILATERAL
OBSTRUCTING RENAL CALCIFICATIONS, HEMORRHAGIC CYST LEFT KIDNEY

AE Stopped Rx Day 293

Duration of AE 6 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology UNKNOWN AT THIS TIME-WAITING FOR MEDICAL
RECORDS

Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

R ELIE D & OB, APERE KED o itk Th Y, ABT-494 (735 L F=7)
DR CERIL SHIBRIEN G S, WUBE RO FEE R Lk,

Event 2 D R :

B9~ 2 IR T RE, AHIE, W, 73— VE, R%E, ar ha—/IL FD ) D,
JRmA R, oREMERIENZ, PARKAR, EY7, JoMEE (1 B 1 AEA 30 4ER) , REARAEE, i
J£, BB, APERZEOBEE, BREARE, HERR~ =7, ZIVEBIEIE (M, mRBEaEh) |
FFOWRSR, HRMAER, HORIE, FRIERBIR TE R OOciilE (1 B 4 /08) ThoTo,

WREE, RO 24 B, AEBROSHT T E AR AN BT, 20 4] A
B o ABT494 O BRI GRS T,

=8B P vmEamEassaEsrs L, o) =1 B0, mrEssaEEy
KL,

Wil =B B B EEAFLTHLENEBORIES GRRIHEER O
HoxBEREEE) 0w, ERE2Z2 L, 20 B0, #sesaems dumEsm)
TCIRBEIC AR Ls, D, WERE, TR, JEE, HERIREER OBEIRITHE Shieh -7, K

4

2276


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked


obbvie Y5 F=J
276 AROREBOEED

BEIMTON, WREBRIEIC LB Thivz, #E s sman, 20«17
| GRS S AES AR

Causality for ABT-494 (Blinded)

1) Nephrolithiasis (10029148) (Nephrolithiasis (10029148) ) [v.21.0] [10029148]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for ABT-494 (Blinded)

Event of BILATERAL NEPHROLITHIASIS
- Investigator: Unknown at this time -waiting for medical records.

- AbbVie: Event more likely related to pre-existing history of nephrolithiasis. pre-existing obesity and
hypertension and additional risk factors.

Relevant Laboratory & Other Diagnostic Tests

. - 20. CT ABDOMEN/PELVIS: Non-obstructive nephrolithiasis present. Several stones bilateral
kidneys. Largest 10mm in left kidney, hemorrhagic cyst left kidney

B I 20l HEMATOCRIT: 34.5 % (normal 37 to 47)

B I 20l HEMOGLOBIN: 11.6 G/DL (normal 12 to 16)

I 20l NEUTROPHILS ABS: 1.7 X10%*3/MCL (normal 2 to 7.9)
I 20l RED BLOOD CELLS: 3.91 mU/L (normal 4.2 to 5.4)

. - 20. ULTRASOUND ABDOMEN/PELYVIS: Bilateral obstructing renal calcifications, hemorrhagic
cyst left kidney

I 20 URINE BLOOD: Trace
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#5E%ES N 0vestigator [

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
TN BAE X
Treatment Group Age at Study Start Sex Race
Placebo/ABT-494 30 mg QD 6' FEMALE WHITE
Medical History Onset Year

OTHER: ADENOIDECTOMY

OTHER: TONSILLITIS

OTHER: APPENDICITIS
GASTROESOPHAGEAL REFLUX DISEASE
OTHER: ACID REFLUX

OTHER: HEADACHE OCCASIONAL
OTHER: DUODENAL ULCER

OTHER: PLAQUE PSORIASIS
TUBERCULOSIS: (LATENT) TREATED WITH INH
MIGRAINE HEADACHE
OSTEOARTHRITIS: BILATERAL HANDS
OTHER: OCCASIONAL SINUS INFECTION
OTHER: VITAMIN D DEFICIENCY
OTHER: SEASONAL ALLERGIES
HYPERLIPIDEMIA

NEPHROLITHIASIS: KIDNEY STONES
HYPERTENSION

OTHER: INFARCTION LEFT EYE

OTHER: HISTORY OF ELEVATED LIVER FUNCTIONS
OTHER: RIGHT EYE CATARACT

OTHER: HAIR LOSS

OTHER: ONE SHINGLE EPISODE

NS SO T O R S N SO T (O T [ I \S I S
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Prior Procedures

Procedure Year

SURGERY: TONSILLECTOMY 19
SURGERY: APPENDECTOMY 19
SURGERY: CHOLECYSTECTOMY 19
SURGERY: COMPLETE HYSTERECTOMY 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
PLACEBO ORAL QD | N &L 161
161
ABT-494 30MG  ORAL QD R R 231
162 392
ABT-494 30MG  ORAL QD [l /
393
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
PARACETAMOL 500 mg QD
ISONIAZID 300 mg QD
CALCIUM 600 mg QD
ACETYLSALICYLIC ACID 81 mg QD
MULTIVITAMIN 1 OTHER: TAB QD
LORATADINE 10 mg QD
FAMOTIDINE 20 mg QD
ETANERCEPT 25 mg EVERY WEEK
CELECOXIB 200 mg QD
ADALIMUMAB 40 mg EVERY 2 WEEKS
BISELECT 10/625 mg QD
ERGOCALCIFEROL 5000 TU QD
BIOTIN 1 OTHER: TAB BID
FISH OIL 500 mg QD
BETAMETHASONE 1 OTHER: BID
APPLICATION
CLOBETASOL 1 OTHER: BID y-M: 20jHI}/ -
APPLICATION 133
ULTRA B 1 OTHER: TAB QD y-m: 20 i}/ -72

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

7
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end of study

Medication Name (WHO Drug) Dose/Units Frequency Start Year-MonthStop Year-Month
/ RX Day / RX Day
PARACETAMOL 500 mg QD Y-M: 1 Not reported.
CALCIUM 600 mg QD Y-M: 1 Not reported.
ACETYLSALICYLIC ACID 81 mg QD Y-M: 2 Not reported.
MULTIVITAMIN 1 OTHER: TAB QD Y-M: 2 Not reported.
LORATADINE 10 mg QD Y-M: 2 Not reported.
FAMOTIDINE 20 mg QD Y-M: 2 Not reported.
CELECOXIB 200 mg QD Y-M: 2 Not reported.
BISELECT 10/625 mg QD Y-M: 2 Not reported.
ERGOCALCIFEROL 5000 IU QD Y-M: 2 Not reported.
BIOTIN 1 OTHER: TAB BID Y-M: 2 Not reported.
FISH OIL 500 mg QD Y-M: 2 Not reported.
ULTRA B 1 OTHER: TAB QD Y-M: 2('- /- Not reported.
72

Event #1: Serious Adverse Event

Event Description KELLGREN LAWRENCE GRADE 4 OSTEOARTHRITIS RIGHT
HIP
Preferred term P A B IE

AE Onset Date / Rx Day on. /294
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20. (RX DAY 316): RIGHT HIP REPLACEMENT: RIGHT HIP OSTEOARTHRITIS GRADE 4
PROCEDURE RIGHT HIP REPLACEMENT RIGHT HIP OSTEOARTHRITIS RESOLVED

AE Stopped Rx Day 316

Duration of AE 23 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology GRADE 4 HIP OSTEOARTHRITIS

Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -
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Protocol Number: M15-554

IRRETREM D D O, RERE IIKRE O 6' WM THY, ABT-494 (XX F=7)
DIEHR CERL SNT-IRBRIE B 5 S, Kellgren-Lawrence 77587 L — R 4 O 4 s BET D 2T
PERIHITIE DFRZFBL L T2,

Event 1 DEEREE :
B~ 2 iR I R R, @ RSO TEMEREIE, B4 0 D RZ, wEEEREIEIR,
BN, mimE, JEREEE R OEIEGEE (1 H 28K00) Th o7,

WERE L, B0 24 I, ARROERT 7B RECa AR S0, 20 4 I
AR, ABT-494 %5 it 573 BiAA ST,

2wl =8 B . #5513 Kellgren-Lawrence 4942 L — | 4 045 B B O 2 T bk B e
FELL 72, 20. 2 I A . H, Kellgren-Lawrence 77587 L — K 4 O 45 I BT O 2T B FIE 1 X7
KL,

0l =01 08, #8513 Kellgren Lawrence 5% 7 L — | 4 O 4 B BIEi O L TRALRIERE (F
HE) 2RB L,

ARERIZ LV IRBREORE MR IE ST,

Wl =l AP, v, B U AR BIEE IO 2 A A TR B R O 720, AR
Lz 2= A B, socsiBm: Lz, SOHER 2D -T2,

The patient's past medications include:

INH for TUBERCULOSIS TREATMENT (I 5l - I °B)
ENBREL for PSORIATIC ARTHRITIS (20 - 20

HUMIRA for PSORIATIC ARTHRITIS o] - [ 20l
BETAMETHASONE for PSORIATIC ARTHRITIS (il 20l - Il 20l
CLOBETASOL for PSORIATIC ARTHRITIS (] 20l - I Il 20D

DEPO MEDROL for RIGHT HIP BURSITIS (J} [l 20l - I Il 20l

XOY.LOCAINE for RIGHT HIP PAIN BURSITIS and RIGHT HIP PAIN BURSITIS (| [l 20} - I I}
20m)
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Causality for UPADACITINIB (Blinded)

1) OA hip (10029875) (Osteoarthritis (10031161) ) [v.22.0] [10029875]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for UPADACITINIB (Blinded)

Event of KELLGREN LAWRENCE GRADE 4 OSTEOARTHRITIS RIGHT HIP

- Investigator: GRADE 4 HIP OSTEOARTHRITIS

- AbbVie: Risk factors include advanced age, obesity (BMI 31.1), and pre-existing psoriatic arthritis.

10
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious
Adverse
Event

Adverse Event Leading
to Discontinuation of
Study Drug

Death | Event of
Interest

HMER T X

PR T

QL

M HE 3T

IR IR IR

SMEE i

Treatment Group Age at Study Start Sex

Race

ABT-494 15 mg QD 7l

Medical History

MALE

WHITE

Onset Year

HYPERTENSION

OTHER: REPAIRED PROSTATE DUE TO HERNIATION
OTHER: URINARY RETENTION

OTHER: IRRITABLE BOWEL SYNDROME

OTHER: SEASONAL ALLERGIES

CORONARY ARTERY DISEASE: CAD

OTHER: ISOLATED GRANULOMAS OF LEFT LOBE
OTHER: JUXTAARTICULAR BONE FORMATION
OTHER: RT SHOULDER PAIN

OTHER: PLAQUE PSORIASIS

OTHER: PSORIATIC NAIL DYSTROPHY

OTHER: REFLUX ESOPHAGITIS

OTHER: LUMBAR RADICULOPATHY

SLEEP APNEA

19

[NOJ SO TN SO TN S RN SO RN (S I SO T [ I S I (O T (S I \S T )

11

2283


MONBATX
ノート注釈
MONBATX : None

MONBATX
ノート注釈
MONBATX : MigrationNone

MONBATX
ノート注釈
MONBATX : Unmarked


obbvie Y5 F=J

276 EROHABRDELD

Prior Procedures

Procedure Year

SURGERY: CHOLECYSTECOMY- GALLBLADDER REMOVAL 2
SURGERY: CHOLEYSTITIS 2
SURGERY: HERNIA 2
SURGERY: RIGHT 2ND TOE FUSION 2
SURGERY: RIGHT GREAT TOE FUSION 2
SURGERY: CATARACT SURGERY 2
SURGERY: CATARACTS 2
SURGERY: INGUINAL HERNIA 2
SURGERY: UPPER SCOPIC HERNIORRHAPHY 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 I5MG ~ ORAL QD | N T [ 166
166
ABT-494 ISMG  ORAL QD R A 224
167 390
ABT-494 15MG  ORAL QD [l /
391
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX
Day
HEPATITIS B IMMUNIZATION NOT REPORTED NOT REPORTED Y-M: 2
METHOTREXATE 25 mg EVERY 2 WEEKS  Y-M: 2088
ADALIMUMAB 40 mg EVERY 2 WEEKS  Y-M: 200 1/
-276
NAPROXEN 220 mg PRN y-m: 20 I/
-200
EMOLLIENTS AND PROTECTIVES 1 OTHER: APPLICATION PRN Y-M: 2('—./
-198
TRIAMCINOLONE 1 OTHER: APPLICATION PRN y-m: 20 I/
-107
DIPHENHYDRAMINE 25 mg PRN y-M: 20jHIl}/
91

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 /

12
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Month/ RX Day
RX Day
NAPROXEN 220 mg PRN Y-M: Not
20.-. /- reported.
200
EMOLLIENTS AND 1 OTHER: PRN Y-M: Not
PROTECTIVES APPLICATION 20l /- reported.
198
DIPHENHYDRAMINE 25 mg PRN Y-M: Not
20.-. /- reported.
91
HYDROCORTISONE 1 OTHER:  OTHER: SMALL APPLICATION ~ Y-M: Not
APPLICATION  TO CORNER OF EYE ONCE 20}/ 1 reported.
DAILY
ZOLPIDEM 5 mg QD y-M: Y-M: 20ff-
206 /530
FLUCONAZOLE 50 mg OTHER: EVERY OTHER DAY Y-M: Not
20.-./ reported.
167
NEUTROGENA T/GEL 1 OTHER: PRN y-M: Y-M: 20
DAILY 2 IN 1 APPLICATION 0 B 463
167
BENZONATATE 200 mg TID Y-M: Not
20.-./ reported.
211
OSELTAMIVIR 75 mg BID Y-M: Not
20.-./ reported.
211
VITEYES 250/2.5/0.5 mg BID Y-M: Not
20.-./ reported.
285
DOCUSATE 200 mg BID y-M: o Y-M: 20
0 B 47
460
CALCIUM GLUCONATE lg QD y-M: o Y-M: 20
0 B 40
460
EPINEPHRINE 2.5/0.5 mg OTHER: EVERY 4 HOURS PRN  Y-M:  Y-M: 20ff}-
0 |40
460
FENTANYL 75 OTHER: MCG QD Y-M:
20Hl/
460
FUROSEMIDE 40/4ML mg QD Y-M:
20Hl/
460
GLUCOSE 50 % QD Y-M:
20HR/
460
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INSULIN

IPRATROPIUM

LENOLTEC WITH

CODEINE NO 1

ONDANSETRON

PARACETAMOL

PROCET

SALBUTAMOL

CALCIUM GLUCONATE

PARACETAMOL

BACITRACIN

LIDOCAINE

ZOLPIDEM

GABAPENTIN

PARACETAMOL

BACLOFEN

MACROGOL 3350

100 OTHER:

UNITS/1000ML

0.5/2.5 mg

300/30 mg

4 mg

650 mg

325/5 mg

2.5/0.5 mg

500 mg

975 mg

1 OTHER:

APPLICATION

1 OTHER: PATCH

5 mg

300 mg

325 mg

10 mg

17¢

QD

OTHER: EVERY 4HOURS PRN

OTHER: EVERY 4 HOURS PRN

QD

OTHER: EVERY 6 HOURS PRN

OTHER: EVERY 6 HOURS PRN

OTHER: EVERY 4 HOURS PRN

TID

OTHER: EVERY 12 HOURS PRN

BID

QD

OTHER: QHS

TID

TID

TID

QD

Not
reported.

Not
reported.

v-M: 20

14
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Event #1: Serious Adverse Event

Event Description MOTOR VEHICLE ACCIDENT, CERVICAL SPINE FRACTURE,
THORACIC SPINE FRACTURE

Preferred term FEMEE T

AE Onset Date / Rx Day onl / 460

Age at AE Onset 7

Laboratory Testing

B0l rx DAY 460): Hemoglobin: 133 [120 - 160] g/L; Potassium: 5.8 [3.5 - 5.1] mmol/L; |20l
oc es: 3.9 [4.2 -5.9] 10r12/L; Hemoglobin: 123 [120 - 160] g/L; Potassium: 4.9 [3.5 -

(RX DAY 461): Er
5. 1] mmol/L (RX DAY 462): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 98 [120 - 160]
(RX DAY 463): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 99 [120 - 160] g/L;

2 (RX DAY 464): Erythrocytes: 2.9 [4.2 - 5.9] 10"12/L; Hemoglobin: 91 [120 - 160] g/L;

2 (RX DAY 465): Erythrocytes: 2.7 [4.2 - 5.9] 10*12/L; Hemoglobin: 83 [120 - 160] g/L;

2 (RX DAY 466): Erythrocytes: 2.6 [4.2 - 5.9] 10"12/L: Hemoglobin: 82 [120 - 160] g/L;

2 (RX DAY 467): Hemoglobin: 89 [120 - 160] g/L; 2 (RX DAY 468): Erythrocytes: 3.2
[4.2 - 5.9] 10"12/L; Hemoglobin: 97 [120 - 160] g/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

20. (RX DAY 460): CT FACE W/O CONTRAST: UNREMARKABLE CT OF FACE; CT SCAN
ABDOMEN AND PELVIS: NO ACUTE INTRA-ABDOMINAL OR PELVIC ABNORMALITIES.
DEGENERATIVE CHANGES PRESENT THOUGHT THE LUMBAR SPINE. MULTIPLE CALCIFIED
GRANULOMAS IN THE SPLEEN; CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR
SPINE: NON DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3; CT
SCAN HEAD/BRAIN: NO ACUTE INTRACRANIAL ABNORMALITIES. CEREBRAL AND
CEREBELLER VOLUME LOSS AND PERIVENTRICULAR WHITE MATTER MICROANGIOPATHY;
CT SCAN THORAX/ CHEST: FRACTURE DISLOCATION OF T7 VERTEBRAL BODY POSTERIOR
DISPLACEMENT AND COMPRESSION OF SPINAL CANAL. AOS TYPE C. LARGE PREVERTEBRAL
HEMATOMA NOTES. LARGE RIGHT PLEURAL EFFUSIONN/HEMOTHORAX AND HYPOVENTIL;
CT THORACIC SPINE: COMPLETE POSTERIOR TRANSLATION OF T7 AND T8. AOS TYPE C. LARGE
RIGHT HEMOTHORAX. STRETCHING OF THE AZYGOUS VEIN AT THE FRACTURE SITE; CTA
NECK: UNREMARKABLE CTA OF THE NECK; MRI CERVICAL SPINE: NO ACUTE FRACTURE OF
CERVICAL SPINE. MODERATE TO SEVERE CERVICAL SPONDYLOSIS MOST PROMINENT AT THE
LEVEL OF C3-C4 AND C4-C5 AND MILD TO MODERATE NARROWING OF NUURAL FORAMINA
AT THE LEVER OF C3-C4 AND; MRI LUMBAR: NEGATIVE MRI FOR ACUTE LUMBAR VERTEBRAE
FRACTURE OR DISLOCATION. MODERATE LOWER LUMBAR SPONDYLOSIS WITH
INTERVERTEBRAL DISC DERANGEMENT PREDOMINATLY AT L3-L4 L4-L5, AND L5 TO S1.
RESULTING IN MILD SPI; MRI THORACIC SPINE: BACKGROUND OF DIFFUSE IDIOPATHIC
SKELETAL HYPEROSTOSIS, TRANSLATION ROTATION FRACTURE OF T6/7 WITH ANTERIOR

AE Stopped Rx Day 470

Duration of AE 11 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyMOTOR VEHICLE ACCIDENT

Discontinued Study Drug Due to NO

the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT
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Event #2: Serious Adverse Event
Event Description NON DISPLACED FRACTURE OF BILATERAL PEDICLES OF L3
Preferred term fEHE S IT

AE Onset Date / Rx Day onl / 460
7

Age at AE Onset
B0l rx DAY 460): Hemoglobin: 133 [120 - 160] g/L; Potassium: 5.8 [3.5 - 5.1] mmol/L; |20l

Laboratory Testing

(RX DAY 461): Er oc es: 3.9 [4.2 -5.9] 10r12/L; Hemoglobin: 123 [120 - 160] g/L; Potassium: 4.9 [3.5 -
5. 1] mmol/L (RX DAY 462): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 98 [120 - 160]
(RX DAY 463): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 99 [120 - 160] g/L;

(RX DAY 464): Erythrocytes: 2.9 [4.2 - 5.9] 10"12/L; Hemoglobin: 91 [120 - 160] g/L;
(RX DAY 465): Erythrocytes: 2.7 [4.2 - 5.9] 10*12/L; Hemoglobin: 83 [120 - 160] g/L;
(RX DAY 466): Erythrocytes: 2.6 [4.2 - 5.9] 10"12/L: Hemoglobin: 82 [120 - 160] g/L;

2 (RX DAY 467): Hemoglobin: 89 [120 - 160] g/L; 2 (RX DAY 468): Erythrocytes: 3.2
[4.2 - 5.9] 10"12/L; Hemoglobin: 97 [120 - 160] g/L
Microbiology
NOT REPORTED
SAE Supplemental Procedure
20. (RX DAY 460): CT FACE W/O CONTRAST: UNREMARKABLE CT OF FACE; CT SCAN
ABDOMEN AND PELVIS: NO ACUTE INTRA-ABDOMINAL OR PELVIC ABNORMALITIES.
DEGENERATIVE CHANGES PRESENT THOUGHT THE LUMBAR SPINE. MULTIPLE CALCIFIED
GRANULOMAS IN THE SPLEEN; CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR
SPINE: NON DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3; CT
SCAN HEAD/BRAIN: NO ACUTE INTRACRANIAL ABNORMALITIES. CEREBRAL AND
CEREBELLER VOLUME LOSS AND PERIVENTRICULAR WHITE MATTER MICROANGIOPATHY;
CT SCAN THORAX/ CHEST: FRACTURE DISLOCATION OF T7 VERTEBRAL BODY POSTERIOR
DISPLACEMENT AND COMPRESSION OF SPINAL CANAL. AOS TYPE C. LARGE PREVERTEBRAL
HEMATOMA NOTES. LARGE RIGHT PLEURAL EFFUSIONN/HEMOTHORAX AND HYPOVENTIL;
CT THORACIC SPINE: COMPLETE POSTERIOR TRANSLATION OF T7 AND T8. AOS TYPE C. LARGE
RIGHT HEMOTHORAX. STRETCHING OF THE AZYGOUS VEIN AT THE FRACTURE SITE; CTA
NECK: UNREMARKABLE CTA OF THE NECK; MRI CERVICAL SPINE: NO ACUTE FRACTURE OF
CERVICAL SPINE. MODERATE TO SEVERE CERVICAL SPONDYLOSIS MOST PROMINENT AT THE
LEVEL OF C3-C4 AND C4-C5 AND MILD TO MODERATE NARROWING OF NUURAL FORAMINA
AT THE LEVER OF C3-C4 AND; MRI LUMBAR: NEGATIVE MRI FOR ACUTE LUMBAR VERTEBRAE
FRACTURE OR DISLOCATION. MODERATE LOWER LUMBAR SPONDYLOSIS WITH
INTERVERTEBRAL DISC DERANGEMENT PREDOMINATLY AT L3-L4 L4-L5, AND L5 TO S1.
RESULTING IN MILD SPI; MRI THORACIC SPINE: BACKGROUND OF DIFFUSE IDIOPATHIC
SKELETAL HYPEROSTOSIS, TRANSLATION ROTATION FRACTURE OF T6/7 WITH ANTERIOR

AE Stopped Rx Day 470

Duration of AE 11 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyMOTOR VEHICLE ACCIDENT
Discontinued Study Drug Due to NO
the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT
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Event #3: Serious Adverse Event

Event Description MOTOR VEHICLE ACCIDENT, CERVICAL SPINE FRACTURE,
THORACIC SPINE FRACTURE

Preferred term A EhT

AE Onset Date / Rx Day onl / 460

Age at AE Onset 7

Laboratory Testing

B0l rx DAY 460): Hemoglobin: 133 [120 - 160] g/L; Potassium: 5.8 [3.5 - 5.1] mmol/L; |20l
oc es: 3.9 [4.2 -5.9] 10r12/L; Hemoglobin: 123 [120 - 160] g/L; Potassium: 4.9 [3.5 -

(RX DAY 461): Er
5. 1] mmol/L (RX DAY 462): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 98 [120 - 160]
(RX DAY 463): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 99 [120 - 160] g/L;

2 (RX DAY 464): Erythrocytes: 2.9 [4.2 - 5.9] 10"12/L; Hemoglobin: 91 [120 - 160] g/L;

2 (RX DAY 465): Erythrocytes: 2.7 [4.2 - 5.9] 10*12/L; Hemoglobin: 83 [120 - 160] g/L;

2 (RX DAY 466): Erythrocytes: 2.6 [4.2 - 5.9] 10"12/L: Hemoglobin: 82 [120 - 160] g/L;

2 (RX DAY 467): Hemoglobin: 89 [120 - 160] g/L; 2 (RX DAY 468): Erythrocytes: 3.2
[4.2 - 5.9] 10"12/L; Hemoglobin: 97 [120 - 160] g/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

20. (RX DAY 460): CT FACE W/O CONTRAST: UNREMARKABLE CT OF FACE; CT SCAN
ABDOMEN AND PELVIS: NO ACUTE INTRA-ABDOMINAL OR PELVIC ABNORMALITIES.
DEGENERATIVE CHANGES PRESENT THOUGHT THE LUMBAR SPINE. MULTIPLE CALCIFIED
GRANULOMAS IN THE SPLEEN; CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR
SPINE: NON DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3; CT
SCAN HEAD/BRAIN: NO ACUTE INTRACRANIAL ABNORMALITIES. CEREBRAL AND
CEREBELLER VOLUME LOSS AND PERIVENTRICULAR WHITE MATTER MICROANGIOPATHY;
CT SCAN THORAX/ CHEST: FRACTURE DISLOCATION OF T7 VERTEBRAL BODY POSTERIOR
DISPLACEMENT AND COMPRESSION OF SPINAL CANAL. AOS TYPE C. LARGE PREVERTEBRAL
HEMATOMA NOTES. LARGE RIGHT PLEURAL EFFUSIONN/HEMOTHORAX AND HYPOVENTIL;
CT THORACIC SPINE: COMPLETE POSTERIOR TRANSLATION OF T7 AND T8. AOS TYPE C. LARGE
RIGHT HEMOTHORAX. STRETCHING OF THE AZYGOUS VEIN AT THE FRACTURE SITE; CTA
NECK: UNREMARKABLE CTA OF THE NECK; MRI CERVICAL SPINE: NO ACUTE FRACTURE OF
CERVICAL SPINE. MODERATE TO SEVERE CERVICAL SPONDYLOSIS MOST PROMINENT AT THE
LEVEL OF C3-C4 AND C4-C5 AND MILD TO MODERATE NARROWING OF NUURAL FORAMINA
AT THE LEVER OF C3-C4 AND; MRI LUMBAR: NEGATIVE MRI FOR ACUTE LUMBAR VERTEBRAE
FRACTURE OR DISLOCATION. MODERATE LOWER LUMBAR SPONDYLOSIS WITH
INTERVERTEBRAL DISC DERANGEMENT PREDOMINATLY AT L3-L4 L4-L5, AND L5 TO S1.
RESULTING IN MILD SPI; MRI THORACIC SPINE: BACKGROUND OF DIFFUSE IDIOPATHIC
SKELETAL HYPEROSTOSIS, TRANSLATION ROTATION FRACTURE OF T6/7 WITH ANTERIOR

AE Stopped Rx Day 470

Duration of AE 11 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyMOTOR VEHICLE ACCIDENT

Discontinued Study Drug Due to NO

the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT
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Event #4: Serious Adverse Event

Event Description MOTOR VEHICLE ACCIDENT, CERVICAL SPINE FRACTURE,
THORACIC SPINE FRACTURE

Preferred term aMEE T

AE Onset Date / Rx Day onl / 460

Age at AE Onset 7

Laboratory Testing

B0l rx DAY 460): Hemoglobin: 133 [120 - 160] g/L; Potassium: 5.8 [3.5 - 5.1] mmol/L; |20l
oc es: 3.9 [4.2 -5.9] 10r12/L; Hemoglobin: 123 [120 - 160] g/L; Potassium: 4.9 [3.5 -

(RX DAY 461): Er
5. 1] mmol/L (RX DAY 462): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 98 [120 - 160]
(RX DAY 463): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 99 [120 - 160] g/L;

2 (RX DAY 464): Erythrocytes: 2.9 [4.2 - 5.9] 10"12/L; Hemoglobin: 91 [120 - 160] g/L;

2 (RX DAY 465): Erythrocytes: 2.7 [4.2 - 5.9] 10*12/L; Hemoglobin: 83 [120 - 160] g/L;

2 (RX DAY 466): Erythrocytes: 2.6 [4.2 - 5.9] 10"12/L: Hemoglobin: 82 [120 - 160] g/L;

2 (RX DAY 467): Hemoglobin: 89 [120 - 160] g/L; 2 (RX DAY 468): Erythrocytes: 3.2
[4.2 - 5.9] 10"12/L; Hemoglobin: 97 [120 - 160] g/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

20. (RX DAY 460): CT FACE W/O CONTRAST: UNREMARKABLE CT OF FACE; CT SCAN
ABDOMEN AND PELVIS: NO ACUTE INTRA-ABDOMINAL OR PELVIC ABNORMALITIES.
DEGENERATIVE CHANGES PRESENT THOUGHT THE LUMBAR SPINE. MULTIPLE CALCIFIED
GRANULOMAS IN THE SPLEEN; CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR
SPINE: NON DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3; CT
SCAN HEAD/BRAIN: NO ACUTE INTRACRANIAL ABNORMALITIES. CEREBRAL AND
CEREBELLER VOLUME LOSS AND PERIVENTRICULAR WHITE MATTER MICROANGIOPATHY;
CT SCAN THORAX/ CHEST: FRACTURE DISLOCATION OF T7 VERTEBRAL BODY POSTERIOR
DISPLACEMENT AND COMPRESSION OF SPINAL CANAL. AOS TYPE C. LARGE PREVERTEBRAL
HEMATOMA NOTES. LARGE RIGHT PLEURAL EFFUSIONN/HEMOTHORAX AND HYPOVENTIL;
CT THORACIC SPINE: COMPLETE POSTERIOR TRANSLATION OF T7 AND T8. AOS TYPE C. LARGE
RIGHT HEMOTHORAX. STRETCHING OF THE AZYGOUS VEIN AT THE FRACTURE SITE; CTA
NECK: UNREMARKABLE CTA OF THE NECK; MRI CERVICAL SPINE: NO ACUTE FRACTURE OF
CERVICAL SPINE. MODERATE TO SEVERE CERVICAL SPONDYLOSIS MOST PROMINENT AT THE
LEVEL OF C3-C4 AND C4-C5 AND MILD TO MODERATE NARROWING OF NUURAL FORAMINA
AT THE LEVER OF C3-C4 AND; MRI LUMBAR: NEGATIVE MRI FOR ACUTE LUMBAR VERTEBRAE
FRACTURE OR DISLOCATION. MODERATE LOWER LUMBAR SPONDYLOSIS WITH
INTERVERTEBRAL DISC DERANGEMENT PREDOMINATLY AT L3-L4 L4-L5, AND L5 TO S1.
RESULTING IN MILD SPI; MRI THORACIC SPINE: BACKGROUND OF DIFFUSE IDIOPATHIC
SKELETAL HYPEROSTOSIS, TRANSLATION ROTATION FRACTURE OF T6/7 WITH ANTERIOR

AE Stopped Rx Day 470

Duration of AE 11 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyMOTOR VEHICLE ACCIDENT

Discontinued Study Drug Due to NO

the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT
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Event #5: Serious Adverse Event

Event Description LARGE HEMOPNEUMOTHORAX
Preferred term NS 1 it

AE Onset Date / Rx Day onl / 460

Age at AE Onset 7

Laboratory Testing
B0l rx DAY 460): Hemoglobin: 133 [120 - 160] g/L; Potassium: 5.8 [3.5 - 5.1] mmol/L; |20l

(RX DAY 461): Er oc es: 3.9 [4.2 -5.9] 10r12/L; Hemoglobin: 123 [120 - 160] g/L; Potassium: 4.9 [3.5 -
5. 1] mmol/L (RX DAY 462): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 98 [120 - 160]
(RX DAY 463): Erythrocytes: 3.2 [4.2 - 5.9] 10"12/L; Hemoglobin: 99 [120 - 160] g/L;

(RX DAY 464): Erythrocytes: 2.9 [4.2 - 5.9] 10"12/L; Hemoglobin: 91 [120 - 160] g/L;
(RX DAY 465): Erythrocytes: 2.7 [4.2 - 5.9] 10*12/L; Hemoglobin: 83 [120 - 160] g/L;
(RX DAY 466): Erythrocytes: 2.6 [4.2 - 5.9] 10"12/L: Hemoglobin: 82 [120 - 160] g/L;

2 (RX DAY 467): Hemoglobin: 89 [120 - 160] g/L; 2 (RX DAY 468): Erythrocytes: 3.2
[4.2 - 5.9] 10"12/L; Hemoglobin: 97 [120 - 160] g/L
Microbiology
NOT REPORTED
SAE Supplemental Procedure
20. (RX DAY 460): CT FACE W/O CONTRAST: UNREMARKABLE CT OF FACE; CT SCAN
ABDOMEN AND PELVIS: NO ACUTE INTRA-ABDOMINAL OR PELVIC ABNORMALITIES.
DEGENERATIVE CHANGES PRESENT THOUGHT THE LUMBAR SPINE. MULTIPLE CALCIFIED
GRANULOMAS IN THE SPLEEN; CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR
SPINE: NON DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3; CT
SCAN HEAD/BRAIN: NO ACUTE INTRACRANIAL ABNORMALITIES. CEREBRAL AND
CEREBELLER VOLUME LOSS AND PERIVENTRICULAR WHITE MATTER MICROANGIOPATHY;
CT SCAN THORAX/ CHEST: FRACTURE DISLOCATION OF T7 VERTEBRAL BODY POSTERIOR
DISPLACEMENT AND COMPRESSION OF SPINAL CANAL. AOS TYPE C. LARGE PREVERTEBRAL
HEMATOMA NOTES. LARGE RIGHT PLEURAL EFFUSIONN/HEMOTHORAX AND HYPOVENTIL;
CT THORACIC SPINE: COMPLETE POSTERIOR TRANSLATION OF T7 AND T8. AOS TYPE C. LARGE
RIGHT HEMOTHORAX. STRETCHING OF THE AZYGOUS VEIN AT THE FRACTURE SITE; CTA
NECK: UNREMARKABLE CTA OF THE NECK; MRI CERVICAL SPINE: NO ACUTE FRACTURE OF
CERVICAL SPINE. MODERATE TO SEVERE CERVICAL SPONDYLOSIS MOST PROMINENT AT THE
LEVEL OF C3-C4 AND C4-C5 AND MILD TO MODERATE NARROWING OF NUURAL FORAMINA
AT THE LEVER OF C3-C4 AND; MRI LUMBAR: NEGATIVE MRI FOR ACUTE LUMBAR VERTEBRAE
FRACTURE OR DISLOCATION. MODERATE LOWER LUMBAR SPONDYLOSIS WITH
INTERVERTEBRAL DISC DERANGEMENT PREDOMINATLY AT L3-L4 L4-L5, AND L5 TO S1.
RESULTING IN MILD SPI; MRI THORACIC SPINE: BACKGROUND OF DIFFUSE IDIOPATHIC
SKELETAL HYPEROSTOSIS, TRANSLATION ROTATION FRACTURE OF T6/7 WITH ANTERIOR

AE Stopped Rx Day 470

Duration of AE 11 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative MOTOR VEHICLE ACCIDENT
Etiology

Discontinued Study Drug Due NO

to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT
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Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BRI 20 b OB, AR ED P EBMETH Y, ABT4% (735 F=7)
DR CTERLS NN R G SN, ABEEY, FHA, MRS, KRk o
L3 DA RAR OISR I DG % R L7,

Event 1~5 DR :

B9~ 5 IR (TR EVE BRI 2%, A5 2 RIEOME, ARBEOME, BEELLGERK, B
PREAR PR e OBAGE A (1 B 2 MRl Th o7z,

oll =0 W 0, B B, ST, WHER T, KRR L3 R
oz R L, 2o =0, aoEss, SR, BT, KRk
W OF L3 00 FifIHE S AR O SRR BT 5 L,
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wexgrkomngiz kL ooz, 0l =B e, s —regEsne, 20 s )
AR B, #ERAZ Y 2—rry FIZE D TS~TI O#%FEERSTFDIE, Insitu @ EHRFIC
Lo hwmmosronz, 0= B0, wEra—ramzsns, 20 =)0
B, #BFILEBEL, VY T—va VRBRICHRE L,

BHEINEESNL, Aot hay, 40200, U RAA CAMTH], miralax, 5732
Fr, Braxy s, MSarFr, 7= & =VHLfA, levaquin, racepinephrine, dextrose,
TNaAPEIINT TN, 47T ha vy ARl albuterol, 7 V¥~ y, TENTI/
Tov b RraRyRElL, TR RTI ) Toy s aF 4L BK, TR RTI )7 2 KON
VRIV U THoT,

Causality for UPADACITINIB (Blinded)

1) Motor vehicle accident (10028008) (Road traffic accident (10039203) ) [v.22.0] [10028008]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
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Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

2) Thoracic vertebral fracture (10049948) (Thoracic vertebral fracture (10049948) ) [v.22.0] [10049948]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

3) Fractured cervical spine (10017279) (Cervical vertebral fracture (10049946) ) [v.22.0] [10017279]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as perMfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

4) Hemopneumothorax (10060632) (Traumatic haemothorax (10074487)) [v.22.0] [10060632]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

5) Lumbar pedicle fracture (10081606) (Lumbar vertebral fracture (10049947)) [v.22.0] [10081606]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur
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Alternative Etiology for UPADACITINIB (Blinded)

Event of MOTOR VEHICLE ACCIDENT, CERVICAL SPINE FRACTURE, THORACIC SPINE
FRACTURE

- Investigator: MOTOR VEHICLE ACCIDENT

- AbbVie: EVENT IS MORE LIKELY RELATED TO UNEXPECTED, UNINTENTIONAL MOTOR
VEHICLE ACCIDENT.

Event of LARGE HEMOPNEUMOTHORAX
- Investigator: MOTOR VEHICLE ACCIDENT

- AbbVie: EVENT IS MORE LIKELY RELATED TO UNEXPECTED, UNINTENTIONAL MOTOR
VEHICLE ACCIDENT.

Event of NON DISPLACED FRACTURE OF BILATERAL PEDICLES OF L3
- Investigator: MOTOR VEHICLE ACCIDENT

- AbbVie: EVENT IS MORE LIKELY RELATED TO UNEXPECTED, UNINTENTIONAL MOTOR
VEHICLE ACCIDENT.

Relevant Laboratory & Other Diagnostic Tests

I 20l CHEST X-RAY: CHEST TUBE REMOVED

B 20l CHEST X-RAY: STATUS POST POSTERIOR FUSION OF THE THORACAL CERCIAL
SPINE. LOW LUNG COLUMES DUE TO POOR INSPIRATORY EFFORT WITH MINIMAL BASILAR
SUBSEGMENTAL ATELECTASIS

I 208l cT FACE W/O CONTRAST: UNREMARKABLE CT OF FACE
I 20l CT SCAN ABDOMEN AND PELVIS: NO ACUTE INTRA-ABDOMINAL OR PELVIC

ABNORMALITIES. DEGENERATIVE CHANGES PRESENT THOUGHT THE LUMBAR SPINE.
MULTIPLE CALCIFIED GRANULOMAS IN THE SPLEEN
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I 20l CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR SPINE: NON
DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3

I 20l CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR SPINE: NON
DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3

I 208l CT SCAN CHEST, ABDOMEN, PELVIS, THORACIS AND LUMBAR SPINE: NON
DISPLACED LINERAR FRACTURE THOUGHT THE BILATERAL PEDICLES OF L3

I 20l CT SCAN HEAD/BRAIN: NO ACUTE INTRACRANIAL ABNORMALITIES. CEREBRAL
AND CEREBELLER VOLUME LOSS AND PERIVENTRICULAR WHITE MATTER
MICROANGIOPATHY

. . 20. CT SCAN THORAX/CHEST: FRACTURE DISLOCATION OF T7 VERTEBRAL BODY
POSTERIOR DISPLACEMENT AND COMPRESSION OF SPINAL CANAL. AOS TYPE C. LARGE
PREVERTEBRAL HEMATOMA NOTES. LARGE RIGHT PLEURAL EFFUSIONN/HEMOTHORAX AND
HYPOVENTILATION CHANGES IN THE DEPENDENT ASPECT OR RIGHT LUNG.

I 208l cT THORACIC SPINE: COMPLETE POSTERIOR TRANSLATION OF T7 AND T8. AOS
TYPE C. LARGE RIGHT HEMOTHORAX. STRETCHING OF THE AZYGOUS VEIN AT THE
FRACTURE SITE

Il 20l CT THORAX/CHEST: FRACTURE DISLOCATION OF T7 VERTEBRAL WITH
POSTERIOR DISPLACEMENT. LARGE PREVERTABRAL HEMATOMA. LARGE RIGHT PLEURAL
EFFUSION/HEMOTHORAX ANDHYPOVENTILATION CHANGES IN THE DEPENDENT ASPECT OF
RIGHT LUNG.

I 20l cTA NECK: UNREMARKABLE CTA OF THE NECK
B 20l HEMOGLOBIN: 13.3 G/DL (normal 12 to 16)
I 20l HEMOGLOBIN: 9.8 G/DL (normal 12 to 16)
I 20l HEMOGLOBIN: 9.1 G/DL (normal 12 to 16)
I 20l HEMOGLOBIN: 8.2 G/DL (normal 12 to 16)
I 20l HEMOGLOBIN: 9.7 G/DL (normal 12 to 16)
[l 20l MR1 CERVICAL SPINE: NO ACUTE FRACTURE OF CERVICAL SPINE. MODERATE TO
SEVERE CERVICAL SPONDYLOSIS MOST PROMINENT AT THE LEVEL OF C3-C4 AND C4-C5 AND
MILD TO MODERATE NARROWING OF NUURAL FORAMINA AT THE LEVER OF C3-C4 AND C4-C5
AS DESCRIBED. BULKY CALCIFICATION OF ANTERIOR LONGITUDINAL LIGAMENTS,
SUGGESTIVE OF DIFFUSE SKELETAL HYPEROSTOSIS

[l 20l MRI LUMBAR: NEGATIVE MRI FOR ACUTE LUMBAR VERTEBRAE FRACTURE OR
DISLOCATION. MODERATE LOWER LUMBAR SPONDYLOSIS WITH INTERVERTEBRAL DISC
DERANGEMENT PREDOMINATLY AT L3-L4 L4-L5, AND L5 TO S1. RESULTING IN MILD SPINAL
CANAL STENOSIS AND MODERAL BILATERAL NEURAL FORAMINAL NARROWING.

I 20l MR1 THORACIC SPINE: BACKGROUND OF DIFFUSE IDIOPATHIC SKELETAL
HYPEROSTOSIS, TRANSLATION ROTATION FRACTURE OF T6/7 WITH ANTERIOR
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DISPLACEMENT OF THORACIC SPINE BELOW T7 LEVEL, ASSOCIATED POSTERIOR
LONGITUDINAL LIGAMENT DISRUPTION AND INJURIES OF INTERSPINOUS AND
SUPRASPINATUS LIGAMENT AT T7/8 THROUGH T9/10. NO EVIDENCE OF DISC PROTRUSTION OR
THORACIC SPINAL CORD COMPRESSION/TRANSECTION.

I 20l RED BLOOD CELLS: 3.94 X10**6/MCL (normal 4.2 to 5.9)

I 20l RED BLOOD CELLS: 3.16 X10**6/MCL (normal 4.2 to 5.9)

I 20l RED BLOOD CELLS: 2.88 X10**6/MCL (normal 4.2 to 5.9)

I 20l RED BLOOD CELLS: 2.64 X10**6/MCL (normal 4.2 to 5.9)

I 20l RED BLOOD CELLS: 3.22 X10%*6/MCL (normal 4.2 to 5.9)
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
=R X X X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD SI FEMALE WHITE
Medical History Onset Year

OTHER: IRRITABLE BOWEL SYNDROME
OTHER: CHRONIC BACK PAIN

OTHER: REACTIVE AIRWAY DISEASE
CHOLELITHIASIS

HEPATITIS: HEPATITIS C

HEPATITIS: TREATED HEPITATIS C

OTHER: JUXTAARTICULAR BONE FORMATION

OTHER: PSORIATIC NAIL DYSTROPHY
OTHER: PLAQUE PSORIASIS

DEPRESSION: MILD CONTROLLED DEPRESSION

HYPERTENSION

OTHER: ENDOMETRIOSIS

OTHER: SEASONAL ALLERGIES
GASTROESOPHAGEAL REFLUX DISEASE
OTHER: GASTRITIS

OTHER: PIRIFORMIS SYNDROME
OTHER: ROTATOR CUFF SUNDROME
CORONARY ARTERY DISEASE
OTHER: TROCHANTERIC BURSITIS
OTHER: SLEEP DISORDER

OTHER: HALLUX RIGIDUS

OTHER: OSTEOPENIA

19
19
19
19

—_
\O

[NOJ SO T (O T S N O I N T (S I NS T S I NS TN (S I ST S I (S I \S T S I \S ]
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Prior Procedures

Procedure Year

SURGERY: CHOLECYSTECTOMY 19

SURGERY: HYSTERECTOMY 2

SURGERY: CARDIAC CATH 2

SURGERY: LEFT GREAT TOE SURGERY 2

Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)
ABT-494 30MG  ORAL QD | B T 168
168
ABT-494 30MG  ORAL QD o P 130
169 298

Previous Therapy - Prior to baseline/enrollment

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

HEPATITIS B IMMUNIZATION NOT REPORTED  NOT REPORTED Y-M: 19

PEGINTERFERON 180 OTHER: MCG EVERY WEEK Y-M: 19

RIBAVIRIN 100 mg QID Y-M: 19

PARACETAMOL 625 mg BID Y-M: 20

LISINOPRIL 10 mg QD Y-M: 20

CETIRIZINE 10 mg QD Y-M: 2

FOLIC ACID 1 mg QD Y-M: 2

METHOTREXATE 15 mg EVERY WEEK Y-M: 2

PANTOPRAZOLE 40 mg QD Y-M: 2

IBUPROFEN 200 mg PRN Y-M: 2

ETANERCEPT 50 mg EVERY WEEK Y-M: 2

CYCLOBENZAPRINE 10 mg QD Y-M: 2

ACETYLSALICYLIC ACID 325 mg QD Y-M: 2

ROSUVASTATIN 10 mg QD Y-M: 2

CERTOLIZUMAB PEGOL 200 mg EVERY 2 Y-M: 2

WEEKS

APREMILAST 30 mg BID Y-M: 2088-

MULTIVITAMIN 1 mg QD Y-M: 2088-

ADALIMUMAB 40 mg EVERY 2 Y-M: 2088-

WEEKS
CALCIUM WITH VITAMIN D 600-800 OTHER: QD Y-M: 20.. /-358
MG/IU
MELOXICAM 15 mg QD y-M: 20 HI}/ -94
26
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ESCITALOPRAM

end of study

10 mg

QD

y-M: 20 HI}/ -65

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

Medication Name (WHO Dose/Units Frequency Start Year- Stop Year-
Drug) Month / RX Month / RX Day
Day
PARACETAMOL 625 mg BID Y-M: 20 ONGOING
LISINOPRIL 10 mg QD Y-M: 20 ONGOING
CETIRIZINE 10 mg QD Y-M: 2 ONGOING
FOLIC ACID 1 mg QD Y-M: 2 ONGOING
PANTOPRAZOLE 40 mg QD Y-M: 2 ONGOING
IBUPROFEN 200 mg PRN Y-M: 2 ONGOING
CYCLOBENZAPRINE 10 mg QD Y-M: 2 ONGOING
ACETYLSALICYLIC ACID 325 mg QD Y-M: 2 ONGOING
ROSUVASTATIN 10 mg QD Y-M: 2 ONGOING
MULTIVITAMIN 1 mg QD Y-M: 2 ONGOING
CALCIUM WITH VITAMIN  600-800 OTHER: QD y-M: 20 Jll/- oNGoING
D MG/IU 358
MELOXICAM 15 mg QD y-M: 20 l}/-  oNGoinG
94
ESCITALOPRAM 10 mg QD y-M: 20} /- oNGomNG
65
COMBIVENT 20/100 OTHER: BID y-M: 20Hl)/ y-M: 20}/
MCG 136 148
SODIUM CHLORIDE 1% PRN y-M: 20Hl)/ y-M: 20}/
136 148
KETOROLAC 30 mg QD y-M: 20 Hl)/ y-M: 20}/
299 299
MORPHINE 6 mg QD y-M:20Hl)/ y-M: 20}/
299 299
LEVOFLOXACIN 750 mg QD y-M: 20Hl)/ y-M: 20}/
299 301
METRONIDAZOLE 500 mg QD y-M:20Hl)/ y-M: 20}/
299 301
LEVOFLOXACIN 750 mg QD y-M: 20 Hl)/ y-M: 20}/
301 311
METRONIDAZOLE 500 mg oTHER: EVERY 8 Y-M: 20jJHl}/ Y-M: 20}/
HOURS 301 311
CIPROFLOXACIN 500 mg BID y-M:20Hl)/ y-M: 20}/
324 334
METRONIDAZOLE 500 mg TID y-M: 20 Hl)/ y-M: 20}/
324 334

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

Events of Interest

Event Description

DIVERTICULITS
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HER

Preferred term

AE Onset Date / Rx Day

Age at AE Onset

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure

> (Rx DAY 299): CT ABD PELVIS: ACUTE DIVERTICULITIS OF THE MID DESCENDING
COLON; TEMPERATURE OF 101.9: TEMPERATURE OBTAINED DURING EMERGENCY TRIAGE.
VITALS TAKEN AT 19:56

20} / 299 (1 DAY AFTER LAST TREATMENT)

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the YES

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

IBBRIHEE A b O, AgrE kEO stk ch v, ABT-494 (7% F=7)
DIRBR CTERIL SNIIRBRIERF G- Sh, 71— R 3 OBMEROFRERIL LT,

Event 2 D EEREE :
B3 2 IR E I E G E eRE, RAHZEUIRR, AEASNE, CHUFLHR, +EWNEGE, &i)E, B,
HEEVERE, BREE (1 B 0.5 5% 20 ) KOV EoBiggEE (1 B 2 MK Th

ST,

R, RO 24 W, ARBROBEHRT 7RISR BT, 20 A
B 1. ABT-494 O ERB LGB SN,

=l n, wmEEmEkERHELE,
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Wl = AP, BBREIER RO TARE LT, CT A% ¢ 2 X ) FBELIRD b,

pikmE sty sn-, 0E] A R0, s EEs L,

BHEINF-HEANL, A ha=%Y—/, toradol, E/LER, 7T —), LARTZTaxH oK

W levaquin ThH > 7z,

The patient's past medications include:

HUMIRA for PSORIATIC ARTHRITIS (J} [l 20l - Il I 20l

Causality for ABT-494 (Blinded)

1) Diverticulitis (10013538) (Diverticulitis (10013538) ) [v.22.0] [10013538]
Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

Alternative Etiology for ABT-494 (Blinded)

Event of DIVERTICULITIS
- Investigator: Not applicable.

- AbbVie: Risk factors include obesity, age, and current smoking status.

Relevant Laboratory & Other Diagnostic Tests

[l 20l cT ABDOMEN PELVIS: Acute diverticulitis of the mild ascending colon.
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#5E%ES N 0vestigator [

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
AU R X X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD SI MALE WHITE
Medical History Onset Year
OTHER: PLAQUE PSORIASIS 19
DIABETES MELLITUS: TYPE II 2
GASTROESOPHAGEAL REFLUX DISEASE 2
Prior Procedures Procedure Year
SURGERY: T4 AND T5 FRACTURE REPAIR 20§
Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

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

Date/Day Date/Day

ABT-494 30MG  ORAL QD | O W & E 168

168

ABT-494 30MG ~ ORAL QD R B 224
169 392

ABT-494 30MG ~ ORAL QD o /P 161

393 553
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
HERPES ZOSTER IMMUNIZATION NOT REPORTED NOT REPORTED Y-M: 19
PARACETAMOL 650 mg PRN Y-M: 19
NAPROXEN 220 mg QD Y-M: 20

RANITIDINE 75 mg PRN Y-M: 2
ETANERCEPT 50 mg EVERY WEEK Y-M: 2
METHOTREXATE 20 mg EVERY WEEK Y-M:2
METFORMIN 1500 mg QD Y-M: 2

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

PARACETAMOL 650 mg PRN Y-M: 1 ONGOING

NAPROXEN 220 mg QD Y-M: 2 ONGOING

RANITIDINE 75 mg PRN Y-M: 2 ONGOING

METFORMIN 1500 mg QD y-M: 20}/ oNGoING
-103

ATORVASTATIN 20 mg QD v-M: 20}/  oNGomNG
37

AUGMENTIN 875/125 mg BID y-M: 20jHI} Y-M: 20HI}/
450 455

CHERACOL 100-10 OTHER:  OTHER: 4-6 HOURS AS Y-M: 20f i}/ v-M: 20 i}/

MG/ML NEEDED 450 455

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest

Event Description UPPER RESPIRATORY INFECTION
Preferred term - ARE

AE Onset Date / Rx Day Fz / 450

Age at AE Onset 5

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
B0l R X DAY 450): CHEST X-RAY: NO ACUTE PULMONARY DISEASE.

AE Stopped Rx Day 455

Duration of AE 6 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION
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Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554
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BEREL, RO 24 W, ARBROBEHRT 7RI AN BT, 20 A
§ 1. ABT-494 O ERBLEABI SN,

will =8 ) B, smEa eEReeER L 20 =18 e, Rk Lz,

il =l e, EmEEADhOEwRAEESE ER) 2%l 20l e, w
CEAEONTADSI  EX N N R T

BH I N7-3AX, biotussin AC K ONA— T A F o ThoT-,

Causality for ABT-494 (Blinded)

1) Upper respiratory infection (10046300) (Upper respiratory tract infection (10046306) ) [v.22.0]
[10046300]

Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for ABT-494 (Blinded)
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Event of UPPER RESPIRATORY INFECTION
- Investigator: Not Applicable

- AbbVie: Event is common in the general population.

Relevant Laboratory & Other Diagnostic Tests

. - 20. CHEST X-RAY: No acute pulmonary disease
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#25%S [ 0nvestoator [

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
— MRS X
BN A2 X X X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD 6' FEMALE WHITE
Medical History Onset Year
OTHER: UTERINE PROLAPSE 19
HYPERTENSION 20
OTHER: HYPERCHOLESTEROLEMIA 20
OTHER: SEASONAL ALLERGIES 20
OTHER: PLAQUE PSORIASIS 20
OTHER: ACTINIC KERATOSIS 20
CANCER: SQUAMOUS CELL CARCINOMA IN SITU 20
OTHER: LACUNAR STROKE 20
OTHER: ENTHESOPATHY 20
OTHER: INSOMNIA 20
OTHER: JOINT PAIN 20
Prior Procedures Procedure Year
SURGERY: HERNIA REPAIR 19
SURGERY: HYSTERECTOMY 19
SURGERY: ELECTRODESSICATION AND CURETTAGE 20
SURGERY: COLONOSCOPY 20
Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2

Study Drug Administration

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

ABT-494 30MG  ORAL QD . A 161
1 161
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
ETANERCEPT 50 mg EVERY WEEK Y-M:

ETANERCEPT 50 mg EVERY WEEK Y-M:

HYDROXYZINE 25 mg QD Y-M: 2 /-281
APREMILAST 30 mg QD Y-M: 2 /-181
FOLIC ACID 1 mg QD Y-M: 2 /-138
METHOTREXATE 17.5 mg EVERY WEEK Y-M: 2 /-138
TRAMADOL 50 mg QD Y-M: 2 /-138

HERPES ZOSTER IMMUNIZATION

NOT REPORTED NOT REPORTED Y-M: 2

/-50

VARICELLA ZOSTER VACCINE 0.65 mL OTHER: ONCE Y-M:2 /-50

ATORVASTATIN 20 mg QD Y-M: 2 /-35

LISINOPRIL 20 mg QD Y-M: 2 /-35
35
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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

HYDROXYZINE 25 mg QD yM: 20 ll/-  oNGoING
281

FOLIC ACID 1 mg QD y-M: 20} /- oNGoinG
138

TRAMADOL 50 mg QD y-M: 20 ll/- oNGoiNG
138

METHOTREXATE 175mg  EVERY WEEK Y-M: 20JJHl}/-  y-M: 20}/
138 122

ATORVASTATIN 20 mg QD y-M: 20} /- oNGoinG
35

LISINOPRIL 20 mg QD y-M: 20 HIl /- Yy-m: 20/ 88
35

CEFTRIAXONE lg OTHER: ONCE Y-M: 20[HIll 88 Y-M: 20/ 88

LABETALOL 10mg  OTHER: ONCE Y-M: 20 [/ 88 Y-M: 20f |l / 88

SODIUM CHLORIDE 1000mL  OTHER: ONCE Y-M: 20|/ 88 Y-M: 20 [/ 88

CEFUROXIME 500 mg BID y-M: 20f- I/ 89 v-M: 20§ [l / 93

INFLUENZA VACCINE 0.5mL  OTHER: ONCE Y-M: 200-Jll/ 90 Y-M: 20[-Ill/ 90

ACETYLSALICYLIC ACID 81 mg QD y-M:20ff-ll/ 91  ONGOING

METOPROLOL 25 mg BID vym: 20/ oNGoing
101

METHOTREXATE 20mg  EVERY WEEK Y-M: 20l y-M: 20}/
123 162

METHOTREXATE 20mg  EVERY WEEK Y-M: 20}/  oNcomNG
184

Event #1: Serious Adverse Event

Event Description TRANSIENT GLOBAL AMNESIA
Preferred term — P s

AE Onset Date / Rx Day on./ 88

Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

B0l (RX DAY 88): URINE NPTST142-URINE CULTURE: NEGATIVE

SAE Supplemental Procedure

20. (RX DAY 88): CHEST X-RAY: NO EVIDENCE OF ACTIVE CHEST DISEASE; CT HEAD OR
BRAIN WITH OUT CONTRAST: CT IMAGING REVEALS NO EVIDENCE OF INTRACRANIAL
HEMORRHAGE OR STROKE, SHE DOES HAVE AN OLD LACUNAR STROKE.; EKG: NORMAL AXIS,
NORMAL INTERVALS, NO ACUTE ST OR T WAVE CHANGES, NORMAL SINUS RHYTHM AT 77
BPM; MRI BRAIN WITH OUT CONTRAST: NO ACUTE INTRACRANIAL ABNORMALITIES
IDENTIFIED

AE Stopped Rx Day 91

Duration of AE 4 DAYS
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Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology URINARY TRACT INFECTION

Discontinued Study Drug Due to the  NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #2: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Study Specific Adverse
Events of Interest, Positively Adjudicated Events

Event Description CORONARY STENOSIS
Preferred term SeEEp R B A2

AE Onset Date / Rx Day 2ol / 129
Age at AE Onset 6

Laboratory Testing

NOT REPORTED
Microbiology

NOT REPORTED

SAE Supplemental Procedure
0l RX DAY 129): ECHOCARDIOGRAM: EJECTION FRACTION OF 55%, MILD AS WITH
MILD TO MODERATE AI, AND MITRAL VALVE CALCIFICATION WITH MODERATE MITRAL
REGURITATION; 20l RX DAY 162): BILATERAL CAROTID DOPPLER DUPLEX
ULTRASOUND: NO HEMODYNAMICALLY SIGNIFICANT STENOSISIDENTIFIED. FLOW IN BOTH
VERTEBRAL ARTERIES IS ANTEGRADE TOWARD THE BRAIN; CARDIAC CATHETERIZATION:
80% LEFT MAIN AS WELL AS A 70% LESION OF THE RIGHT CORONARY ARTERY. EJECTION
FRACTION WAS 60-70%; CT CHEST/THORAX WITHOUT CONTRAST: EXTENSIVE CORONARY
ARTERY CALCIFICATION ARE PRESENT. THE THORACIC AORTA AND SUPRARENAL
ABDOMINAL AORTA ARE NORMAL. CALCIFICATION INVOLVING THE THORACIC AORTA.
SOME SCARRING IN THE APICES. LINEAR ATELE; 20} (RX DAY 163): CORONARY
ARTERY BYPASS GRAFTING X3: LEFT INTERNAL MAMMARY ARTERY TO THE LAD,
SAPHENOUS VEIN BYPASS GRAFTING TO THE OBTUSE MARGINAL, SAPHENOUS VEIN BYPASS
GRAFTING TO THE RIGHT POSTERIOR DECENDING ARTERY; EKG 12 LEAD: NORMAL SINUS
RYTHM, LOW VOLTAGE QRS, INFERIOR-POSTERIOR INFARCT, POSSIBLE ACUTE, T WAVE
ABNORMALITY, CONSIDER LATERAL ISCHEMIA, ACUTE MI/STEMI, CONSIDER RIGHT
VENTRICULAR INVOLVEMENT IN ACUTE INFERIOR; TRANSESOPHAGEAL
ECHOCARDIOGRAPHY: MILD MITRAL REGURGITATION, LV SYSTOLIC FUNCTION IS GOOD,NO
EVIDENCE OF INTERATRIAL SHUNTING; 0] (RX DAY 164): EKG 12 LEAD: NORMAL
SINUS RHYTHM, INFERIOR INFARCT, AGE UNDETERMINED

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by NO REASONABLE POSSIBILITY

Investigator

Investigator Alternative SUBJECTS MEDICAL HISTORY OF HTN AND HYPERCHOLESTEREMIA
Etiology AND FAMILY HISTORY OF CARDIAC ISSUES

Discontinued Study Drug  YES
Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT
Generat: I
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Program Source Code: [
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BB ELIE R & OB, APERE KED o Bkt Th Y, ABT-494 (735 L F=7)
DR CERIL SHBRIEN G Sh, — BRSO FEE R L,

Event 1 DEEREE :
B3~ 2RI I, miiE, oM R OEIEGEE Q2 MR) ThoT,

will =B, BB RE A R L,

sy, 2o A | pioss UsiatEnesk, SEEL, EEMED F U e & ORRIEZ Lo
7, FABEZB L, SREITRELLTRY, BDENLRELLI L 2RI TELT,
BAERE L TR TEONE I bbb Aahots, £, BAORKDENHT = L2T
Xiphotn, WREIEER LZZ L b TOAah-2R, BEDOHBHO@ES, HIZFE-
TVl W) HER L, WA L1332 Q0 e, HENER L CRERHCER TE T it
OMERZ TV ho T2, Kbk Rk omnEszs shi-, 0 =1 e, v
FITRBBEE DT O APt LTz, NIH AR ERAEEFHE A 77— I e Th o7z, CT AF v U
1T X 0 BB OBAREITERD B 728, BRIBES 7 FIMEE R oo T2, & HRD
TR GEEEAFR LN SN:) RHLNERY, ZRAKEHREZLOEE TH
LrEZLNE, BEISNEEAME, w7 rU TR kot 20l AR v
BRE L7,

BHINHEANX, A M ee— Wl AR, 7TAEY Y, IX_Zu—), B RaefxrUr
W, E7 N7V RO 7ad A THoT-,

Causality for ABT-494 (Blinded)

1) Transient global amnesia (10044380) (Transient global amnesia (10044380) ) [v.22.0] [10044380]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No
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Alternative Etiology for ABT-494 (Blinded)

Event of TRANSIENT GLOBAL AMNESIA
- Investigator: Urinary tract infection

- AbbVie: Event is more likely related to urinary tract infection diagnosed on the same day.

Relevant Laboratory & Other Diagnostic Tests

. - 20. CHEST X-RAY: No evidence of active chest disease

I 20l cT HEAD OR BRAIN WITHOUT CONTRAST: No evidence of intracranial hemorrhage or
stroke; old lacunar stroke

. - 20. EKG: Normal axis, normal intervals, no acute ST or T wave changes, normal sinus rhythm at 77
bpm

. - 20. MRI BRAIN WITHOUT CONTRAST: No acute intracranial abnormalities identified

I 20l URINE CULTURE: Culture-No growth.
Investigator No.:

Subject Number: -

Protocol Number: M15-554

BB ELIE R & OB, APERE KED o Bkt Th Y, ABT-494 (735 L F=7)
DR CERIL SRR G S, EBIRIED F5 258 L1,

Event 2 D FERAFRE :

B4 20l Tm 2 VAT v —) VilldE, &if)E, RmfiakE, ooX S, oRprERIE
K, BUEGEE QMARG) , OIEZEOZFIREE 7 Ohliikhs 30 fTOLMEEAIIE) |, iR
MO CAD FEEE (K81 , CAD KNI T —T VO ZEERE (hlikk) Th-o7z,

20l =10, W B 2 R LT,

wxgrspio 0 =) P e, IEmEmaEE GEER) BboT,
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Wl =P AEgoBmERAHE L,

20 A 0. BERE LR RO RO RLESLE 2 FBL L, ABE L=, SERIZD
BiREL & —B LTz, ECG RUMEAA 4~ — I — D& I TR - T, AERIIHT S
AR R 2 T, Ko G IAERIc L 20l =10 B richsnr-, 20 &
D100, e ias Lk,

BT D IBEERE Y= U — ¢ ARG (X AT T v — ML IR R O T O B0
(752 4) 2415 | BOLMETH -7, PEREFIIFBHEO L OHUR & S~ i % 1 5 Mk
FERR A K LT, WEDRFEHEIE (R F- O Rlilk 23 30 14T O MRZE 2 J60E L, Bl b DIBRAE %
TLE) BholIlinb, HRERNT T REO D MR E S Sh, EEOA
IR T VRIS 3 mm KPR ST FASR® B,

il =B P ¥BREETOEEURICAR LD, BRORDOELT—T MR
2o, MAEORE, £EBREIRIC 80% DA, LiEEIRIZ 70%DIAEN GO b vz, BEHER
1% 60%~70%Cd -7z, RAE LT I —RE CEKRFBIEITRD ST, #BEOENE pijitE
K QMR E DO KBRS BIERTBD HNTZZT TH Y, MAIFARETH -7,

wll = A BB EWRBEEIR S LAD 12255 TO CABG (3 » F1) , (RTEFHIRD ikt~
DA S AR, ARIEFAROA T 1 %@%A®A4ﬂ2@ﬁm,ﬁ$~®—ﬁ%N~777
U A A, KRIEFAROWESE PRI A 1T - 72, $03E 13 20D OFfc+08bH 2
o2t i), BERE IR OHIPE CY f— = Z It 25 2 LM CE DT,
il = A B B, W A R O I E A o TR SRR L2725, TSB (Vi 250cc)
EATo T2, FERERIT 20~25 TH o7z, WEREIIREEL TRV, AFEHET, Mricid Enio
oo WBREIIFBAEIAE R LTS, BRI DR T\ T, BERSIIRETH
Stt, RAHRIZT SR CEEET, HEEROWERARLD 2 LA ERD I ERTE, K
g cx-, 0l E AN, HEE T 7 o — AEEBINREI R X D L 2
r S, BB L7, RBRRHCANE S T L AT AR S hs,

5 X7 FA X nitrostat TdH o 7=,

Causality for ABT-494 (Blinded)

1) Coronary artery stenosis (10011089) (Coronary artery stenosis (10011089) ) [v.21.0] [10011089]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
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Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

Alternative Etiology for ABT-494 (Blinded)

Event of CORONARY STENOSIS
- Investigator: Subject's medical history of HTN and hypercholesterolemia and family history of cardiac issues.

- AbbVie: Risk factors include pre-existing hypertension, hypercholesterolemia and strong family history of
coronary heart disease.

Relevant Laboratory & Other Diagnostic Tests

B 20l o< 1MM GRAN: 1.2 % (normal 0.00 to 0.4)

. - 20. 12 LEAD EKG: Normal sinus rhythm, inferior infarct, age undetermined

. - 20. 12 LEAD EKG: Normal sinus rhythm, low voltage QRS, inferior-posterior infarct, possible acute,
t wave abnormality, consider lateral ischemia, acute mi/stemi, consider right ventricular involvement in acute
inferior infarct.

I 20l ABS IMM GRAN: 0.10 K/uL (normal 0.00 to 0.03)

B 20l ALT: 17 1UL (normal 14 to 54)

B 20l AsT: 27 1UL (normal 15 to 41)

I 20l BLOOD GLUCOSE: 126 mg/dL (normal 70 to 110)

Unknown date BLOOD GLUCOSE: 131 mg/dL (normal 70 to 110)

I 20l BL.OOD PRESSURE: 160/80

I 20l BOoDY TEMPERATURE: 97.3 F

I 20l BUN: 14 MMOL/L (normal 4 to 20)

B 20l cALCIUM: 9.1 mg/dL (normal 8.4 to 10.2)

B 20l cALCIUM: 7.4 mg/dL (normal 8.4 to 10.2)
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B 20l cALCIUM: 7.8 mg/dL (normal 8.4 to 10.2)

Unknown date CAROTID ULTRASOUND: No significant carotid lesions

B 20l CHEST X-RAY: Normal

. - 20. CHEST X-RAY: Postoperative CABG - 2 views: Cardiac silhouette is mildly prominent but
improved. Small pleural effusion on the left also appears improved. Atelectasis infiltrate within the left lung
base appears improved. Interstitial prominence within the lungs noted bilaterally, improved.

I 20l CHLORIDE: 97 MMOL/L (normal 101 to 111)

I 20l co2: 28 MMOL/L (normal 22 to 32)

B 20l co2: 21 MMOL/L (normal 22 to 32)

I 20l CREATININE: 0.9 mg/dL (normal 0.4 to 1.2)

. - 20. CT CHEST/THORAX: 1. The heart is not enlarged. Extensive coronary artery calcifications are
present. 2. The thoracic aorta and suprarenal abdominal aorta are normal caliber. 3. Calcification involving the
thoracic aorta as described above. 4. There is some scarring in the apices. 5. There are areas of line21r
atelectasis or scar in moder21te portions of the right upper lobe and left lower lobe. 6. No acute infiltrate, lung

mass, or pleural effusion is appreciated.

I 20l T CHEST/THORAX WITHOUT CONTRAST: Extensive coronary artery calcification are

present. The thoracic aorta and suprarenal abdominal aorta are normal. Calcification involving the thoracic aorta.

Some scarring in the apices. Linear atelectasis or scar in moderate portions of the right upper lobe and left lobe.
. - 20. CULTURE: Scant growth normal upper respiratory flora; no respiratory pathogens
I 20l p-DIMER: 1.52 FEU (normal >0.51)

. - 20. ECHOCARDIOGRAM: Ejection fraction of 55%, mild to moderate Al, and mitral valve
calcification with moderate mitral regurgitation.

. - 20. ECHOCARDIOGRAM: EF 55%, mild AS with mild to moderate Al, mitral valve calcification
with moderate MR

I 20l FIBRINOGEN: 127 mg/dL (normal 163 to 493)

B 20l GFR: 56.4 mL/min/1.73m2 (normal >60.0)

I 20l GRAM STAIN TRACHEA/ETT/ASPIRATE: Rare WBC's seen; no organism observed
I 20l HEMATOCRIT: 24.3 % (normal 35.0 to 47.0)

. - 20. HGB: 8.4 No units

I 20l 5GB: 11.9 G/DL (normal 11.3 to 15.8)

. - 20. INR: 1.5 No units
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I 20l iNR: 0.9 No units

B 20l LymPH: 15.0 % (normal 5.0 to 12.0)

I 20l MAGNESIUM: 2.0 mg/dL (normal 1.8 t0 2.5)
I 20l MAGNESIUM: 1.8 mg/dL (normal 1.8 t0 2.5)
I 20l McHC: 33.1 G/DL (normal 32 t0 36.6)

B 20l McV: 1029 FL (normal 81.6 t0 97.5)

I 20l NUCLEATED RBC: 0.4 No units (normal 0.0 to 0.2)

I 20l 02 SATURATION: 100 %

I 20l 02 SATURATION: 99.4 %

I 20l pco2: 32 mm/hg (normal 35.0 to 45.0)
I 20l pco2: 29.8 mm/hg (normal 35.0 to 45.0)
I 20l pH: 7.471 No units (normal 7.30 to 7.450)
I 20 pH: 7.484 No units (normal 7.30 to 7.450)
I 20 pH: 7.499 No units (normal 7.30 to 7.450)
I 20l PHOSPORUS: 1.8 mg/dL (normal 2.4 to 4.7)
I 20l PLATELET: 364 k/ul (normal 130 to 400)
. - 20. PO2: 87.1 mm/hg (normal 75.0 to 100.0)
I 20l po2: 282.4 mm/hg (normal 75.0 to 100.0)

B 20l poTASSIUM: 3.8 MMOL/L (normal 3.2 to 5.0)
I 20l PROTEIN: 4.7 G/DL (normal 6.1 to 7.9)
I 20l PROTIME: 17.1 SEC (normal 8.0 to 11.9)
I 20l PROTIME: 9.6 SEC (normal 8.0 to 11.9)
I 20l p11: 30.9 SEC (normal 25.4 t0 37.3)

I 20l p11: 30.1 SEC (normal 25.4 t0 37.3)

B 20 ruLsE: 75

I 20l RBC: 3.49 mAL (normal 3.88 to 5.29)
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I 20l RBC: 2.78 M/ul (normal 3.88 t0 5.29)

I 20l RESPIRATORY RATE: 30

I 20 sop1uM: 140 MMOL/L (normal 136 to 144)

Unknown date STRESS TEST: 3mm horizontal ST depression with exercise
B 20l 1HB: 9.1 G/DL (normal 12.0 to 18.0)

Unknown date TRANSESOPHAGEAL ECHO: No significant valvular disease with only mild mitral
regurgitation and mild aortic insufficiency

I 20l URINE CULTURE: No growth

I 20l Us CAROTID DUPLEX BILATERAL: 1. No hemodynamically significant stenosis identified.
2. Flow in both vertebral arteries is antegrade towards the brain.

B 20l WBC: 6.3 KUL (normal 4.0 to 10.8)

B 20l WBC: 8.4 KUL (normal 4.0 to 10.8)
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
Hz R B E X X
Treatment Group Age at Study Start Sex Race
ABT-494 15 mg QD 7I FEMALE WHITE
Medical History Onset Year
OTHER: TUBAL LIGATION 19
OTHER: POST MENOPAUSAL 19
OTHER: SHINGLES, OCCURRED ONCE 20
OTHER: PLAQUE PSORIASIS 20
HYPERTENSION 20
OTHER: OSTEOPENIA 20
EMPHYSEMA/CHRONIC OBSTRUCTIVE PULMONARY DISEASE 20

Prior Procedures

Procedure Year

Not reported.

Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route  Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 I5MG ~ ORAL QD | B W LU 86
1 86
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
/ RX Day
FOLIC ACID 1 mg QD v-M: 20l
INFLIXIMAB 400 mg OTHER: EVERY 8 Y-M: 20f-
WKS
MELOXICAM 15 mg QD
COLECALCIFEROL 2000 TU QD
AMLODIPINE 2.5mg QD
METHOTREXATE 10 mg EVERY WEEK
267
UMECLIDINIUM | OTHER: PUFF PRN y-m: 20 i)/ -
168

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
FOLIC ACID 1 mg QD Y-M: 2 ONGOING
MELOXICAM 15 mg QD Y-M: 2 ONGOING
COLECALCIFEROL 2000 U QD Y-M: 2 ONGOING
AMLODIPINE 2.5 mg QD Y-M: 2 ONGOING
METHOTREXATE 10mg  EVERY WEEK Y-M:2 ONGOING
267
UMECLIDINIUM | OTHER: PUFF  PRN y-M: 20 ll/-  oNGoing
168
TRAMADOL 50 mg PRN y-M: 20} /90 oNGoING

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug
Event Description WORSENING PSORIATIC ARTHRITIS

Preferred term 7R B BN IE
AE Onset Date / Rx Day onl/ 86
Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

Il Rx DAY 90): DOPPLER'S BILATERALLY: NEGATIVE FOR DVT; [JJ2ol] ®Rx DAY
100): DRAIN FLUID FROM RIGHT LEG: UNKNOWN

AE Stopped Rx Day 90 (4 DAYS AFTER LAST TREATMENT)
Duration of AE 5 DAYS
Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY
Investigator Alternative Etiology PSORIATIC ARTHRITIS
Discontinued Study Drug Due to the  YES
Event
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SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BT D O, ARREKED P skt Th Y, ABT-494 (7352 F=7)
DRI TERAL S NN 5 SN, SRHEEGAE O RS2 %3 L,

Event 1 DEEREE :
BEhE I 295 R I E S (1 H 0.5 % 24 A4[E)) , PARR%:, woRerERddize, mimE, V&0
BLERIE S L ORI RYYE (BEka) CTh o7,

o B3 Kl ERE T SEta i de A ES DN ERR O
REALITIHR LT,

il =l A B v, s, REESTROIDIZ KA W PR L 3 AR
B L OOV BT OB 2 RBUC L 0, ABEL7, #BREORINCL D L, FEmIEHX
MO THES) L THVER) T, REAM TELL, IR L, FIRBRIRIL
WEEE O TS B (RLHE72 L) | A~ — BN o 7o, TR LORUR, 3 1L R,
MR, BEBEMEIR AL, A EIRILER D SR o 7, INE DVT oMb L2 <, Bk MR
12 B B IR0 D h oo, KRR TDN, PUAEWEOR G-Ik Sz, 72, PCP
ROV v FEMEC L s EE R Es T 2k tho 20 EI B P,
FLIBBE LTz,

will =l e, AT RLF—vniTbhi,

BEINEZEANTI NI~ R—=1rThoT,

The patient's past medications include:

INFLIXIMAB for PSORIATIC ARTHRITIS (J}j [l 20l - I Il 2l

Causality for UPADACITINIB (Blinded)
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1) Psoriatic arthritis aggravated (10037161) (Psoriatic arthropathy (10037162) ) [v.22.0] [10037161]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for UPADACITINIB (Blinded)

Event of WORSENING PSORIATIC ARTHRITIS
- Investigator: Psoriatic arthritis

- AbbVie: Event is more likely related to pre-existing psoriatic arthritis.

Relevant Laboratory & Other Diagnostic Tests

I 20l POPPLER BILATERALLY: Negative for DVT. Noted right Backer's cyst.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
FErR B2 AL X
FEEL X X
Treatment Group Age at Study Start Sex Race
Placebo/ABT-494 30 mg QD 7I MALE WHITE
Medical History Onset Year
OTHER: ANKLE FRACTURE 19
OTHER: COLONOSCOPY 2
DEPRESSION: CONTROLLED 2
SEXUALLY TRANSMITTED DISEASE: GENITAL HERPES II NOT IN PSORIASIS 2
AREA
OTHER: PLAQUE PSORIASIS 2
ANEMIA: N/A 2
CHOLECYSTITIS 2
SLEEP APNEA 2
HYPERLIPIDEMIA: CONTROLLED 2
DIABETES MELLITUS: TYPE 2 2
HYPERTENSION 2
OTHER: EDEMA 2
OTHER: NEUROPATHY 2
OTHER: HIGH GRADE AV BLOCK WITH 2ND DEGREE AVB & TRIFASCICULAR 2

BLOCK
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Prior Procedures

Procedure Year

SURGERY: TONSILLECTOMY 19
SURGERY: ANKLE FRACTURE REPAIR 19
SURGERY: CHOLECYSTECTOMY 2
SURGERY: DUAL PERMANENT PACEMAKER IMPLANT 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
PLACEBO ORAL QD | A B X[ 168
168
ABT-494 30MG  ORAL QD R R 139
169 307

Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-

Month / RX

Day
IBUPROFEN 800 mg PRN v-M: 200
VALACICLOVIR 500 mg PRN Y-M: 2
IRON 324 mg QD Y-M: 2
ETANERCEPT 50 mg EVERY WEEK Y-M: 2
PRAVASTATIN 40 mg QD Y-M: 2
GOLIMUMAB 50 mg OTHER: EVERY 4 Y-M: 2
WEEKS
ADALIMUMAB 40 mg EVERY 2 WEEKS Y-M:
HERPES ZOSTER IMMUNIZATION NOT REPORTED NOT REPORTED  Y-M:
SECUKINUMAB 300 mg OTHER: EVERY 4 Y-M:
WEEKS
COLECALCIFEROL 1000 IU QD Y-M:
CYANOCOBALAMIN 1000 OTHER: MCG QD Y-M:
CALCIUM 1 OTHER: TAB PRN Y-M:
OTHER RESPIRATORY SYSTEM UNKNOWN OTHER: QD Y-M:
PRODUCTS UNKNOWN
FOLIC ACID 1 mg QD Y-M: 2
METFORMIN 850 mg BID Y-M: 2
ACETYLSALICYLIC ACID 81 mg QD Y-M: 2
AMLODIPINE 2.5 mg BID Y-M: 2
FUROSEMIDE 20 mg QD Y-M: 2
LISINOPRIL 20 mg BID Y-M: 2
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METHOTREXATE 20 mg
FISH OIL 1200 mg
GABAPENTIN 100 mg
HYDRALAZINE 10 mg
POTASSIUM 20 mEq
AMLODIPINE 2.5mg

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

end of study

EVERY WEEK

BID
BID
BID
QD
QD

Medication Name (WHO Drug) Dose/Units Frequency Start Year- Stop Year-
Month / RX Month / RX
Day Day
IBUPROFEN 800 mg PRN Y-M: 2 ONGOING
VALACICLOVIR 500 mg PRN v-M: 200 Y-M: 20 i}/
309
IRON 324 mg QD Y-M: 2 ONGOING
PRAVASTATIN 40 mg QD Y-M: 2 ONGOING
COLECALCIFEROL 1000 TU QD Y-M20fffF ONGOING
CYANOCOBALAMIN 1000 OTHER: MCG QD YM.20. ONGOING
CALCIUM 1 OTHER: TAB PRN YM.ZO. ONGOING
OTHER RESPIRATORY SYSTEM UNKNOWN OTHER: QD y-M20f} oNGoING
PRODUCTS UNKNOWN
FOLIC ACID 1 mg QD Y-M: 2 ONGOING
METFORMIN 850 mg BID Y-M: 2 ONGOING
ACETYLSALICYLIC ACID 81 mg QD Y-M20fffF ONGOING
FUROSEMIDE 20 mg QD YM.ZO. ONGOING
METHOTREXATE 20 mg EVERY WEEK YM.20. ONGOING
FISH OIL 1200 mg BID YM.ZO. ONGOING
GABAPENTIN 100 mg BID YM.ZO. ONGOING
HYDRALAZINE 10 mg BID YM.ZO. ONGOING
POTASSIUM 20 mEq QD y-M 20} oNGoING
AMLODIPINE 5 mg BID Y-ﬁ: 20} oNGoNG
/65
LOSARTAN 25 mg QD v-M: 20} oNGoING
/156
METOPROLOL 50 mg QD v-M: 20} oNGoING
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B o7
ACICLOVIR 700 mg TID v-M: 20 y-M: 20 HI}/
B 300 309
AMPICILLIN 2000 mg OTHER: EVERY 4 Y-M: 20} Y-M: 20 i}/
HOURS B 300 309
CEFEPIME 2¢g BID v-M: 20 y-M: 20jHI}/
B 300 309
VANCOMYCIN 1250 mg BID v-M: 20 y-M: 20jHI}/
B 300 309
VALACICLOVIR lg TID Yﬁ/I: 20 oNGoiNG
/309
AMOXI-CLAVULANICO 875 mg BID v-M: 20 y-M: 20jHI}/
/309 316
MINOCYCLINE 100 mg BID v-M: 20 y-M: 20jHI}/
/309 316
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Event #1: Serious Adverse Event

Event Description ALTERED MENTAL STATUS
Preferred term KR REZR L,

AE Onset Date / Rx Day on. /306

Age at AE Onset 7

Laboratory Testing

0l (Rx DAY 306): Blood: POS + 1 [NOT REPQRTED - NOT REPORTED] UNIT NOT
REPORTED; Creatinine: 132.6 [61.88 - 114.92] umol/L; [ l20l] ®Rx DAY 307): NPTSTO14-
ARTERIAL BLLOD GAS PO2: 65 [83 - 108] mmHg; NPTST015-ARTERIAL BLOOD GAS PCO2: 30.9 [35 -
48] mmHg; NPTST016-ARTERTAL BLOOD GAS PH: 7.49 [7.35 - 7.45] UNIT NOT REPORTED;
NPTST017-ARTERIAL O2 SATURATION: 94.1 [95 - 99] %; NPTST024-BLOOD GAS HEMOGLOBIN: 9.9
[13.5 - 18] g/dL; NPTST025-BLOOD GAS 02 HEMOGLOBIN: 92.1 [94 - 98] %; NPTST081-LACTATE
DEHYDROGENASE: 279 [85 - 245] U/L; NPTST083-LACTIC ACID BLOOD LEVEL: 4.2 [0.9 - 1.7]
mmol/L; 20f] (RX DAY 308): NPTST043-CSF LYMPHOCYTE: 34 [40 - 80] %; NPTST044-CSF
MONOCYTE: 53[15 - 45] %: NPTST045-CSF NEUTROPHILS: 13 [0 - 6] %; NPTST046-CSF PROTEIN: 74
[15 - 45] mg/dL; _20. (RX DAY 309): Calcium: 1.97 [2.12 - 2.52] mmol/L; Chloride: 112 [98 - 107]
mmol/L; Erythrocytes: 3 [4.5 - 6] 10*12/L; Hematocrit: 0.29 [0.4 - 0.52] fraction of 1; Hemoglobin: 96 [135 -
180] g/L; NPTST029-C REACTIVE PROTEIN: 4.9 [0 - 0.3] mg/dL; Protein: 210 [0 - 120] mg/L
Microbiology

NOT REPORTED

SAE Supplemental Procedure

B0l (Rx DAY 306): CT HEAD W/O CONTRAST: NO CT EVIDENCE FOR ACUTE
INTRACRANIAL ABNORMALITY; DX CHEST 1 VIEW PORT: NO ACUTE RADIOGRAPHIC
ABNORMALITY OF THE CHEST; 20f] (RX DAY 307): DX CHEST 1 VIEW PORT: AP VIEW OF
THE CHEST. CARDIAC SILHOUETTE IS NORMAL IN SIZE. DUAL-LEAD PACEMAKER, WITH
STABLE LEAD POSITION. NO DEVELOPING CONSOLIDATION OR PLEURAL FLUID. OSSEOUS
STRUCTURES ARE INTACT.; FLUROSCOPIC-GUIDED LUMBAR PUNCTURE: INDICATION:
INFECTION  SUCCESSFUL FLUOROSCOPIC-GUIDED LUMBAR PUNCTURE

AE Stopped Rx Day 309 (2 DAYS AFTER LAST TREATMENT)

Duration of AE 4 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology PRESUMED INFECTION

Discontinued Study Drug Due to the  NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION
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Event #2: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description FEVER
Preferred term FREN

AE Onset Date / Rx Day on. /306
Age at AE Onset 7

Laboratory Testing

0l (Rx DAY 306): Blood: POS + 1 [NOT REPQRTED - NOT REPORTED] UNIT NOT
REPORTED; Creatinine: 132.6 [61.88 - 114.92] umol/L; [ l20l] ®Rx DAY 307): NPTSTO14-
ARTERIAL BLLOD GAS PO2: 65 [83 - 108] mmHg; NPTST015-ARTERIAL BLOOD GAS PCO2: 30.9 [35 -
48] mmHg; NPTST016-ARTERIAL BLOOD GAS PH: 7.49 [7.35 - 7.45] UNIT NOT REPORTED;
NPTST017-ARTERIAL O2 SATURATION: 94.1 [95 - 99] %; NPTST024-BLOOD GAS HEMOGLOBIN: 9.9
[13.5 - 18] g/dL; NPTST025-BLOOD GAS 02 HEMOGLOBIN: 92.1 [94 - 98] %; NPTST081-LACTATE
DEHYDROGENASE: 279 [85 - 245] U/L; NPTST083-LACTIC ACID BLOOD LEVEL: 4.2 [0.9 - 1.7]
mmol/L; 20f] (RX DAY 308): NPTST043-CSF LYMPHOCYTE: 34 [40 - 80] %; NPTST044-CSF
MONOCYTE: 53[15 - 45] %: NPTST045-CSF NEUTROPHILS: 13 [0 - 6] %; NPTST046-CSF PROTEIN: 74
[15 - 45] mg/dL; _20. (RX DAY 309): Calcium: 1.97 [2.12 - 2.52] mmol/L; Chloride: 112 [98 - 107]
mmol/L; Erythrocytes: 3 [4.5 - 6] 10*12/L; Hematocrit: 0.29 [0.4 - 0.52] fraction of 1; Hemoglobin: 96 [135 -
180] g/L; NPTST029-C REACTIVE PROTEIN: 4.9 [0 - 0.3] mg/dL; Protein: 210 [0 - 120] mg/L
Microbiology

NOT REPORTED

SAE Supplemental Procedure

B0l (Rx DAY 306): CT HEAD W/O CONTRAST: NO CT EVIDENCE FOR ACUTE
INTRACRANIAL ABNORMALITY; DX CHEST 1 VIEW PORT: NO ACUTE RADIOGRAPHIC
ABNORMALITY OF THE CHEST; 20} (RX DAY 307): DX CHEST 1 VIEW PORT: AP VIEW OF
THE CHEST. CARDIAC SILHOUETTE IS NORMAL IN SIZE. DUAL-LEAD PACEMAKER, WITH
STABLE LEAD POSITION. NO DEVELOPING CONSOLIDATION OR PLEURAL FLUID. OSSEOUS
STRUCTURES ARE INTACT.; FLUROSCOPIC-GUIDED LUMBAR PUNCTURE: INDICATION:
INFECTION  SUCCESSFUL FLUOROSCOPIC-GUIDED LUMBAR PUNCTURE

AE Stopped Rx Day 309 (2 DAYS AFTER LAST TREATMENT)
Duration of AE 4 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the  YES

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BT b O, ARREEED P BMTH Y, ABT-494 (7352 F=7)
DI TEAL SNV 5 SN, FBR ORI (Lo F 52 R3 L1,
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Event 1 T8 2 DEERZE :

B3 2RI cMEEE (1 H 258% 28 /) , 22> he— /LR H O, FfiEMERIREIZ%K, 2
BBEIRIG, T 2 T ILF ¢ R —KAR— A A =T —BHl, HE2ED AVB K= W T 1 v 7 &
I L— RO AV T ay s, RN EOBEGES (1 B 2K Thot,

WEREL, RO 24 R, ARBROSHT 7R An b Toz, 20 ]
AR, ABT-494 Ottt 53 BAMA ST,

oy | | 1 EREE SaEs s VA ciiN oA B DN a6
R BEZE I 2R L7,

il =L 0, EBRFFER 222 L, RHRESL, REAHORML OB O
HABE LTz, A FLEME DS 4.2 mmol/L (0.9~1.7) (ZHML TR Y, MMIED ATREMEN & - 7=,
APEB I A AL RO ACET OREFERIEE I HE S BiA2SEE & 2 2 shi-, 20 4[]
AR, B L,

BHESNIEEAT, ~FE—L, YA 7V Ly, TUrETVIY, YET VI A,
valacyclovir, 7EXT vV « 777 UBRONya~vA T Thoi,

The patient's past medications include:

ENBREL for PSORIATIC ARTHRITIS (N 20l - I 20l
SIMPONT for PSORIATIC ARTHRITIS (J} [l 20l - I 2ol
HUMIRA for PSORIATIC ARTHRITIS (i 20l - I 20

SECUKINUMARB for PSORIATIC ARTHRITIS (Jj [l 20l - I Il 2l

Causality for ABT-494 (Blinded)

1) Fever (10016558) (Pyrexia (10037660)) [v.21.0] [10016558]
Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): Reasonable possibility
Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable
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2) Mental status changes (10048294) (Mental status changes (10048294) ) [v.21.0] [10048294]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for ABT-494 (Blinded)

Event of FEVER
- Investigator: NOT APPLICABLE

- AbbVie: NOT APPLICABLE

Event of ALTERED MENTAL STATUS

- Investigator: PRESUMED INFECTION.

- AbbVie: EVENT IS MORE LIKELY RELATED TO FEVER AND PRESUMED INFECTION.

Relevant Laboratory & Other Diagnostic Tests

I 20l ARTERIAL BLOOD GAS PO2: 65 mmHg (normal 83 to 108)
I 20l ARTERIAL BLOOD GAS PCO2: 30.9 mmHg (normal 35.0 to 48.0)
I 20l 31.00D GAS HEMOGLOBIN: 9.9 G/DL (normal 13.5 to 18.0)
I 20l 31L.00D GAS 02 HEMOGLOBIN: 92.1 % (normal 94.0 to 98.0)
I 20l C-REACTIVE PROTEIN: 4.9 mg/dL (normal 0.0 to 0.3)

B 20l cAaLciuM: 7.9 mg/dL (normal 8.5 to 10.1)

I 20l CHLORIDE: 112 MEQ/L (normal 98 to 107)
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I 20l CREATININE: 1.50 mg/dI (normal 0.70 to 1.30)
I 20l CSF LYMPHOCYTE: 34 % (normal 40 to 80)
I 20l CSF MONOCYTE: 53 % (normal 15 to 45)
I 20l CSF NEURTOPHILS: 13 % (normal 0 to 6)
I 20l CSF PROTEIN: 74 mg/dL (normal 15 to 45)

I 20l cT HEAD W/O CONTRAST: NO CT EVIDENCE FOR ACUTE INTRACRANIAL
ABNORMALITY

[l 20l pX CHEST 1 VIEW PORT: NO ACUTE RADIOGRAPHIC ABNORMALITY OF THE
CHEST

I 20l DX CHEST 1 VIEW PORT: AP VIEW OF THE CHEST. CARDIAC SILHOUETTE IS
NORMAL IN SIZE. DUAL-LEAD PACEMAKER, WITH STABLE LEAD POSITION. NO DEVELOPING
CONSOLIDATION OR PLEURAL FLUID. OSSEOUS STRUCTURES ARE INTACT.

- 20. FLUROSCOPIC-GUIDED LUMBAR PUNCTURE: INDICATION: INFECTION
SUCCESSFUL FLUOROSCOPIC-GUIDED LUMBAR PUNCTURE

B I 20l HEMATOCRIT: 28.5 % (normal 40.0 to 52.0)

I 20l HEMOGLOBIN: 9.6 G/DL (normal 13.5 to 18.0)

I 20l LACTATE DEHYDROGENASE: 279 U/L (normal 85 to 245)
I 20l LACTATE DEHYDROGENASE: 279 U/L (normal 85 to 245)
I 20l LACTIC ACID BLOOD: 4.2 MMOL/L (normal 0.9 to 1.7)

I 20l LACTIC ACID BLOOD LEVEL: 4.2 MMOL/L (normal 0.9 to 1.7)
I 20l PROTEIN: 21 mg/dL (normal 0 to 12)

I 20l RED BLOOD CELLS: 2.96 M/uL (normal 4.50 to 6.00)

B 20l URINE: POS + 1-negative
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
B MRS RAE IE X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD SI MALE WHITE
Medical History Onset Year
OTHER: DEVIATED SEPTUM 2
OTHER: CHRONIC NECK PAIN 2
HYPOTHYROIDISM 2
OTHER: HYPOGONADISM 2
OTHER: INSOMNIA 2
OTHER: MUSCLE SPASMS 2
OTHER: PLAQUE PSORIASIS 2
OTHER: RIGHT INDEX FINGER LACERATION WOUND REPAIR 2
BENIGN PROSTATIC HYPERPLASIA 2
Prior Procedures Procedure Year
SURGERY: TONSILLECTOMY 19
SURGERY: SINUS SURGERY 19
Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day
ALCOHOL NEVER
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Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 30MG ~ ORAL QD | BT X 168
168
ABT-494 30MG ~ ORAL QD R A 224
169 392

ABT-494 30MG ~ ORAL QD - W E /
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month

/ RX Day
MELOXICAM 15 mg QD v-M: 20
THYROID 30 mg QD Y-M: 2
ZOLPIDEM 10 mg QD Y-M: 2
VICODIN 10/325 mg QID Y-M: 2088-
SECUKINUMAB 150 mg OTHER: EVERY 4 Y-M: 2088-

WEEKS
TIZANIDINE 15 mg QD Y-M: 2088-
ACETYLSALICYLIC ACID 81 mg QD Y-M: 20081 / -
268

CIPROFLOXACIN 500MG mg BID y-M: 20jHI}/ -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
MELOXICAM 15 mg QD Not reported.
THYROID 30 mg QD Not reported.
ZOLPIDEM 10 mg QD Not reported.
VICODIN 10/325 mg QID Not reported.
TIZANIDINE 15 mg QD Not reported.
ACETYLSALICYLIC ACID 81 mg QD Not reported.
CIPROFLOXACIN 500MG mg BID Not reported.

Event #1: Serious Adverse Event
Event Description WORSENING BENIGN PROSTATIC HYPERTROPHY

Preferred term B AERT ST IR AEIE
AE Onset Date / Rx Day on. /97
Age at AE Onset 5

Laboratory Testing

NOT REPORTED

Microbiology
0l (Rx DAY 97): OTHER BLADDER STONE NPTST100-PATHOLOGY: NEGATIVE; OTHER
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PROSTATE TISSUE NPTST100-PATHOLOGY: NEGATIVE
SAE Supplemental Procedure

20. (RX DAY 97): CYSTOSCOPY WITH CLOT EVACUATION AND FULGURATION OF
BLEEDER: THE FOLEY CATHETER WAS REMOVED PRIOR TO PREPPING AND THE 24-FRENCH
CONTINUOUS FLOW IGLESIAS RESECTOSCOPE SHEATH WAS PLACED THROUGH THE
URETHRA INTO THE BLADDER. THE OBTURATOR WAS REMOVED AND THE RESEC

AE Stopped Rx Day 97

Duration of AE 1 DAY

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyHISTORY OF BENIGN PROSTATIC HYPERTROPHY

Discontinued Study Drug Due to NO
the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

IBBRIHEE A b O, ApREkEO Bk TH Y, ABT-494 (V¥ F=7)
DOIRERCEML SN IRBRIEDH G S, BRYERNZBIERE(LO R 2R B LT,

Event 1 DEEREE :
B~ 2 9 R 1 BAERT N R AEKSE T - 7=,

il =l NP s ez s L 0ol =D e, B
AE AR AL % L7z,

Wl =l AP BEETE SO RIRERIAT RGBT O 72 b AR Ui, EBESER
AR MR R e O kL k9 2w E sy on -, 2o = A | n, s L,

The patient's past medications include:
SECUKINUMARB for PSORIATIC ARTHRITIS (Jj Il 20l - Il 20l

Causality for ABT-494 (Blinded)
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1) Benign prostatic hypertrophy (10004447) (Benign prostatic hyperplasia (10004446) ) [v.20.1]
[10004447]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for ABT-494 (Blinded)

Event of WORSENING BENIGN PROSTATIC HYPERTROPHY
- Investigator: History of benign prostatic hypertrophy.

- AbbVie: Event is pre-existing and is more likely related to subject's age.

Relevant Laboratory & Other Diagnostic Tests

. - 20. CYSTOSCOPY: The foley catheter was removed prior to prepping and the 24-french continuous
flow iglesias resectoscope sheath was placed through the urethra into the bladder. The obturator was removed

and the resectoscope was placed through the sheath. Clots were evacuated from the bladder. There were approx.

350 ml of old clots. The resectoscope was removed and the 22-french 3-way foley catheter was placed through
the urethra into the bladder.

. - 20. PATHOLOGY: Prostate tissue: Negative Bladder stone: Negative
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest
Event Study Drug

DD X

Treatment Group Age at Study Start Sex Race

ABT-494 30 mg QD 4' MALE WHITE

Medical History Onset Year

OTHER: TONSILLITIS 19

OTHER: PLAQUE PSORIASIS 2

OTHER: TOOTH INFECTION 2

TUBERCULOSIS: LATENT 2

GASTROESOPHAGEAL REFLUX DISEASE 2

HYPOTHYROIDISM 2

OTHER: HYPERCHOLESTEROLEMIA 2

Prior Procedures Procedure Year

SURGERY: TONSILLECTOMY 19

SURGERY: ROOT CANAL 2

Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)
ABT-494 30MG ~ ORAL QD R R 168
168
ABT-494 30MG ~ ORAL QD BE-E Bl 3+ 226
169

ABT-494 30MG ~ ORAL o0 Rl 395 /

Previous Therapy - Prior to baseline/enrollment

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

/RXDay
METHOTREXATE 15 mg EVERY WEEK Y-M: 2088-
NAPROXEN 220 mg QD Y-M: 2088-
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METHOTREXATE

APREMILAST
ISONIAZID
PYRIDOXINE

SECUKINUMAB

LEVOTHYROXINE
PANTOPRAZOLE

15 mg EVERY WEEK

30 mg BID

300 mg QD

25 mg QD

300 mg OTHER:

MONTHLY

50 OTHER: MCG QD

40 mg QD

Y-M:
Y-M:
Y-M:
Y-M:
Y-M:

Y-M: 2088-
Y-M: 2088-

[NOJNN S (O I (ST
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- Stop Year-
Month /RX Month / RX
Day Day
NAPROXEN 220 mg QD Y-M: 2 Not reported.
LEVOTHYROXINE 50 OTHER: MCG QD Y-M: 2 Not reported.
PANTOPRAZOLE 40 mg QD Y-M: 2 Not reported.
SIMVASTATIN 10 mg QD Y-M: 2 /" Not reported.
23
DILTIAZEM 360 mg o y-M:20fHl}/ y-m: 20
23 23
ADENOSINE UNKNOWN OTHER: PRN  Y-M: 20l y-M: 20/
UNKNOWN 23 24
DILTIAZEM 5/15 OTHER: MG/HR PRN  Y-M: 20l y-M: 2o/
23 24
MEPIVACAINE 10 mL BID  Y-M: 20fHl}/ v-m: 20}/
51 51
MEPIVACAINE 7 mL oTHER:  Y-M: 20jHl}/ v-M: 20 i}/
ONCE 51 51
RADIOTHERAPY UNKNOWN OTHER: oTHER:  Y-M: 20jHl}/ v-M: 20} i}/
UNKNOWN ONCE 51 51
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Event #1: Serious Adverse Event

Event Description ATRIAL FIBRILLATION WITH RAPID VENTRICULAR RESPONSE
Preferred term OYGZ i ED)

AE Onset Date / Rx Day rzol /23

Age at AE Onset

Laboratory Testing

B0l (RX DAY 23): NPTST077-INR: 0.94 [0.9 - 1.2] sec; NPTST088-MAGNESIUM: 2.2 [1.6 - 2.6]
mg/dL; NPTST111-PROTIME: 10.2 [9.5 - 12.5] sec; NPTST115-PTT: 26.4 [21 - 31] sec; NPTST135-

TROPONIN 1: 0.01 [0 - 0.04] ng/mL; NPTST135-TROPONIN 1: 0.06 [0 - 0.04] ng/mL; 20. (RX
DAY 24): NPTST135-TROPONIN 1: 0.08 [0 - 0.04] ng/mL; NPTST135-TROPONIN 1: 0.05 [0 - 0.04] ng/mL
Microbiology

NOT REPORTED

SAE Supplemental Procedure

Il Rx DAY 23): COMPREHENSIVE 2D, DOPPLER, AND COLOR-FLOW
ECHOCARDIOGRAM: ATRIAL FIBRILLATION; ECG 12 LEAD: ECTOPIC ATRIAL TACHYCARDIA,
UNIFOCAL; ECG 12 LEAD: SUPRAVENTRICULAR TACHYCARDIA, REPOLARIZATION
ABNORMALITY, PROB RATE RELATED; 20} (RX DAY 24): COMPREHENSIVE 2D,
DOPPLER, AND COLOR-FLOW ECHOCARDIOGRAM: ATRIAL FIBRILLATION; ECG 12 LEAD:
SINUS TACHYCARDIA, MINIMAL ST DEPRESSION, BORDERLINE ST ELEVATION, LATERAL
LEADS; ECG 12 LEAD: SINUS TACHYCARDIA, MINIMAL ST DEPRESSION, ST ELEVATION,
CONSIDER LATERAL INJURY; 0] (RX DAY 25): TREADMILL STRESS TEST: UNABLE TO
COMPLETE STRESS TEST DUE TO IMMEDIATE SVT AFTER STARTING THE SVT.; J2ol] ®x
DAY 51): SVT ABLATION: RADIOFREQUENCY LESION SUMMARY: 16 APPLICATIONS WERE
DELIVERED.TOTAL LESION TIME WAS 691 SEC.

AE Stopped Rx Day 51

Duration of AE 29 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyUNKNOWN

Discontinued Study Drug Due to NO
the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BBRTHEER & OB, ARREILKED 4 EBMETHY, ABT494 (7,352 F=7)
DR TERIL SN RN RS SN, BELEISE S 5 DEMBIO S % 551 L7,

Event 1 DR :
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B4 DRI oc RS (1 B 142 15 460D , Rmilscmt, sovEBIfiR, HHRIERER
MEXOBUED T L= — VI QAR Th -7,

o B3 Bl ERET SR DI AN ke A S D R
SEHIME D BN L5 L7,

Wl =0 BB B AR L, R IR AR AR R T S h, BT
£ 4 BERNCHTE Y, BEMED VR RA I L LA, LA FT U CRFEE LIS L,
IFELTZEZA, DFWVWNRLIEEDIEThHoTz, PO DITEEZZLIZEZA, KARK
EICHEE ST, T, SVT AR b, RAKENRT T/ > v % 2 [ Ui, b
ERERE, PBREILEMRIEICRYM GHE) EFTHY, BP140/84, D RLHGE
BT, RE, e, MONEE, IE, EO R, ROFREIERD oo, 20 IR
AR e, #mees L o) =] P e, svricaT a7 T v—v s v nftbhis, &
JEPEERE OBERIC L D L, 16 MOMEIMTONT, WENILEH 691 B Tho7o,

T ] ORI 720 o T2,

B INTESNL, 7T /vy, DVFTELARPV U ANRZ T Tholz, HHHRIRK &
172MGY Th -1z,

The patient's past medications include:

METHOTREXATE for PSORIATIC ARTHRITIS (] 20l - I 20l Il 2 - B o)
APREMILAST for PSORIATIC ARTHRITIS (] 20l - Il 20l

SECUKINUMARB for PSORIATIC ARTHRITIS (N 20l - Il 2ol

1SONIAZID for LATENT TB (I} [l 20l - Il 2l

PYRIDOXINE HCI for INH TOXICITY PROPHYLAXIS (|l 20l - Il 20l

Causality for ABT-494 (Blinded)

1) Atrial fibrillation with rapid ventricular response (10058331) (Atrial fibrillation (10003658) ) [v.21.1]
[10058331]

Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
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Dechallenge: No

Alternative Etiology for ABT-494 (Blinded)

Event of ATRIAL FIBRILLATION WITH RAPID VENTRICULAR RESPONSE
- Investigator: Unknown

- AbbVie: EVENT IS MORE LIKELY RELATED TO OBESITY AND PRE-EXISTING PSORIASIS.

Relevant Laboratory & Other Diagnostic Tests

I 20l cHEST X-RAY: Normal

Il 20l COMPREHENSIVE 2D, DOPPLER, AND COLOR-FLOW ECHOCARDIOGRAM:
ATRIAL FIBRILLATION

[ 20l] COMPREHENSIVE 2D, DOPPLER, AND COLOR-FLOW ECHOCARDIOGRAM: Left
ventricular systolic function is normal. LVEF 60%. mild concentric left ventricular hypertrophy. left atrium is

mildly dialated. no significant valvular abnormalities.

I 20l £CG 12 LEAD: SUPRAVENTRICULAR TACHYCARDIA, REPOLARIZATION
ABNORMALITY, PROB RATE RELATED

I 20l £CG 12 LEAD: ECTOPIC ATRIAL TACHYCARDIA, UNIFOCAL

I 20l £CG 12 LEAD: SINUS TACHYCARDIA, MINIMAL ST DEPRESSION, BORDERLINE ST
ELEVATION, LATERAL LEADS

- 20. ECG 12 LEAD: SINUS TACHYCARDIA, MINIMAL ST DEPRESSION, ST ELEVATION,
CONSIDER LATERAL INJURY

I 208l ELECTROCARDIOGRAM: Normal
I 20l 'INR: 0.94 SEC (normal 0.9 to 1.2)
I 20l MAGNESIUM: 2.20 mg/dL (normal 1.60 to 2.60)

I 20l PROTIME: 10.2 SEC (normal 9.5 to 12.5)

I 20l p11: 26.4SEC (normal 21 10 31)
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Il 20l TREADMILL STRESS TEST: UNABLE TO COMPLETE STRESS TEST DUE TO
IMMEDIATE SVT AFTER STARTING THE SVT

I 20l TROPONIN 1: 0.01 NG/ML (normal 0 to 0.04)
I 20l TROPONIN 1: 0.06 NG/ML (normal 0 to 0.04)
I 20l TROPONIN 1: 0.08 NG/ML (normal 0 to 0.04)

I 20l TROPONIN 1: 0.05 NG/ML (normal 0 to 0.04)
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#5E%ES I 0vestigator [

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
B X X X
Treatment Group Age at Study Start Sex Race
ABT-494 15 mg QD SI FEMALE WHITE
Medical History Onset Year
OTHER: CERVICAL DYSPLASIA 19
EMPHYSEMA/CHRONIC OBSTRUCTIVE PULMONARY DISEASE 2
OTHER: PLAQUE PSORIASIS 2
NEPHROLITHIASIS 2
HYPERTENSION 2
OTHER: POSTMENOPAUSAL 2
OTHER: URINARY TRACT INFECTION 2

Prior Procedures

Procedure Year

SURGERY: CAESAREAN DELIVERY 19
SURGERY: CAESAREAN DELIVERY 19
SURGERY: CERVICAL CRYOSURGERY 19
SURGERY: DILATION AND CURETTAGE 19
SURGERY: CHOLYCYSTECTOMY 2
SURGERY: LITHOTRIPSY 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
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Study Drug Administration

Study Drug Dose/Units Route  Frequency First Dose Last Dose Duration

ABT-494 I5MG ~ ORAL QD . B X[ 94
1 94

Previous Therapy - Prior to baseline/enrollment

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

NAPROXEN 400 mg PRN Y-M: 2

ADALIMUMAB 40 mg EVERY 2 WEEKS Y-M: 2

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

Date/Day Date/Day (Days)

Medication Name (WHO Drug) Dose/Units Frequency  Start Year- Stop Year-
Month /RX  Month / RX
Day Day
NAPROXEN 400 mg PRN Y-M: 2 ONGOING
HYDROCORTISONE 1 OTHER: APPLICATION ~ PRN  Y-M:2 /' ONGOING
32
ONDANSETRON 4 mg PRN  Y-M: 20 Hl}/ v-m: 20}/
76 78
ANTINEOPLASTIC AGENTS ~ UNKNOWN OTHER: oo y-M: 20}/ onGomng
UNKNOWN 115

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

Event Description SQUAMOUS CELL CARCINOMA, KERATINIZING,
MODERATELY DIFFERENTIATED, RECTUM
Preferred term [EN

AE Onset Date / Rx Day 2off) / 64
Age at AE Onset 5

Laboratory Testing
NOT REPORTED
Microbiology
NOT REPORTED
SAE Supplemental Procedure

20} (RX DAY 64): COLONOSCOPY: PER PATHOLOGIST. GRADE IT SQUAMOUS CELL
CARCINOMA, KERATINIZING, MODERATELY DIFFERENTIATED. STAGE T2NoMO; [0l
DAY 87): COMPUTERIZED TOMOGRAPHY SCAN OF ABDOMEN AND PELVIS: ANAL CANCER
cONFIRMED LIMITED TO RECUV; [0l ®Rx DAY 98): RaDIATION: COMPLETED; |Jjil20l}
(RX DAY 114): VENOUS PORT PLACEMENT: SUCCESSFUL PLACEMENT

(RX

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by Investigator REASONABLE POSSIBILITY
Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the  YES
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Event
SAE Criteria OTHER MEDICALLY IMPORTANT SERIOUS EVENT

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

IBBRIHEE A b O, AgrE kEO stk ch v, ABT-494 (V¥ F=7)
DR CEMAL SN IRBRIED F G S, AR OB RLE R LB D5 2 F 8L L
7=,

Event 1 DEEREE :
B3 A IR I+ = RS TN, FE AR R R, B, ARZEUIRE, Eif)E,
PAREIZ, FERUEEE K OVD &0 BIEGEE (1 H 2 K0 ThoTz,

Wil =7 BB B R R O A LR R R A B LT,
wqgrsinio 0 E A, wmE R GEESAFESR) 2RILE,

w0 = 1 L oseocormmpn ek L 20} I B e, e m
BHHILIC SV TR S 72 ORI A 21T o 72 & = 5, JTFHEA Romo7z, CT A% % v
kv mEgEEmcRET 5 - e ammsn, 2=l P, AeEreEs s S,
il =B P R T s v oRiRE— g sn, 2=l a e, 1k
SRR BIES S T,

DADFEIEREOFEEIIARHATH -7,

ARERIZLY, ZOEBREORRITHIESIZ,

The patient's past medications include:
ADALIMUMAB for PSORIATIC ARTHRITIS 20 - 20

Causality for UPADACITINIB (Blinded)
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1) Squamous cell carcinoma of rectum (10066437) (Rectal cancer (10038038) ) [v.22.0] [10066437]
Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

Alternative Etiology for UPADACITINIB (Blinded)

Event of SQUAMOUS CELL CARCINOMA, KERATINIZING, MODERATELY DIFFERENTIATED,
RECTUM

- Investigator: Not Applicable.

- AbbVie: WEAK TEMPORAL ASSOCIATION, WITH APPROXIMATELY ONLY 3 MONTHS OF
STUDY DRUG EXPOSURE PRIOR TO ONSET OF THE EVENT.

Relevant Laboratory & Other Diagnostic Tests

. - 20. PATHOLOGY: Colonoscopy specimens - Per pathologist : Grade II squamous cell carcinoma,
Keratinizing, moderately differentiated. Stage T2NOMO

[l 20l CT SCAN OF ABDOMEN AND PELVIS: Anal cancer confirmed limited to rectum.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
DA Al X
Treatment Group Age at Study Start Sex Race
Placebo/ABT-494 30 mg QD 8' MALE WHITE
Medical History Onset Year
GASTROESOPHAGEAL REFLUX DISEASE 19
HYPERTENSION 19
OTHER: PLAQUE PSORIASIS 19
OTHER: INTERMITTENT PRE TIBIAL EDEMA 2
CHOLELITHIASIS 2
HYPERLIPIDEMIA: NO ADDITIONAL INFORMATION 2
KIDNEY DISORDER: CHRONIC KIDNEY DISEASE STAGE 3 2
OTHER: SCROTAL SWELLING 2
OTHER: LEFT BROKEN ANKLE SECONDARY TO FALL 2
OTHER: BILATERAL PLEURAL EFFUSIONS 2
DIABETES MELLITUS: TYPE II 2
OTHER: CARDIOMEGALLY 2
CORONARY ARTERY DISEASE: NO ADDITIONAL INFORMATION AVAILABLE 2
OTHER: ISCHEMIC MYOPATHY 2
OTHER: ENLARGED PROSTATE 2
OTHER: BIBASILAR ATELECTASIS 2

72

2344



obbvie Y5 F=J

276 EROHABRDELD

Prior Procedures

Procedure Year

SURGERY: ABDOMINAL HERNIA REPAIR 19

SURGERY: CORONARY ARTERY BYPASS GRAFTING 19

SURGERY: CHOLECYSTECTOMY 2

SURGERY: CORONARY ARTERY BYPASS GRAFTING 2

Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

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

PLACEBO ORAL QD 2 /1 2 /172 172

ABT-494 30MG ~ ORAL QD ol / 2o}/ 31

Previous Therapy - Prior to baseline/enrollment

203

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
/ RX Day
METHOTREXATE 15 mg EVERY WEEK vy-M: 1o
ETANERCEPT 25 mg EVERY WEEK Y-M: 2
TOCOPHEROL W/VITAMIN D NOS 1 OTHER: TAB QD Y-M: 2
VITAMIN B-COMPLEX 1 OTHER: TAB QD Y-M: 2
CLOPIDOGREL 75 mg QD Y-M: 2
LISINOPRIL 10 mg QD Y-M: 2
METOPROLOL 25 mg BID Y-M: 2
ATORVASTATIN 40 mg QD Y-M: 2
CLOBETASOL 1 OTHER: PRN Y-M: 2
APPLICATION

ISOSORBIDE MONONITRATE 15 mg BID

RANOLAZINE 1000 mg QD

OMEPRAZOLE 20 mg BID

APREMILAST 30 mg BID

METFORMIN 500 mg BID

METOLAZONE 2.5mg PRN

TAMSULOSIN 0.4 mg QD

BUMETANIDE 1 mg BID

IBUPROFEN 800 mg QD

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-
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Month / RX Month / RX Day

Day
TOCOPHEROL W/VITAMIN D NOS 1 OTHER: QD y-M: 2]  ONGOING
TAB
VITAMIN B-COMPLEX | OTHER: QD yM: 2]  ONGOING
TAB
CLOPIDOGREL 75 mg QD y-M: 2] y-m: 20 HI)Y
193
LISINOPRIL 10 mg QD y-M: 2] y-m: 20 HI)
193
METOPROLOL 25 mg BID y-M: 2] y-m: 20 HI)
193
ATORVASTATIN 40 mg QD Y-M: 2 ONGOING
ISOSORBIDE MONONITRATE 15 mg BID y-M: 20jHl}/
193
RANOLAZINE 1000 mg QD y-M: 20jHl}/
193
OMEPRAZOLE 20 mg BID ONGOING
APREMILAST 30 mg BID ONGOING
METFORMIN 500 mg BID ONGOING
METOLAZONE 2.5 mg PRN ONGOING
TAMSULOSIN 0.4 mg QD ONGOING
BUMETANIDE 1 mg BID ONGOING
IBUPROFEN 800 mg QD y-M: 20|}/
193
DIPHTHERIA VACCINE TOXOID 0.5 mL OTHER: y-m: 20 i/
W/PERTUSS ONCE 193
BUMETANIDE 1 mg oo y-m 20 vy M 20
193 194
ISOSORBIDE MONONITRATE 60 mg o0 y-m 20 vy M 20
193 194
MILRINONE 20 mg oTHER:  v-M: 20jHl}/ y-M: 20fHl}/
ONCE 193 194
PARACETAMOL 650 mg PRN  Y-M: 20 )/ y-m: 20 )
193 194
CEFTRIAXONE lg oo v-M 2l y-m:20HI)/
193 197
PANTOPRAZOLE 40 mg oo v-M 2/ y-m:20HI)/
193 197
CHLOROTHIAZIDE 500 mg oo y-m 20 vy M 20
194 194
HEPARIN 5000 IU oTHER:  v-M: 20jHl}/ y-M: 20fHl}/
ONCE 194 194
LIDOCAINE 5mL oTHER:  v-M: 20jHl}/ y-M: 20fHl}/
ONCE 194 194
HEPARIN 25000 IU oo v-M 2/ y-m:20HI)/
194 196
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ALBUMIN HUMAN 125¢ oTHER:  Y-M: 20fHl}/ y-M: 20HI}/
ONCE 195 195

APIXABAN 2.5 mg BD  Y-M: 20/ y-M: 20/
196 197

CEFUROXIME 500 mg BD  Y-M: 20/ y-M: 20}/
197 202

Event #2: Serious Adverse Event
Event Description ATRIAL FIBRILLATION
Preferred term LMD

AE Onset Date / Rx Day 2ol / 193
Age at AE Onset 8

Laboratory Testing
0l (RX DAY 193): Sodium: 136 [137 - 145] mmol/L
Microbiology
NOT REPORTED
SAE Supplemental Procedure

20} (RX DAY 193): CT ABDOMEN AND CT PELVIS WITHOUT CONTRAST: MILD TO
MODERATE ASCITES, CIRRHOSIS, BILATERAL COMMON FEMORAL ARTERY SACCULAR
ANEURYSMS, MEASURING APPROXIMATELY 5X4.6CM ON THE RIGHT AND 4.2X 4.4 CM ON THE
LEFT.; CT CHEST WITHOUT CONTRAST: MODERATE RIGHT AND SMALL LEFT PLEURAL
EFFUSIONS. MILD BIBASILAR ATELECTASIS. CARDIOMEGALY. ATHEROSCLREROTIC CHANGES
OF CORONARY ARTERIES, SUBCLAVIAN ARTERIES AND THORACIC AORTA; CT HEAD
WITHOUT CONTRAST: NO ACUTE INTRACRANIAL HEMORRHAGE, MILD ATROPHY, MILD
CHRONIC SMALL VESSEL ISCHEMIC CHANGES, FOCAL RIGHT PARIETAL SCALP SOFT TISSUE
SWELLING; CT MAXILLOFACIAL/SINUS WITHOUT CONTRAST: NO ACUTE ABNORMALITIES; CT
SPINE CERVICAL WITHOUT CONTRAST: NO EVIDENCE OF ACUTE OSSEOUS INJURY,
ADVANCED MULTILEVEL DEGENERATIVE CHANGES OF THE CERVICAL SPINE, SMALL RIGHT
PLEURAL EFFUSION; EKG STANDARD: ATRIAL FIBRILLATION WITH PREMATURE
VENTRICULAR CONTRACTIONS OR ABERRANTLY CONDUCTED COMPLEXES; LEFT AXIS
DEVIATION; LEFT BUNDLE BRANCH BLOCK; NONSPECIFIC ST AND T WAVE ABNORMALITY .;
XRAY CHEST: SMALL BILATERAL EFFUSION, BIBASILAR AIRSPACE DISEASE; |20l ®x
DAY 194): US PARACENTESIS: SUCCESSFUL; 0] (RX DAY 196): TRANSESOPHAGEAL
ECHOCARDIOGRAPHY: MODERATE LV DYSFUNCTION WITH NO INTRACARDIAC THROMBUS
AND NO SIGNIFICANT VALVULAR ISSUES

AE Stopped Rx Day 197

Duration of AE 5 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY

Investigator

Investigator Alternative THE SUBJECT'S AGE, HISTORY OF CORONARY ARTERY DISEASE
Etiology AND DIABETES ARE ALL LIKELY CAUSES.

Discontinued Study Drug Due NO
to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION
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Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

RSB IERT 20 b OB, AR ED EBETH Y, ABT4% (735 F=7)
DI CERIL S Wi BRER R G SN, LEMBO RS LR LT,

Event 2 D EEREE :
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Causality for ABT-494 (Blinded)

1) Atrial fibrillation (10003658) (Atrial fibrillation (10003658)) [v.21.0] [10003658]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur
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Alternative Etiology for ABT-494 (Blinded)

Event of ATRIAL FIBRILLATION

- Investigator: THE SUBJECT'S AGE, HISTORY OF CORONARY ARTERY DISEASE AND DIABETES
ARE ALL LIKELY CAUSES.

- AbbVie: EVENT MORE LIKELY RELATED TO AGE, CORONARY ARTERY DISEASE,
HYPERTENSION, DIABETES MELLITUS, AND CHRONIC KIDNEY DISEASE STAGE 3.

Relevant Laboratory & Other Diagnostic Tests

I 20l cT ABDOMEN AND CT PELVIS WITHOUT CONTRAST: Mild to moderate ascites,
cirrhosis, bilateral common femoral artery saccular aneurysms, measuring approximately 5x4.6cm on the right
and 4.2x 4.4 cm on the left.

I 20l cT ABDOMEN AND CT PELVIS WITHOUT CONTRAST: Mild to moderate ascites,
cirrhosis, bilateral common femoral artery saccular aneurysms, measuring approximately 5x4.6cm on the right
and 4.2x 4.4 cm on the left.

I 20l CT CHEST WITHOUT CONTRAST: Moderate right and small left pleural effusions. Mild
bibasilar atelectasis. Cardiomegaly. Atherosclerotic changes of coronary arteries, subclavian arteries and
thoracic aorta.

. - 20. CT HEAD WITHOUT CONTRAST: No acute intracranial hemorrhage, mild atrophy, mild
chronic small vessel ischemic changes, focal right parietal scalp soft tissue swelling.

I 20l cT MAXILLOFACIAL/SINUS WITHOUT CONTRAST: No acute abnormalities

. - 20. CT SPINE CERVICAL WITHOUT CONTRAST: No evidence of acute osseous injury,
advanced multilevel degenerative changes of the cervical spine, small right pleural effusion.

Unknown date ECHOCARDIOGRAM: Per hospital discharge record: During hospitalization latest echo
results: Mild left ventricular hypertrophy. Severe left ventricular systolic dysfunction. The ejection fraction is
visually estimated to be 35%. Regional wall motion abnormality is present. Moderate enlargement of the left
atrium. Moderate enlargement of the right atrium. Mild mitral valve regurgitation. Mild to moderate tricuspid
valve regurgitation. The pulmonary artery pressure is severely increased.

I 20l ECHOCARDIOGRAM - TEE: Moderate LV dysfunction with no intracardiac thrombus and no
significant valvular issues.

. - 20. EKG STANDARD: Atrial fibrillation with premature ventricular contractions or aberrantly
conducted complexes; left axis deviation; anteroseptal infarct, age undetermined; ST&T wave abnormality,
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consider lateral ischemia.

. - 20. EKG STANDARD: Atrial fibrillation with premature ventricular contractions or aberrantly

conducted complexes; left axis deviation; left bundle branch block; nonspecific ST and T wave abnormality.

. - 20. EKG STANDARD: Atrial flutter with 3:1 AV conduction, Leftaxis deviation, Non specific
intraventricular block, cannot rule out anterior infarct, T wave abnormality, consider lateral ischemia.

I 20l sop1uM: 136 MEQ/L (normal 137 to 145)

I 20l TRANSESOPHAGEAL ECHOCARDIOGRAPHY: Moderate LV dysfunction with no
intracardiac thrombus and no significant valvular issues.

. - 20. X-RAY CHEST: Small bilateral effusion, bibasilar airspace disease.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
KB R X X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD SI FEMALE WHITE
Medical History Onset Year
OTHER: PLAQUE PSORIASIS 19
OTHER: AMENORRHEA 2
Prior Procedures Procedure Year
SURGERY: SEBACEOUS CYST REMOVAL SURGERY (RIGHT LEG) 19
SURGERY: SEBACEOUS CYST REMOVAL SURGERY (RIGHT HIP) 2
Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2

Study Drug Administration

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

Date/Day Date/Day

ABT-494 30MG  ORAL QD - O B % E 168

168
ABT-494 30MG  ORAL QD R A 81
169 249
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Previous Therapy - Prior to baseline/enrollment

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

Day B

PANADEINE CO ACETAMINOPHEN - 300 PRN Y-M: 20.'

CODEINE- 30 mg

FOLIC ACID 1 mg QD Y-M: 2088-

METHOTREXATE 15 mg EVERY WEEK Y-M: 2088

ADALIMUMAB 40 mg EVERY 2 Y-M: 208848/

WEEKS -280

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
PANADEINE CO ACETAMINOPHEN - 300 PRN y-M20ff  oNGoING
CODEINE- 30 mg
FOLIC ACID 1 mg QD ONGOING
METHOTREXATE 15 mg EVERY WEEK y-M: 20l
/108
AZITHROMYCIN 500 mg OTHER: y-M: 200l
UNKNOWN /8
CLINDAMYCIN 600 mg OTHER: y-M: 20l
UNKNOWN /8
IPRATROPIUM 500 ug OTHER: y-M: 200l
UNKNOWN /8
LACTOBACILLUS UNKNOWN OTHER: OTHER: DAILY y-M: 20l
ACIDOPHILUS UNKNOWN /8
MUPIROCIN 1 OTHER: APPLICATIONS TID y-M: 20l
/8
SALBUTAMOL 2.5 mg OTHER: y-M: 20jHI}
UNKNOWN /8
AZITHROMYCIN 250 mg QD off- y-M: 20}l
/12
BENZONATATE 100 mg TID y-M: 20jHl}
/28
IPRATROPIUM 2 OTHER: PUFFS OTHER: EVERY 6 Y-M: 20} Y-M: 20}l
HOURS B s /28
SALBUTAMOL 2 OTHER: PUFFS OTHER: EVERY 6 Y-M: 20} Y-M: 20}l
HOURS B s /28

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest

Event Description ACUTE BRONCHITIS
Preferred term B TR
AE Onset Date / Rx Day - I
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Age at AE Onset SI

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 29

Duration of AE 26 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY
Investigator Alternative Etiology VIRAL VS. BACTERIAL INFECTION
Discontinued Study Drug Due to the Event NO

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

TRRITEER 2 D OWE, AEBEIE T MY a0 s RktTh v, ABT-494 (7357
F=7) OB TERILSNICIGREEN R G S, AMEREIXROFZEFBL LT,

Event 1 DEEREE :
B9 2 0 R 13 S i A R e, REREMERRHEIZS, HCER X N (1 H 0.5 % 40 ) KOV
EOBEE (1 H 2 MKm) ThoT,

oy ES Bl [EREE SaEsliz s oAb Ed Kl BRGSOk
KL,

il A P, B, 24 BERIRRGE L O B IR, (RIS OV (RN R 0>
kb Lz, MBABRL, Atcdikpmisn, gEapwmsns, 0= 7R e.
W T2 R IR LT,

B H ST HEANL, proventil HFA, A 77 ey LARALY), LEw i ) tessalon perles,
albuterol sulfate nebulization, albuterol, 7 h&2X> |, 7Y A w~vA &N cleocin phosphate T
HoT,

The patient's past medications include:
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HUMIRA for PSORIATIC ARTHRITIS (Jj [l 20l - Il 20

Causality for ABT-494 (Blinded)

1) Acute bronchitis (10000687) (Bronchitis (10006451)) [v.21.0] [10000687]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): Reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for ABT-494 (Blinded)

Event of ACUTE BRONCHITIS
- Investigator: Viral versus bacterial infection

- AbbVie: Not applicable
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
Jiti ¢ X X
Treatment Group Age at Study Start Sex Race
ABT-494 15 mg QD 6' FEMALE WHITE
Medical History Onset Year
OTHER: POST MENOPAUSAL 2
OTHER: PLAQUE PSORIASIS 2
HYPERTENSION 2
OTHER: TRANSAMINITIS 2

Prior Procedures Procedure Year
Not reported.

Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.

Alcohol Use Status Number/Day
ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 I5MG ~ ORAL QD - O B % E 167
167
ABT-494 I5MG ~ ORAL QD B /
168
83
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Previous Therapy - Prior to baseline/enrollment

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

Month / RX Day
APREMILAST 30 mg QD B
LISINOPRIL 10 mg QD
FOLIC ACID 1 mg QD
NAPROXEN 500 mg QD
USTEKINUMAB 45 mg OTHER: EVERY 12

WEEKS

METHOTREXATE 7.5 mg EVERY WEEK Y-M: 2088-
MONASCUS PURPUREUS 300 mg QD Y-M: 2088-

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
APREMILAST 30 mg QD Not reported.
LISINOPRIL 10 mg QD Not reported.
FOLIC ACID 1 mg QD Not reported.
NAPROXEN 500 mg QD Not reported.
METHOTREXATE 7.5 mg EVERY WEEK Not reported.
MONASCUS PURPUREUS 300 mg QD Not reported.

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest
Event Description PNEUMONIA
Preferred term i 2

AE Onset Date / Rx Day on. /177
6

Age at AE Onset

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

0 (Rx DAY 183): CT ABDOMEN/PELVIS W/O CONTRAST: THERE IS A 2.3 CM CALCIFIED
GALLSTONE IN THE GALLBLADDER; 0] (RX DAY 184): CT CHEST W/O CONTRAST:
THERE IS A SMALL AREA OF ACUTE INFILTRATE INVOLVING THE LEFT UPPER LOBE
COMPATIBLE WITH PNEUMONIA; 20} (RX DAY 187): CHEST XRAY 1 VIEW: THE CARDIAC
SILHOUTTE IS UNREMARKABLE. THE TRACHEA IS MIDLINE. THE LUNGS ARE CLEAR. THERE IS
NO EVIDENCE FOR ATRSPACE CONSOLIDATION OR EFFUSION.; [0l (Rx DAY 191).
NUCLEAR GALLUM SCAN: STUDY SHOWS A NORMAL UPTAKE IN THE LIVER AND SPLEEN AND
COLON. THERE IS ABNORMALUPTAKE TO SUGGEST ABSCESS FORMATION OR INFFLAMATORY
CHANGES.

AE Stopped Rx Day 192

Duration of AE 16 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY
Investigator Alternative Etiology NOT REPORTED
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Discontinued Study Drug Due to the = NO
Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

R ELIER D & OB, APERE KED o Skt Th Y, ABT-494 (735 L F=7)
DIRBCERIL SN RREN R G Sh, MikOBSE% %R LTk,

Event 1 DEEREE :
B3~ 2R 1L PARRL, Rl iE, FOREMERIEI 2%, FEREERE K OSGERGEE CTh o T,

WAL, RO 24 W, ARBROBEHRT 7RSI AR BTV, 20 A
I 1. ABT-494 O ERB LGB SN,

wll =B e, vmEamkers Lz, 0off =1 B E gk L,

o B3 B ERET S SoNcARaah B N ERECT SRS AN

The patient's past medications include:

STELARA for PSORIATIC ARTHRITIS (| [l 20l - I Il 20D

Causality for UPADACITINIB (Blinded)

1) Pneumonia (10035664) (Pneumonia (10035664)) [v.22.0] [10035664]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): Reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur
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Alternative Etiology for UPADACITINIB (Blinded)

Event of PNEUMONIA
- Investigator: Not applicable

- AbbVie: Not applicable

Relevant Laboratory & Other Diagnostic Tests

I 20l CHEST X RAY: NORMAL AT SCREENING

. . 20. CHEST X RAY: The cardiac silhouette was unremarkable. The trachea is midline. The lungs are
clear. There was no evidence for airspace consolidation or effusion.

[l 20l CT ABDOMEN/PELIVS W/O CONTRAST: There was a 2.3 cm calcified gallstones in the
gallbladder.

. . 20. CT CHEST W/O CONTRAST: There was a small area of acute infiltrate involving the left upper
lobe compatible with pneumonia.

. . 20. NUCLEAR GALLUM SCAN: Study shows a normal uptake in the liver and spleen and colon.
There was abnormal uptake to suggest abscess formation or inflammatory changes.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s)

Serious
Adverse
Event

Adverse Event Leading
to Discontinuation of
Study Drug

Death | Event of
Interest

L TERRMIE

X

X

1 R B

X

Treatment Group Age at Study Start Sex

Race

Placebo/ABT-494 30 mg QD

Medical History

FEMALE

WHITE

Onset Year

MIGRAINE HEADACHE

OTHER: INSOMNIA

OTHER: ANXIETY
OSTEOARTHRITIS: RIGHT KNEE

OTHER: LOWER BACK PAIN INTERMITTIENT

OBESITY
OTHER: PLAQUE PSORIASIS

CORONARY ARTERY DISEASE: FOUND ON CARDIO CATHER
HYPERLIPIDEMIA: HYPERCHOLESTEROLEMIA, MILD NO MEDS

OTHER: CARDIOMEGALY

OTHER: ABNORMAL EKG

OTHER: POST MENAPAUSAL

OTHER: UPPER RESPIRATORY INFECTION

Prior Procedures

19

—_
\O

(NS SO T O R SO T SO TN (O T 1S I SO TN (S I (S I \S ]

Procedure Year

SURGERY: APPENDECTOMY

SURGERY: BILATERAL CARPAL TUNNEL REPAIR

SURGERY: CARDIO CATHETERIZATION
SURGERY: HYSTERECTOMY

19
2
2
2
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Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.

Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
PLACEBO ORAL QD | N B X [ 168
168
ABT-494 30MG ~ ORAL QD R R >
169 395
ABT-494 30MG ~ ORAL QD R /

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
HEPATITIS B IMMUNIZATION NOT REPORTED NOT REPORTED
AMITRIPTYLINE 10 mg QD
LORAZEPAM 1 mg QD
ETANERCEPT 50 OTHER: MG/ML EVERY WEEK
APREMILAST 30 mg QD
IBUPROFEN 800 mg PRN
VICODIN 325/10 mg QD
CYCLOBENZAPRINE 10 mg PRN
ACETYLSALICYLIC ACID 81 mg QD
AUGMENTIN 500 mg QD

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 Day Month / RX Day
AMITRIPTYLINE 10 mg QD Y-M: 2 Not reported.
LORAZEPAM 1 mg QD Y-M: 2 Not reported.
IBUPROFEN 800 mg PRN Y-M: 2 Not reported.
VICODIN 325/10 mg QD Y-M: 2 Not reported.
CYCLOBENZAPRINE 10 mg PRN Y-M: 2 Not reported.
ACETYLSALICYLIC ACID 81 mg QD y-M: 20 Hl /- Y-M: 20
141 86
IOHEXOL 350 mg QD y-M: 20l y-m: 20
82 82
KETOROLAC 30 mg QD y-M: 20 Hl) y-m: 20
82 82
MORPHINE 2 mg QD y-M: 20 Hl) y-m: 20
88
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CARVEDILOL 3.125 mg QD YOVl  TARAVEN ! J
ENOXAPARIN 40 mg QD Y-M: 2802../ Y-M: 2803../
DOCUSATE 50 mg BID Y-M: 2802../ Y-M: 2803../
MORPHINE 4 mg QD Y-M: 2802l-l/ Y-M: 2806l-l/
NALOXONE 0.4 mg QD Y-M: 2802l-l/ Y-M: 2806l-l/
ONDANSETRON 4 mg QD Y-M: 2802-/ Y-M: 2806I-l/
OXYCODONE 5 mg QD Y-M: 2802l-l/ Y-M: 2806l-l/
PARACETAMOL 325 mg BID Y-M: 2802../ Y-M: 2806.-./
SODIUM CHLORIDE 2mL QD Y-M: 2802l-l/ Y-M: 2806l-l/
ENOXAPARIN 100 mg QD Y-M: 2802../ Y-M: 2806.-./
APREMILAST 30 mg QD Y-M: 2803../ Y-M: 28(;5../
ATORVASTATIN 80 mg QD Y-M: 2803../ Y-M: 2806.-./
CLOPIDOGREL 300 mg BID Y-M: 2803../ Y-M: 2806.-./
FENTANYL 100 ug QD Y-M: 28(;5../ Y-M: 28(;5../
HEPARIN 1000 TU QD Y-M: 28(;5../ Y-M: 28(;5../
HEPARIN 2000 [U QD Y-M: 28(;5../ Y-M: 28(;5../
MIDAZOLAM 2 mg QD Y-M: 28(;5../ Y-M: 28(;5../
SODIUM CHLORIDE 0.9 % QD Y-M: 2%5.-./ Y-M: 2%5.-./
TIROFIBAN 12.5/250 OTHER: QD Y-M: 28(;5../ Y-M: 2806.-./
MG/ML 85 86

ACETYLSALICYLIC ACID 81 mg BID y-M: 20}/ Not reported.

CLOPIDOGREL 75 mg QD Y-M: 2806l-l/ Not reported.

ACETYLSALICYLIC ACID 81 mg BID Y-M: 2806.-./ y-M: 20jHIl}/
CLOPIDOGREL 75 mg QD Y-M: 2806l-l/ Y-M: 2806l-l/
RAMIPRIL 2.5 mg QD Y-M: 2806.-./ Y-M: 2806.-./
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86 86
ATORVASTATIN 80 mg QD y-M: 20l y-m: 20
86 212
MORPHINE 2 mg QD y-M: 20 Hl) y-m: 20
87 88
ACETYLSALICYLIC ACID 162 mg QD y-M: 20l y-m: 20
88 88

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest, Positively Adjudicated
Events

Event Description UNSTABLE ANGINA
Preferred term RZZ2TERELME

AE Onset Date / Rx Day bofl]/ 52
Age at AE Onset

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20. (RX DAY 82): CHEST X-RAY: MILD COMPENSATED CARDIOMEGALY: CT
ANGIOGRAPHY: PROMINENT GOITER WITH SUBSTERNAL MASS COMPONENT; 20. (RX
DAY 83): THYROID ULTRASOUND: THYROMEGALY WITH HETEROGENEOUS ECHOTEXTURE;
20. (RX DAY 85): HEART CATHETERIZATION WITH STENT: MILD TO MODERATE
CORONARY ARTERY DISEASE

AE Stopped Rx Day 86

Duration of AE 5 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY

Investigator

Investigator Alternative  PAST HISTORY OF CARDIAC CATHETERIZATION ON || 20l
Etiology AND A HISTORY OF MILD HYPERCHOLESTEROLEMIA

Discontinued Study Drug NO
Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #2: Serious Adverse Event

Event Description PSEUDOANEURYSM OF ARTERY OF LOWER EXTREMITY
Preferred term 1 & A B

AE Onset Date / Rx Day on. /87

Age at AE Onset

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

B0l (Rx DAY 89): EMBOLIZATION TRANSCATHETER: UNCOMPLICATED OCCLUSION OF
PSEUDOANEURYSM; LOWER EXTREMITY ULTRASOUND: HEMATOMA RIGHT LEG; PELVIS CT:
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PARTIALLY THROMBOSED PSEUDOANEURYSM WITH A 4.4 CM NECK EMANATING FROM THE
DISTAL RIGHT COMMON FEMORAL ARTERY

AE Stopped Rx Day 92

Duration of AE 6 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology COMPLICATIONS FROM THE CARDIAC CATHETERIZATION
Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

R LI 20 b OB, AR ED G it ThH Y, ABT4% (735 L F=7)
DI CERAL S W BRER I G &1, FRERER O FIRABIREO 5% %5 L,

Event 1 KT} 2 QKRR :

B DRI AN ZE, JRAONEGE, SRR, IR, EEIREAE, ma L AT e —ui
JE (RS, e L) , DEREE, DO T7—T1, AEEIRD 60%5%E, PRtk BiMEE
(1 B 1 &% 27 W) , BIEEHE QR K OAREMESEE TH -7z,

Wl =B P wmEareEkoEs s L, 2o = B0, ReEveiEEy
IS X DA BN S aEeNiT Tl e A B BZN RN
JEITE R LT,

will =8B P s s T oA BIC & 0 ABE LT, TRREIN Ok A
JEIRRT, RITIEARD -7, HRE XER EORRICHE > T ieh o T, AtEBIRIE G O
AAEMEE I OBEERE L CDERIC L VS Shiz, FLA MY =2k BE=2 U v 7 Ak
gisn, vaF—ramanrEshi, ) B0, A REBIREA AT R
AT D00 T —F AREMT DT, BE NS % o mBRE RS s h iz, 20f4 ]
AR, 8RR L,

will =B P, %, BERES AT L ARSI AR AR ANV U, R & R
Mz Lz, 20 AP, EIROER R e s, B LB B O m A T
SO 72 O ABE L7z, B CTRAIC LY, AR KBRBINREA S % AR & 3 2 #4 IC f ek
U7 (BN &, AR KBRS O MBS & 73 & 72 o 72, B8R LRI & 2 i %
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=, marcEsnz, ol =D B, mg T omnmirgoERitisrbh, 20l E 1
AR, #BEER 2 < BRMICKE L TR Y, BEELE,

BHINFEANL, = /3R MY oA, TAEY Y, UE h—), ramipril, ketorolac
tromethamine, E/L b XhifglE, 7 NT I/ 72y, FuaxVy, FoE BNy, XY
a Ry, ~XYy IZVSTAN, Tz H=), E)LELR, TRV, ZJLVAI—), Tk
JVINAZ T F_T e —)b, tirofiban KONV B B K7 L L THoT,

The patient's past medications include:

ENBREL for PSORIATIC ARTHRITIS (20l - N 20

OTEZLA for PSORIATIC ARTHRITIS (0] - I 20D

Causality for UPADACITINIB (Blinded)

1) Unstable angina (10046251) (Angina unstable (10002388)) [v.22.0] [10046251]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

2) Pseudoaneurysm (10048977) (Vascular pseudoaneurysm (10048975)) [v.22.0] [10048977]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for UPADACITINIB (Blinded)

Event of UNSTABLE ANGINA

- Investigator: PAST HISTORY OF CARDIAC CATHETERIZATION ON || 20l Anp A
HISTORY OF MILD HYPERCHOLESTEROLEMIA.
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- AbbVie: RISK FACTORS INCLUDE, PRE-EXISTING CORONARY ARTERY DISEASE,
HYPERLIPIDEMIA, AND CURRENT SMOKER (1 PPD X 27 YRS).

Event of PSEUDO ANEURYSM OF ARTERY OF LOWER EXTREMITY

- Investigator: Complications from the cardiac catheterization

- AbbVie: Event is more likely a complication of recent cardiac catheterization

Relevant Laboratory & Other Diagnostic Tests

I 20l 3L.0OD PRESSURE: 111/61 mmHg
. - 20. CHEST X-RAY: mild compensated cardiomegaly, no pneumothorax
I 20l CHOLESTEROL: 226 no unit

. - 20. CT ANGIOGRAPHY: Prominent goiter with substernal mass component. no evidence of
pulmonary embolism

I 20l p-DIMER: 0.91 no unit

Unknown date EKG: normal sinus rhythm at 87 bpm, small Q waves in the interior leads which are non
diagnostic

Unknown date BODY WEIGHT: 158 KG

B 20l 1oL 31.3 no wnit
I 20l HEART RATE: 78 /min

B I 20l HEMATOCRIT: 41.9 no unit

B I 20l HEMOGLOBIN: 13.8 no unit

B 20l NR: 1.1 00 unit
I 20l Lo1: 144 10 unit

. - 20. LEFT HEART CATHETERIZATION: Questionable culprit lesion being either the proximal
first diagonal artery and/or the proximal right coronary artery; otherwise , mild to moderate 3 vessel coronary
disease in a right dominant system. Normal LV systolic function, EF 60%; successful direct PCI bare metal stent
of the proximal right coronary artery from 75% with TIMI 3 flow.

I 20l LOWER EXTREMITY ULTRASOUND: complex 8.7 x 11.9 x 3.4cm hematoma in the medial
thigh; partially thrombosed pseudoaneurysm measuring 3.2 x 2.6 x 2.0 cm with a prominent neck measuring
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almost 7mm in diameter. The common femoral artery itself appears to be aneurysmal in the region of the
pseudoaneurysm measuring 2.5 x 2.5 x 2.3 cm with mural thrombus.

. - 20. PELVIS CT: A 2.7cm partially thrombosed pseudoaneurysm with a 4.4 cm neck emanating from
the distal right common femoral artery; 15.9 x 4.7 cm hematoma in the anteromedial right thigh

B 20l PLATELET COUNT: 139 MM**3 (normal 150 to 450)
I 20l PROTHROMBIN TIME: 11.2 no unit

B I 20l RANDOM GLUCOSE: 120 mg/dL

I 20l rBC: 4.74 no unit

I 20l ®RBC: 3.99 X10%#3/MM**3 (normal 4.00 to 5.30)

. - 20. THYROID ULTRASOUND: thyromegaly with herterogenous echotexture. No evidence of
discrete nodule or mass. No evidence of adenopathy

I 20l TRIGLYCERIDES: 252 no unit
I 20l TROPONIN I: less than 0.02 ng/mL

I 20l TROPONIN I: less than 0.02 ng/mL

I 20l TsH: 1.170 no unit
B 20l WBC: 10.6 no unit
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
HIBR X X
M- 1. X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD 6' FEMALE WHITE
Medical History Onset Year
DRUG ALLERGIES/REACTIONS: ALLERGY TO BEES ANAPHYLAXIS NOT
REPORTED
DRUG ALLERGIES/REACTIONS: ALLERGY TO ENBREL, MUSCLE CONTRACTIONS NOT
REPORTED
DRUG ALLERGIES/REACTIONS: ALLERGY TO HUMIRA, RASH AND WELTS NOT
REPORTED
DRUG ALLERGIES/REACTIONS: ALLERGY TO IODINE ANAPHYLAXIS NOT
REPORTED
DRUG ALLERGIES/REACTIONS: ALLERGY TO LEFLUNOMIDE, LIVER TOXICITY NOT
REPORTED
DRUG ALLERGIES/REACTIONS: ALLERGY TO LORTAB, GI UPSET NOT
REPORTED
DRUG ALLERGIES/REACTIONS: ALLERGY TO OTEZLA, URI AND NAUSEA AND NOT
VOMITING REPORTED
DRUG ALLERGIES/REACTIONS: ALLERGY TO REMICADE, RASH NOT
REPORTED
OTHER: POST MENOPAUSAL 2
OSTEOARTHRITIS: SPINE 2
DEPRESSION: SITUATIONAL 2
OTHER: ANXIETY 2
OTHER: LOWER BACK PAIN 2
OTHER: SEASON ALLERGIES 2
OTHER: CERVICAL SPONDYLOSIS WITH MYELOPATHY 2
PEPTIC ULCER DISEASE: RESOLVED IN 20. 2
OTHER: PLAQUE PSOROSIS 2
OTHER: INSOMNIA 2
OTHER: POSTMENOPAUSAL OSTEOPOROSIS 2
OTHER: SHORTNESS OF BREATH 2
OTHER: HISTORY OF RIGHT BUNDLE BRANCH BLOCK 2

Prior Procedures

Procedure Year
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SURGERY: OVARIAN WEDGE RESECTION WITH HYSTERECTOMY 19
SURGERY: RIGHT CARPAL TUNNEL SURGERY 19
SURGERY: DISCECTOMY CERVICAL MULTIPLE DISC 2
SURGERY: RIGHT ROTARY CUFF REPAIR 2
Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

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

ABT-494 30MG ORAL QD /1 /168 168

ABT-494 30MG ORAL QD /169 /392

ABT-494 30MG ORAL QD /393

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX Day
HEPATITIS B IMMUNIZATION NOT REPORTED NOT REPORTED y-M: 1o
DULOXETINE 60 mg QD Y-M: 2
TIZANIDINE 4 mg BID Y-M: 2
LORATADINE 10 mg PRN Y-M: 2
ADALIMUMAB 40 mg OTHER: 2 DOSESONLY  Y-M:2
APREMILAST 10 mg QD Y-M: 2
ETANERCEPT 50 mg OTHER: ONE DOSE Y-M: 2
ONLY
INFLIXIMAB SMG/KG mg OTHER: ONE DOSE Y-M: 2
PANTOPRAZOLE 40 mg QD Y-M: 2
OXYCOCET 1 mg PRN Y-M: 2
ALENDRONIC ACID 70 mg EVERY WEEK Y-M: 2
SALBUTAMOL 90 ug PRN Y-M: 2
LEFLUNOMIDE 20 mg QD Y-M: 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
DULOXETINE 60 mg QD Y-M: 2 Not reported.
TIZANIDINE 4 mg BID Y-M: 2 Not reported.
LORATADINE 10 mg PRN Y-M: 2 Not reported.
PANTOPRAZOLE 40 mg QD Y-M: 2 v-M: 20jHIl}/
450
ALENDRONIC ACID 70 mg EVERY WEEK Y-M: 20. Not reported.
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SALBUTAMOL 90 ug PRN Y-M: 2 Not reported.

ONDANSETRON 4 mg PRN y-M: 20l y-Mm: 20 HI)
444 453

SUCRALFATE lg BID y-M: 20l vy 20 HI)
444 453

PNEUMOCOCCAL VACCINE 0.5mL  OTHER: ONCE Y-M: 20/ v-M: 20 i}/
445 445

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest

Event Description GASTROENTERITIS
Preferred term IR

AE Onset Date / Rx Day onl / 441

Age at AE. Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

Bl (RX DAY 446): CT ABDOMINAL-PELVIS WITHOUT CONTRAST: NO DEFINITE FINDING
TO EXPLAIN ETIOLOGY OF HEMATEMESIS; |20l RX DAY 447): EGD: GRADE
ESOPHAGITIS , HIATAL HERNIA, NONOBSTRUCTIVE SCHATZKI'S RING AND GASTRITIS;
ULTRASOUND RIGHT UPPER QUADRANT: NORMAL RIGHT UPPER QUADRANT ULTRASOUND;
X-RAY RIGHT KNEE: DEGENERATIVE OSTEOARTHRITIS NEGATIVE FOR ACUTE INJURY;

20} (RX DAY 449): DOPPLER EXTREMITY UPPER VEIN: THROMBOSIS OF THE RIGHT
PROXIMAL MID AND DISTAL CEPHALIC VEIN

AE Stopped Rx Day 450

Duration of AE 10 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology STOMACH VIRUS

Discontinued Study Drug Due to the Event NO

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #2: Serious Adverse Event

Event Description HEMATEMESIS
Preferred term i 1ff.

AE Onset Date / Rx Day 07JUL2019 / 441
Age at AE Onset 6'

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20} (RX DAY 446): CT ABDOMINAL-PELVIS WITHOUT CONTRAST: NO DEFINITE FINDING
TO EXPLAIN ETIOLOGY OF HEMATEMESIS; |20l RX DAY 447): EGD: GRADE
ESOPHAGITIS , HIATAL HERNIA, NONOBSTRUCTIVE SCHATZKI'S RING AND GASTRITIS;
ULTRASOUND RIGHT UPPER QUADRANT: NORMAL RIGHT UPPER QUADRANT ULTRASOUND;
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X-RAY RIGHT KNEE: DEGENERATIVE OSTEOARTHRITIS NEGATIVE FOR ACUTE INJURY;
20. (RX DAY 449): DOPPLER EXTREMITY UPPER VEIN: THROMBOSIS OF THE RIGHT
PROXIMAL MID AND DISTAL CEPHALIC VEIN

AE Stopped Rx Day 450

Duration of AE 10 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY

Investigator

Investigator Alternative SUBJECT EXPERIENCED GASTROENTERITIS AND HEMATEMESIS
Etiology RELATED TO FAMILY MEMBERS EXPERIENCING THE SAME

Discontinued Study Drug NO
Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BB ELIE D & OB, ABERE KED o itk Th Y, ABT-494 (735 L F=7)
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e, RIRJE, JoHCERZ SNalfiizE (1 H 1484 514/, 2015 4FICE8E) K OESECH - 7=,

WREE, R0 24 I, ARBROERY 7 REcmEA AR ST, 204 I
A, ABT-494 O SR 523t S,

will =8 D e, st ersiiz, 20 =8 BB EmEEEmaeREE Lz,
oy ES BN [ERNCR VAN 1 PIES e

Wil =18 B BEE 3 BRI REBL TR, EBLR O TR D AR L,
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720, ZHUFFERICHEREZ o7, 20.ﬁilﬂ . H, #¢BRE TR L7,
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FENFCERIC L 5D &, Protonix D5 & BHtE SN 7=, MM OWTIE, AMEZRERII AR TH -
7=,

BE IN7-3ANX, carafate, zofran K N= =2 —F /Ny 7 223 ThHoT-,

The patient's past medications include:

ENBREL for PSORIATIC ARTHRITIS (20} - 20

HUMIRA for PSORIATIC ARTHRITIS 0] - 20

OTEZLA for PSORIATIC ARTHRITIS (20} - 20

REMICADE for PSORIATIC ARTHRITIS (20} - 20l

LEFLUNOMIDE for PSORIATIC ARTHRITIS (20 - 20

VALACYCLOVIR for SKIN ERUPTION RASH LEFT CHEEK (I} [l 20l - I Il 2l
IODINE for UNKNOWN INDICATION

LORTAB for UNKNOWN INDICATION

Causality for UPADACITINIB (Blinded)

1) Hematemesis (10019418) (Haematemesis (10018830)) [v.22.0] [10019418]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

2) Gastroenteritis (10017888) (Gastroenteritis (10017888) ) [v.22.0] [10017888]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur
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Alternative Etiology for UPADACITINIB (Blinded)

Event of HEMATEMESIS

- Investigator: Subject experienced gastroenteritis and hematemesis related to family members experiencing the
same thing.

- AbbVie: Event is more likely a complication of gastroenteritis. Additional risk factor includes pre-existing
history of peptic ulcer disease.

Event of GASTROENTERITIS
- Investigator: Stomach virus

- AbbVie: Event is common in the general population. Additional risk factor includes family members with
similar symptoms.

Relevant Laboratory & Other Diagnostic Tests

I 20l AsT: 52 UL (normal 15 t0 37)

. . 20. BIOPSY: Gastric: BENIGN GASTRIC MUCOSA WITH MILD MUCOSAL EROSION, NO
SIGNIFICANT INFLAMMATION NOTED. NO HELICOBACTER APPRECIATED Esophagus:
SQUAMOUS AND GLANDULAR MUCOSA WITH AREAS OF ACUTE AND CHRONIC
INFLAMMATION AND ULCERATION AND NECROSIS, FUNGAL STAINS NEGATIVE.

I 20l BUN: 26 mg/dL (normal 6 to 21)
. . 20. CALCIUM: 8.7 mg/dL (normal 9.1 to 10.3)

. 20. CT ABDOMEN AND PELVIS: NO DEFINITE FINDING TO EXPLAIN ETIOLOGY OF
HEMATEMESIS

Il 20l EGD: GRADE C ESOPHAGITIS , HIATAL HERNIA, NONOBSTRUCTIVE SCHATZKI'S
RING AND GASTRITIS

B 20l GLUCOSE: 157 mg/dL (normal 70 to 109)

. . 20. HCT: 29 % (normal 36 to 47)
Il 20l 5GB: 9.5 G/DL (normal 12 to 16)
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B 20}l INVESTIGATION: GASTRIC EMPTYING STUDY: No evidence of delayed gastric emptying
20l poTASSIUM: 3.4 MMOL/L (normal 3.5 to 5.3)

20l RBC: 3.07 X10%*6/MCL (normal 3.8 to 5.4)

I 20l ULTRASOUND RUQ: NORMAL RIGHT UPPER QUADRANT ULTRASOUND

. . 20. URINE: cloudy

I 20l] vENOUS DOOPPLER OF UPPER EXTREMITY: HROMBOSIS OF THE RIGHT
PROXIMAL MID AND DISTAL CEPHALIC VEIN

[ 20l X-RAY RIGHT KNEE: DEGENERATIVE OSTEOARTHRITIS NEGATIVE FOR ACUTE
INJURY
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious
Adverse
Event

Adverse Event Leading
to Discontinuation of
Study Drug

Death | Event of
Interest

BHPETY T~ h—T 2 X

X

Treatment Group Age at Study Start Sex

Race

ABT-494 15 mg QD |

Medical History

FEMALE

WHITE

Onset Year

OBESITY

HYPERTENSION

OTHER: POST MENOPAUSAL
OSTEOPOROSIS

OTHER: OVERACTIVE BLADDER
OTHER: FRACTURED PELVIS
OTHER: PLAQUE PSORIASIS
OTHER: SPINAL STENOSIS (LUMBAR REGION)
HYPOTHYROIDISM
OSTEOARTHRITIS: BOTH KNEES
DEPRESSION: MILD

OTHER: ANXIETY

OTHER: RESTLESS LEG SYNDROME

Prior Procedures

[NOJ ST O I S I O TN (ST 1 R (S T (S I\

Procedure Year

SURGERY: TUBAL LIGATION

19

Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL NEVER
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Study Drug Administration

Study Drug

Route  Frequency

First Dose
Date/Day

ABT-494

ORAL QD

Previous Therapy - Prior to baseline/enrollment

Last Dose
Date/Day (Days)

A R s
1 50

Duration

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

/ RX Day
TOLTERODINE 4 mg QD y-M: 200
FOLIC ACID 1.2 mg QD Y-M: 2
METHOTREXATE 20 mg EVERY WEEK Y-M: 2
COLECALCIFEROL 4000 IU QD Y-M: 2
FUROSEMIDE 20 mg PRN Y-M: 2
LISINOPRIL 10 mg QD Y-M: 2
FISH OIL 2000 mg QD Y-M: 2
LEVOTHYROXINE 200 ug QD Y-M: 2
MULTIVITAMIN 1 OTHER: TABLET QD Y-M: 2
POTASSIUM 1 OTHER: TABLET QD Y-M: 2
ALENDRONIC ACID 70 mg EVERY WEEK Y-M: 2
GABAPENTIN 100 mg PRN Y-M: 2
TRAMADOL 50 mg PRN Y-M: 2088-
SECUKINUMAB 300 mg OTHER: EVERY 4 Y-M: 2088-

WEEKS
PAROXETINE 40 mg QD y-M: 20jHI}/ -
238
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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
TOLTERODINE 4 mg QD Y-M: 2 ONGOING
FOLIC ACID 1.2 mg QD Y-M: 2 ONGOING
METHOTREXATE 20 mg EVERY WEEK Y-M: 2 ONGOING
COLECALCIFEROL 4000 1U QD Y-M: 2 ONGOING
FUROSEMIDE 20 mg PRN Y-M: 2 ONGOING
LISINOPRIL 10 mg QD Y-M: 2 v-M: 20jHIl}/
67
FISH OIL 2000 mg QD Y-M: 2 ONGOING
LEVOTHYROXINE 200 ug QD Y-M: 2 ONGOING
MULTIVITAMIN 1 OTHER: QD Y-M: 2 ONGOING
TABLET
POTASSIUM 1 OTHER: QD ONGOING
TABLET
ALENDRONIC ACID 70 mg EVERY WEEK ONGOING
GABAPENTIN 100 mg PRN ONGOING
TRAMADOL 50 mg PRN ONGOING
PAROXETINE 40 mg QD ONGOING
CEFALEXIN 500 mg BID v-M: 20jHIl}/
59
ACICLOVIR 800 mg OTHER: EVERY 4  Y-M: 20fJHl}/ v-M: 20} i}/
HOURS 53 60
TRAMADOL 50 mg OoTHER: EVERY 6 Y-M: 20}/ oNGomNG
HOURS 61
METOCLOPRAMIDE 10 mg PRN y-M: 20jHIl}/ y-Mm: 20HI}/
61 68
ONDANSETRON 4mg PRN y-M: 20jHIl}/ y-M: 20fHI}/
61 68
VICODIN 325/5 mg OTHER: EVERY 4  Y-M: 20fJHl}/ v-M: 20} i}/
HOURS 61 68
BISACODYL 10 mg QD y-M: 20jHIl}/ y-Mm: 20HI}/
61 69
DOCUSATE 100 mg BID y-M: 20jHIl}/ y-Mm: 20HI}/
61 69
MAGNESIUM HYDROXIDE 30 mL BID y-M: 20jHIl}/ y-Mm: 20HI}/
61 69
SIMETICONE 30 mL PRN y-M: 20jHIl}/ y-Mm: 20HI}/
61 69
TEMAZEPAM 15 mg PRN y-M: 20jHIl}/ y-Mm: 20HI}/
61 69
BUSPIRONE 5 mg BID y-m: 20l  oNGoiNG
62
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ENOXAPARIN 40 mg QD v-M: 20}/ oNGoiNG
62

IPRATROPIUM 3mL QID y-m: 20l  oNGoiNG

W/SALBUTAMOL 62

PARACETAMOL 650 mg OoTHER: EVERY 4  Y-M: 20jJHl}/ v-M: 20} i}/

HOURS 62 68

LIDOCAINE 5mL QD y-M: 20jHIl}/ y-Mm: 20HI}/
64 64

METOPROLOL 25 mg BID y-m: 20l  oNGoiNG
68

SALBUTAMOL 90 ug PRN v-M: 20 Hl}/ oNGoNG
70

PREDNISONE 40 mg QD v-M: 20 Hl}/  oNGoNG
71

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

Event Description SYSTEMIC LUPUS ERYTHEMATOSUS

Preferred term LML) T h—F A&
AE Onset Date/ Rx [0l 42

Day

Age at AE Onset & |

Laboratory Testing

20. (RX DAY 58): Erythrocyte Sedimentation Rate: 77 [NOT REPORTED - 30] mm/h; Leukocytes:
10.7 [3.8 - 10.8] 10"9/L; Monocytes: 1.124 [0.2 - 0.95] 109/L; NPTST030-C-REACTIVE PROTEIN: 206.2
[NOT REPORTED - 8] mg/L; Neutrophils: 8.314 [1.5 - 7.8] 10°9/L; || o] ®x DAY 62): NPTSTO009-
ANA: POSITIVE [NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED; [JJ20l] ®Rx pAY
67): NPTST127-SSA: NEAGTIVE [NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED;
NPTST128-SSB AB: NEGATIVE [NOT REPORTED - NOT REPORTED] UNIT NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
NOT REPORTED

AE Stopped Rx Day ONGOING
Duration of AE ONGOING

Relation to Study DrugNO REASONABLE POSSIBILITY
by Investigator

Investigator SUBJECTS WITH AUTOIMMUNE DISORDERS SUCH AS PLAQUE PSORIASIS,
Alternative Etiology PSORIATIC ARTHRITIS, AND HYPOTHYROIDISM MAY BE MORE LIKELY
TO DEVELOP SYSTEMIC LUPUS ERYTHEMATOSUS.

Discontinued Study  YES
Drug Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:
Program Source Code:
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Investigator No.: -
Subject Number: -

Protocol Number: M15-554

TR & O, AR IkEO Rkt TH Y, ABT-494 (735 F=7)
DB CERILS NI RBEN R S, 2T 7~ h—F A0HGERH LT,

Event 1 DEEREE :
B3 2RI I Nl A Q5 4, 1 H 158 KOHEMEBEEiA TH - 72,

Wl =B P BmE T T b—F R AR LT,

ABER, BT 3 BRI DT > CREVE SR Uiz, Y EEITHIRIES O TREME A B4 L, &
Yt & U~ FEEOREOTDICART S = L amo, 20ff =l A e, s
o WBREE, BU, SLVVEA, BIVEL, IBER, 5% ROFEME R LTV, WBC A ¥
¥ UREIC &0 RYSEIERD T, RSB O R DIRYYER L Th o7, ANA 35
MCh T, B, ARBIEE L ORISR A %8 L, 70, BEREHLRD bR, 2
neshx, agpRic&iame oneror 0] 1 B e, s L,

BhHINZFEANL, I~ =N, STV IR, TERMTI /) 7=r - B Rra RUEH,
7' N7/ 7=z, acyclovir XU prednisone T -7z,

Causality for ABT-494 (Blinded)

1) Systemic lupus erythematosus (10042945) (Systemic lupus erythematosus (10042945) ) [v.21.0]
[10042945]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

Alternative Etiology for ABT-494 (Blinded)

Event of SYSTEMIC LUPUS ERYTHEMATOSUS
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- Investigator: SUBJECTS WITH AUTOIMMUNE DISORDERS SUCH AS PLAQUE PSORIASIS,
PSORIATIC ARTHRITIS, AND HYPOTHYROIDISM MAY BE MORE LIKELY TO DEVELOP
SYSTEMIC LUPUS ERYTHEMATOSUS.

- AbbVie: SUBJECTS WITH AUTOIMMUNE DISORDERS SUCH AS PLAQUE PSORIASIS, PSORIATIC

ARTHRITIS, AND HYPOTHYROIDISM MAY BE MORE LIKELY TO DEVELOP SYSTEMIC LUPUS
ERYTHEMATOSUS.

Relevant Laboratory & Other Diagnostic Tests

I 20l ANA: 1:640 (ratio), Positive

Unknown date ANTIBODY TEST: SSA, SSB antibody tests negative

- 20. BRONCHOSCOPY: Preliminarily negative for infection.

I 20l C-REACTIVE PROTEIN: 206.2 MG/L (normal <8)

I 20l ERYTHROCYTE SEDIMENTATION RATE: 77 MM/HR (normal <30)
I 20l 1NDIUM LABELED WBC SCAN: Negative for infection.

I 20l MONOCYTES ABS: 1124 cells/uL (normal 200 to 950)

I 20l NEUTROPHILS ABS: 8314 cells/uL (normal 1500 to 7800)

I 20f]l WHITE BLOOD CELLS: 10.7 X10**3/MCL (normal 3.8 to 10.8)
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s)

Serious
Adverse
Event

Adverse Event Leading
to Discontinuation of
Study Drug

Death

Event of
Interest

PR SE

X

RILTE % BT H

X

Treatment Group

Age at Study Start Sex

Race

Placebo/ABT-494 15 mg QD

Medical History

d

FEMALE

WHITE

Onset Year

OTHER: APPENDICITIS

TUBERCULOSIS: LATENT TUBERCULOSIS
DEPRESSION: RECURRENT, MILD

OTHER: EXCESSIVE VAGINAL BLEEDING
OBESITY

ANEMIA: MILD

OSTEOARTHRITIS

OTHER: RIGHT MENISCAL TEAR

OTHER: RADICULOPATHY (LUMBAR REGION)
OTHER: SPONDYLOSIS WITHOUT MYELOPATHY

GASTROESOPHAGEAL REFLUX DISEASE
HYPERTENSION

HYPOTHYROIDISM

OTHER: PLAQUE PSORIASIS

DRUG ALLERGIES/REACTIONS: PLAQUENIL ALLERGY

OTHER: ASTHMATIC BRONCHITIS
OTHER: VITAMIN D DEFICIENCY

OTHER: CARPAL TUNNEL SYNDROME (RIGHT UPPER LIMB)

OTHER: OCCASIONAL DIARRHEA

19
19
19

—_
\O

[NOJN SO T SO T S N O TN (S TN SO T (S I S I (O TN S I (S T (S I (S I )
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Prior Procedures

Procedure Year

SURGERY: APPENDECTOMY 19
SURGERY: HYSTERECTOMY 19
SURGERY: TOTAL KNEE ARTHROPLASTY (RIGHT) 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
PLACEBO ORAL QD | N X[ 168
168
ABT-494 I5MG ~ ORAL QD R Bl
169 392
ABT-494 I5MG ~ ORAL QD -l /
393
109
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX
Day
ISONIAZID 5 mg/kg QD ‘avat B
HYDROCHLOROTHIAZIDE 100/12.5 mg QD Y-M: 2
W/LOSARTAN
LEVOTHYROXINE 100 ug QD Y-M: 2
LORAZEPAM 0.5 mg PRN Y-M: 2
METHOCARBAMOL 500 mg PRN Y-M: 2
OMEPRAZOLE 20 mg QD Y-M: 2
DICLOFENAC 1 OTHER: QID Y-M: 2
APPLICATION
PIROXICAM 20 mg QD Y-M:
HYDROXYCHLOROQUINE 400 mg QD Y-M: 20
DICLOFENAC 170 mg PRN Y-M: 20
ERGOCALCIFEROL 1000 IU BID Y-M: 20
FOLIC ACID 3 mg QD Y-M: 20
METHOTREXATE 0.8 mL EVERY WEEK Y-M: 20
MONTELUKAST 10 mg QD Y-M: 20
MULTIVITAMIN 1 OTHER: TABLET QD Y-M: 20
SULFASALAZINE 500 mg QD Y-M: 20
TRAMADOL 50 mg QID Y-M: 20
PREDNISONE 10 mg QD Y-M: 20
GLUCOSAMINE & CHONDROITIN WITH  400/500/250 mg QD Y-M: 20

MSM
LOPERAMIDE 1 OTHER: TABLET
SECUKINUMAB 300 mg

PRN Y-M: 2
OTHER: ONCE PER  Y-M: 2048-

MONTH
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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
HYDROCHLOROTHIAZIDE 100/12.5 mg QD Y-M: 2(' Not reported.
W/LOSARTAN
LEVOTHYROXINE 100 ug QD Y-M: 2 Not reported.
LORAZEPAM 0.5 mg PRN Y-M: 2 Not reported.
METHOCARBAMOL 500 mg PRN Y-M: 2 Not reported.
OMEPRAZOLE 20 mg QD v-M: 200 v-M: 20jHl}
/ 463
DICLOFENAC 1 OTHER: QID Y-M: 2(' Not reported.
APPLICATION
PIROXICAM 20 mg QD Y-M: 2 Not reported.
DICLOFENAC 170 mg PRN Y-M: 2 Not reported.
ERGOCALCIFEROL 1000 TU BID Y-M: 20l Not reported.
FOLIC ACID 3 mg QD Y-M: 2 Not reported.
METHOTREXATE 0.8 mL EVERY WEEK  Y-M: 208 Not reported.
MONTELUKAST 10 mg QD Y-M: 2 Not reported.
MULTIVITAMIN | OTHER: TABLET QD Y-M: 20l Not reported.
TRAMADOL 50 mg QID Y-M: 2 Not reported.
GLUCOSAMINE & CHONDROITIN ~ 400/500/250 mg QD Y-M: 20ff] Not reported.
WITH MSM
LOPERAMIDE | OTHER: TABLET PRN Y-M: 2* Not reported.
SALBUTAMOL 90 ug PRN Y-M: 2048- Not reported.
B 24
RANITIDINE 75 mg QD Yi/[: 2('- Not reported.
/ 464
ACICLOVIR 800 mg OTHER: 5 TIMES  Y-M: 20fff Y-M: 20f} i}
PER DAY /471 /478
ONDANSETRON 4 mg QD v-M: 20 Y-M: 20} ]
B 475 / 475
HYDROMORPHONE 0.5 mg QD v-M: 20 Y-M: 20} )}
B 475 /477
MORPHINE 2 mg QD v-M: 20 Y-M: 20} i}
/ 475 /477
SODIUM CHLORIDE 1000 mL QD v-M: 20 Y-M: 20}
B 475 /477
DOCUSATE 100 mg QD v-M: 20 Y-M: 20} i}
B 475 /478
OXYCOCET 5/325 mg QD v-M: 20 Y-M: 20} i}
B 475 / 488
CEFOTETAN 2g QD v-M: 20 Y-M: 20} i}
/ 476 / 476
FLEBOBAG RING LACT 1000 mL QD Yi/[: 20 v-m: 20
/ 476 / 476
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INDOMETACIN 100 mg QD v-M: 20fff v-M: 20
B 476 / 476

FAMOTIDINE 20 mg QD v-M: 20 Y-M: 20} i}

/ 476 /477

HEPARIN 1 mL QD v-M: 20 Y-M: 20} )}
B 476 /478

Event #1: Serious Adverse Event

Event Description CHOLELITHIASIS

Preferred term JEA i

AE Onset Date / Rx Day onl / 462
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

B0l Rx DAY 465): CHOLECYSTECTOMY: GALLBLADDER REMOVED. NO
COMPLICATIONS.

AE Stopped Rx Day 466

Duration of AE 5 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology OBESITY

Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #2: Serious Adverse Event
Event Description BILIARY DUCT LEAK (PROCEDURAL INJURY)
Preferred term AL 1% AR

AE Onset Date / Rx Day on. / 475
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

L0} (RX DAY 476): BILIARY SPHINCTERQTOMY WITH PLASTIC STENT PLACEMENT:
COMPLETED WITH NO COMPLICATIONS; |20l ®RX DAY 477): CT SCAN ABDOMEN/PELVIS:
3.7 CM SUB HEPATIC FLUID COLLECTION

AE Stopped Rx Day 476

Duration of AE 2 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY
Investigator Alternative Etiology CHOLECYSTECTOMY

Discontinued Study Drug Due to the NO
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Event
SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BT D O, ARRETKED @ skt Th Y, ABT-494 (7352 F=7)
ORI CTERILS VRPN Sn, IBAEDFE LRI L1,

Event 1 DEEREE :
BEH 3 2 )l I IR, RS, AR, B AEMORMERE, |mE, R, ok
BEEIZE, eSS (1 H 0.3 4% 3 M) KOHEEE (1 B 28K Tholz,

WL, RO 24 W, ARBROBEHRT 7RI AN BT, 20 A
B . ABT-494 OB GBS T,

oy ES BEN IERET SETiRcE AR K BEN ERNCEHES T

will =0 e, #E RO oRaREEEZ2 LR, REston, 20 )
Al B, EEREzEZ2L, BaEorzo ARk LE 20l &1 A 18, msEegiissbne,
aopEds o, 20lE R, wsEERE L,

ol =1 B B, BEBE TR LTV S AR & 2 BB A e, PR A Ok
TR b o Tz,
The patient's past medications include:
ISONIAZID for LATENT TUBERCULOSIS (19} - 19
PLAQUENIL for PSORIATIC ARTHRITIS (Jj 20l - Il 20l
SULFASALAZINE for PSORIATIC ARTHRITIS (20l - Il 20D
PREDNISONE for PSORIATIC ARTHRITIS (J} [l 20l - I Il 20
COSENTYX for PSORIATIC ARTHRITTS (I} Il 20l - I Il 2l
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Causality for UPADACITINIB (Blinded)

1) Cholelithiasis (10008629) (Cholelithiasis (10008629)) [v.22.0] [10008629]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for UPADACITINIB (Blinded)

Event of CHOLELITHIASIS
- Investigator: Obesity.

- AbbVie: Risk factors include age, gender and obesity.

Relevant Laboratory & Other Diagnostic Tests

B 20l CHEST X-RAY: Normal
Investigator No.:

Subject Number: -

Protocol Number: M15-554

BB ELIE R & OB, APERE KED o Bkt Th Y, ABT-494 (735 L F=7)
DR CTERIL S IARIEN G S, WUREIRE LIS 35 0FSzRH L,

Event 2 D EEREE :
BHHE T 2RI I e s (1 H 0.3 Fi& 3 4EM) , IE, miE, Rmmfesie, sometkRasis
KOS (1 H 2 K050 ThH otz
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WERE L, R0 24, ARROERT 7B RECa AR S0, 20f] 4 I
AR, ABT-494 5t 53 BAMA ST,

il =8 B P wemeE R m g R oS B 2xE L, 0 =1 B,
WM LB Rk S 381) sk L,

whgrmao 0 =8 e, wmEamnEosaEswee xR L, 20 =10 ) e,
RESEOIRI AN T4, RIESCAPHEITA U dyo 72 (AER No.19P-163-2894723-00) .

il =B B B A OLEERE OO RAIRIEE A Z B L, 5B OIRSERT
ik pmmnaERd s sne, 20l =1 P RREERHOBE 75 2F v s 27
v bgESM TN, aPEERA Charor, 0] A I e, s L,

BHEINTFFNL, TFRa kT E 71720 Tholz,

The patient's past medications include:

ISONIAZID for LATENT TUBERCULOSIS (19} - 19

PLAQUENIL for PSORIATIC ARTHRITIS (JJj 20l - Il 20l
SULFASALAZINE for PSORIATIC ARTHRITIS (I 20l - Il 20D
PREDNISONE for PSORIATIC ARTHRITIS (J} [l 20l - I Il 20
COSENTYX for PSORIATIC ARTHRITTS (I} Il 20l - I Il 2ol

Causality for UPADACITINIB (Blinded)

1) Post procedural bile leak (10057586) (Post procedural bile leak (10057586) ) [v.22.0] [10057586]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for UPADACITINIB (Blinded)
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Event of BILIARY DUCT LEAK (PROCEDURAL INJURY)

- Investigator: Cholecystectomy.

- AbbVie: Event is more likely a complication of recent cholecystectomy procedure.

Relevant Laboratory & Other Diagnostic Tests

I 20l cT SCAN ABDOMEN/PELVIS: 3.7 em sub hepatic fluid collection.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest
Event Study Drug

AL TESLE X

Treatment Group Age at Study Start Sex Race

ABT-494 30 mg QD 4' FEMALE WHITE

Medical History Onset Year

OBESITY: MORBID 19

ASTHMA

HYPERTENSION

OTHER: ATHEROSCLEROSIS OF AORTA

OTHER: HYPERTENSIVE HEART DISEASE (WITHOUT HEART FAILURE)
OTHER: SLEEP APNEA

DIABETES MELLITUS: TYPE I

OTHER: SOLITARY PULMONARY NODULE (BENIGN)

OTHER: CERVICAL AND LUMBAR RADICULOPATHY

OTHER: CHRONIC LOW BACK PAIN

HYPERLIPIDEMIA: MILD

OTHER: CARPAL TUNNEL SYNDROME

GASTROESOPHAGEAL REFLUX DISEASE

PERIPHERAL NERVE DISORDER: DIABETIC PERIPHERAL NEROPATHY
DEPRESSION: MILD, CONTROLLED

EMPHYSEMA/CHRONIC OBSTRUCTIVE PULMONARY DISEASE
OTHER: ANXIETY

OTHER: PLAQUE PSORIASIS

OTHER: SEASONAL ALLERGIES

OTHER: MORPHINE DRUG ALLERGY

OTHER: ELEVATED TRIGLYCERIDES

OTHER: PULMONARY FIBROSIS

TUBERCULOSIS: LATENT

NS S T O T SO T O NS T 1 I ST S I (O TN 1S I S I (ST SO T \S TN (S I (S T SO I (S T S B (S I )
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Prior Procedures

Procedure Year

SURGERY: HYSTERECTOMY 20.
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 30MG  ORAL oo A B 167
167
ABT-494 30MG ~ ORAL QD R /
168
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
FUROSEMIDE 20 mg QD Y-M: 2
GLIPIZIDE 5 mg QD Y-M: 2
LISINOPRIL 10 mg QD Y-M: 2
SPIRONOLACTONE 25 mg QD Y-M: 2
SIMVASTATIN 10 mg QD Y-M: 2
RANITIDINE 300 mg QD Y-M: 2
METOPROLOL 25 mg QD Y-M: 2
SALBUTAMOL 2.5mg PRN Y-M: 2
DULOXETINE 60 mg QD Y-M: 2
MONTELUKAST 10 mg QD Y-M: 2
BUDESONIDE W/FORMOTEROL 320/9 ug BID Y-M: 2
FUMARATE
CLOBETASOL 1 OTHER: BID Y-M: 2('
APPLICATION
DICLOFENAC 100 mg QD Y-M: 2
BUPROPION 150 mg QD Y-M: 2
COLECALCIFEROL 50000 TU EVERY WEEK Y-M: 2
FISH OIL 1 OTHER: CAPSULE QD Y-M: 2
GABAPENTIN 600 mg QD Y-M: 2
ADALIMUMAB 40 mg EVERY 2 Y-M: 2('- /-
WEEKS 329
FOLIC ACID 1 mg QD y-M: 20jHI}/ -
329
METHOTREXATE 25 mg EVERY WEEK  Y-M: 20jHl}/ -
329
CLOBETASOL | OTHER: BID y-m: 20 i}/ -47
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HYDROCORTISONE

TRIAMCINOLONE

NICOTINE
ISONIAZID
PYRIDOXINE

APPLICATION

1 OTHER:
APPLICATION

1 OTHER:
APPLICATION

14 mg
300 mg
50 mg

BID

BID

QD
QD
QD

y-M: 20jHl}/ -47
y-m: 20 i}/ -47

Y-M: 20081 / -23
Y-M: 208848 / -19
Y-M: 200848 / -19

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
FUROSEMIDE 20 mg QD Y-M: 2 Not reported.
GLIPIZIDE 5 mg QD Y-M: 2 Not reported.
LISINOPRIL 10 mg QD Y-M: 2 Not reported.
SPIRONOLACTONE 25 mg QD Y-M: 2 y-M: 20jHl}
30
SIMVASTATIN 10 mg QD Y-M: 2 Not reported.
RANITIDINE 300 mg QD Y-M: 2 Not reported.
METOPROLOL 25 mg QD Y-M: 2 Not reported.
SALBUTAMOL 2.5mg PRN Y-M: 2 Not reported.
DULOXETINE 60 mg QD Y-M: 2 Not reported.
MONTELUKAST 10 mg QD Y-M: 2 Not reported.
BUDESONIDE W/FORMOTEROL 320/9 ug BID Y-M: 2 Not reported.
FUMARATE
DICLOFENAC 100 mg QD Y-M: 2 Not reported.
BUPROPION 150 mg QD Y-M: 2 Not reported.
COLECALCIFEROL 50000 IU EVERY Y-M: 2 Not reported.
WEEK
FISH OIL 1 OTHER: QD Y-M: 2(' Not reported.
CAPSULE
GABAPENTIN 600 mg QD Y-M: oﬂ Not reported.
ISONIAZID 300 mg QD Y-M: 2088l / Not reported.
-19
PYRIDOXINE 50 mg oD v-M: 20}/ Not reported.
-19
ACETYLSALICYLIC ACID 325 mg QD Y-M: 20}/ Not reported.
28
GLYCERYL TRINITRATE 0.4 mg QD Y-M: 20}/ Not reported.
28
GLUCOSE 50 % b v-M: 20l v-™: 20 i)
28 28
GLYCERYL TRINITRATE 0.4 mg b v-M: 20l v-™: 20 i)
28 28
MAGNESIUM 100 mL o y-M: 20 ) y-m: 20
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NABUMETONE

PARACETAMOL

COMBIVENT

FAMOTIDINE

FLEBOBAG RING LACT

GLUCAGON

GLUCOSE

GLUCOSE

INSULIN LISPRO

MAGNESIUM

ONDANSETRON

POTASSIUM

POTASSIUM

ACETYLSALICYLIC ACID

SODIUM CHLORIDE

DIPHENHYDRAMINE

FENTANYL

GLYCERYL TRINITRATE

HEPARIN

LIDOCAINE

LIDOCAINE

VERAPAMIL

Event #1: Serious Adverse Event

750 mg
325 mg
3mL
20 mg
1000 mL
1 mg
4g
50 mL
100 OTHER:
U/ML
50 mL
4 mg
1 OTHER: DOSE
20 mEq
81 mg
2000 mL
50 mg
100 ug
100 ug
5000 OTHER:
UNITS

50 mL

2.5mg

BID
PRN
PRN
BID
QD
PRN
QD
PRN
QD
QD
PRN
QD
QD
QD
QD
QD
QD
QD
QD
QD
QD
QD

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Event Description

UNSTABLE ANGINA PECTORIS
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Preferred term REEERLME
AE Onset Date / Rx Day hofl] / 28
Age at AE Onset

Laboratory Testing

IR0l (Rx DAY 30): Blood Urea Nitrogen: 7.5 [2.5 - 6.43] mmol/L; Creatinine: 73.37 [48.62 - 106.08]
umol/L; Glucose: 6.83 [4.11 - 5.88] mmol/L; Hemoglobin: 121 [114 - 151] g/L; Leukocytes: 12 [4.2 - 11.1]
1079/L; Platelets: 205 [130 - 400] 10"9/L; Sodium: 135 [136 - 145] mmol/L

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20. (RX DAY 28): CHEST X RAY: ACUTE BRONCHITIS VERSUS INTERSTITIAL
PULMONARY EDEMA; 20. (RX DAY 29): VL EXTREMITY ART LOVER BILAT: NO
EVIDENCE OF SIGNIFICANT STENOSIS; VL SEG/PRESSURE SINGLE: NO EVIDENCE OF
SIGNIFICANT STENOSIS; 20. (RX DAY 30): LEFT HEART CATHETERIZATION: NORMAL

AE Stopped Rx Day 32

Duration of AE 5 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology FAMILY HISTORY OF CARDIAC EVENTS
Discontinued Study Drug Due to the Event NO

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BB ELIE D & OB, APEE KED ikt Th Y, ABT-494 (735 L F=7)
DR CERIL SHIBRIEN G S, REERLEOFEE R L,

Event 1 DGR E :

B3 2 R I AR, WE, 77 v — AMEREVREE(LAE, &, & OER (0
A7) , MEIRFFEEREDE, 2 BUBERRYS, INZMEAGRESD, miRiME, HEEimtEEEs, K2,
a2 b — /L NOEBED S O, KiKE SMEPAZEMEERE, Rmfl ok, soRErEBIEiZk, b
U7 U® Y REEIN, BHRRMELE, BAEEE (1 H 025 764 14 4E[]) ROBIEGES (1 B 2 MR
ThoT,

wll =B e vmEareeknEL R Lz, o) =0 e ReErenmEy
KL,
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Wl =B Py s, wEgE IR 3 BEE 7 RAR A =D L, ek e
STWTHINE Lo, HRFEICED &, R ITNE T ORE o Ea kL ORIET, 2
SREIC B DL, ML, PPRREE, SR owEtEn E etk Tz, 20 B
A, ok, bEokaoro Ak Lz, 20 =) 0. 2o 7—7 g
iz, WRITZERTH -,

JRBE DS

Wl =B P, wEBE RS 3 AR O RAER AR L, IR > T
THili%k LTz, R IEIE F oMo R ORI T, SAumkiEie FoREL,
FERIC R T, REENIC IR Bk A U, BRI BRI bR bR, BIRMET, i
HBOLEWRFTI0 R 6 Tholz, #REICLD L, MELTHEMLIZVELZV 52
Lot WL, PRURIREE, B R ONEEIED £\ Ao TV, BEBRE T FIEEIIRR
ZRODERE R LTS LIk T, ZOMORERRIERIT RN o7, haR=% 28
FLER, WPRLRER L Tho7o7m0, AMEEBIIRERER O Tt shi-, 20fff 4
7 0. i X s ic X 0 iiKIECIE 72 < AR E LANRYD bz, WBC 23 12.7 (28
muz, 20 =R 0, EorTF—F ABREORKRITERT, CAD 30 51T, LVEF b
60% L EH Tl oT, FRBIIROBREIMTONIZA, FHRIZREY EHT, ELORELRD S
niinoi-, 20 e A BB, v L,

Be G- ST 3EANL, nitrostat, 7 N7 X 7, pepeid, T AN, =ha s Ukl Ly,
TAEY kN calan ThH o7~

The patient's past medications include:

cLOBETASOL 0.05% for PSORIASIS o} - 20, I 20l - Il 2

FOLIC ACID for SUPPLEMENT TO MTX USE (i} 20l - I 2ol

HUMIRA for PSORIATIC ARTHRITIS (] 20l - I 2ol

METHOTREXATE for PSORIATIC ARTHRITIS (20| - [ 2

HYDROCORTISONE for PSORTASIS (I} [l 20l - I I 20l

TRIAMCINOLONE ACETONIDE for PSORTASIS (I} [l 20l - I Il 20l

Causality for UPADACITINIB (Blinded)

1) Angina pectoris unstable (10002385) (Angina unstable (10002388)) [v.22.0] [10002385]
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Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for UPADACITINIB (Blinded)

Event of UNSTABLE ANGINA PECTORIS
- Investigator: FAMILY HISTORY OF CARDIAC EVENTS

- AbbVie: More likely related to underlying risk factors of hypertension, diabetes, obesity, hypertensive heart
disease, hyperlipidemia, aortic atherosclerosis and smoking.

Relevant Laboratory & Other Diagnostic Tests

I 20l BLOOD PRESSURE: 150/91mmHg

B 20l BMi: 61.9 kgm2

B 20l BUN: 21 mg/dL (normal 7 to 18)

. - 20. CHEST X-RAY: Abnormal Finding. Calcified granulomas : Present, No pleural thickening, No
Pleural Scarring, No Signs of Active TB. Finding indicative of previous TB infection. Other Findings:
Granuloma, Cardiomegaly, Mild pulmonary inflation.

. - 20. CHEST X-RAY: ACUTE BRONCHITIS VERSUS INTERSTITIAL PULMONARY EDEMA
. - 20. CREATININE: Results: 0.83 mg/dL Lower normal range: >0.55 Upper normal range: <1.2

. - 20. ECG: Abnormal; Low QRS voltage in chest leads.

- 20. ECG: Results not provided

. - 20. BLOOD GLUCOSE: Results: 123 mg/dL. Lower normal range: >74 Upper normal range: <106

I 20l HCT: 36.6 % (normal 36.1 10 45.4)

. - 20. HEMOGLOBIN: Results: 12.1 g/dL Lower normal range: >11.4 Upper normal range: < 15.1
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I 20l 5GB: 12.1 G/DL (normal 11.4 to 15.1)

. - 20. LEFT HEART CATHETERIZATION: Normal coronary artery with normal left ventricular
systolic function

. - 20. PLATELET COUNT: Results: 205 K/UL Lower normal range: >130 Upper normal range: <
400

I 20l pLT: 205 K/uL (normal 130 to 400)

I 20l poTASSIUM: 4 MMOL/L (normal 3.5 to 5.1)
B 20l puLsE: 65 /min

I 20l RESPIRATORY RATE: 14 /min

I 20 sop1um: 135 MMOL/L (normal 136 to 145)
B 20l tEmPp: 082 F

I 20l TROPONIN: Done twice. Negative both times.

- 20. VL EXTREMITY ART LOVER BILATERAL: NO EVIDENCE OF SIGNIFICANT
STENOSIS

I 20l V1. SEG/PRESSURE SINGLE: NO EVIDENCE OF SIGNIFICANT STENOSIS

B 20l WaC: 12.7 No units
B 20l wsC: 120K
B 20l WeiGHT: 1429KG

. - 20. WHITE BLOOD CELLS: Results: 12 K/UL Lower normal range: >4.2 Upper normal range: <
11.1
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest
Event Study Drug

MERER AN 4 X X X

SR A . X X X

o filifse 1 X X X

Wb AMEHE R X X

i 2 X X X

Jiti ZERRIE X X X

TNE= D) X X

Treatment Group Age at Study Start Sex Race

ABT-494 15 mg QD 7I FEMALE WHITE
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Medical History

Onset Year

OBESITY

DRUG ALLERGIES/REACTIONS: ADHESIVE BANDAGE
DRUG ALLERGIES/REACTIONS: LATEX

OTHER: UTERINE FIBROIDS

DRUG ALLERGIES/REACTIONS: BERRY DECONGESTANT
DRUG ALLERGIES/REACTIONS: MEFOXIN
HYPERTENSION

OTHER: BILATERAL LEG EDEMA

OTHER: POTASSIUM DEFICIENCY

DRUG ALLERGIES/REACTIONS: ALLERGY TO CELEBREX
OTHER: LOW BACK PAIN

OSTEOARTHRITIS: BILATERAL HANDS
OSTEOARTHRITIS: BILATERAL KNEES

DRUG ALLERGIES/REACTIONS: GLUTENS

DRUG ALLERGIES/REACTIONS: WHEAT

DRUG ALLERGIES/REACTIONS: LYRICA
HYPERLIPIDEMIA: DIET CONTROLLED

OTHER: PLAQUE PSORIASIS

OTHER: ANEMIA

Prior Procedures

19
19
19
19
19
19
19
19
19
19

—_
\O

[N SO T (O I S I SO T (ST S I\ ]

Procedure Year

SURGERY: HYSTERECTOMY

19

SURGERY: BACK SURGERY SECONDARY TO MOTOR VEHICLE ACCIDENT 19
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL NEVER
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 I5MG ~ ORAL QD | NG N 160
1 160
126
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
/ RX Day
LISINOPRIL 5 mg QD Y-M: 1
FUROSEMIDE 40 mg QD Y-M: 1
POTASSIUM 10 mEq QD Y-M: 1
METHOTREXATE 20 mg QD Y-M:
NAPROXEN 750 mg PRN Y-M:
SULFASALAZINE 2500 mg QD Y-M:
ETANERCEPT 50 mg EVERY WEEK  Y-M:
CLOBETASOL 1 OTHER: PRN Y-M:
APPLICATION
ADALIMUMARB 40 mg EVERY WEEK  Y-M:
PANADEINE CO 30/300 mg PRN Y-M:
ADALIMUMARB 40 mg EVERY WEEK ~ Y-M: 2
287
BIOTIN 10 mg QD y-M: 20jHI}/ -
262
FISH OIL 630 mg QD y-M: 20jHI}/ -
262
SULFASALAZINE 500 mg BID v-M: 20}/ -89

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

end of study

Medication Name Dose/Units Frequency Start Year- Stop Year-
(WHO Drug) Month / RX  Month / RX
Day Day
LISINOPRIL 5 mg QD Y-M: 1 ONGOING
FUROSEMIDE 40 mg QD Y-M: 1 ONGOING
POTASSIUM 10 mEq QD Y-M: 1 ONGOING
PANADEINE CO 30/300 mg PRN v-M: 20 ] oNGoiNnG
BIOTIN 10 mg QD y-M: 20 ]/ ONGOING
2262
FISH OIL 630 mg QD y-m: 20 i}/  oNcGoiNnG
2262
SULFASALAZINE 500 mg BID y-m: 20 i}/  oNcGoiNnG
-89
PHENFLU G 1 OTHER: TABLESPOON PRN y-M: 20l y-m: 20fHI)/
139 144
CISATRACURIUM UNKNOWN OTHER: OoTHER: ONCE  Y-M: 20l v-M: 20}/
UNKNOWN 161 161
EPINEPHRINE 1 OTHER: DOSE OoTHER: ONCE  Y-M: 20l v-M: 20}/
161 161
POTASSIUM 100 mL OoTHER: ONCE  Y-M: 20ff i}/ y-M: 20}/
161 163
HEPARIN 0.5 mL OTHER: PRN  Y-M: 20f i/ v-M: 20}/
161 174
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HYDROMORPHONE 1 mL PRN y-M: 20jHIl)/ v-M: 20}/
161 175

INSULIN UNKNOWN OTHER: PRN y-M: 20l y-m: 20fHI)/
UNKNOWN 161 175

OXYGEN UNKNOWN OTHER: OTHER: y-M: 20l y-m: 20fHI)/
LITERS CONTINUOUS 161 175

PANTOPRAZOLE 40 mg QD y-M: 20jHIl)/ v-M: 20}/
161 175

PIP/TAZO 12.5mL OTHER: EVERY 8 Y-M: 20}/ y-M: 20}/
HOUR 161 175

SODIUM CHLORIDE 250 mL OTHER: y-M: 20jHIl/ v-M: 20}/
CONTINOUS 161 175

PROPOFOL 100 mL OoTHER: ONCE  Y-M: 20ff i}/ y-M: 20}/
161 193

SODIUM CHLORIDE UNKNOWN OTHER: OTHER: v-M: 20jHIl/ v-M: 20}/
UNKNOWN CONTINOUS 163 163

APIXABAN 10 mg BID y-M: 20jHIl)/ v-M: 20}/

175

181

Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Study Specific Adverse
Events of Interest, Positively Adjudicated Events

Event Description
Preferred term

AE Onset Date / Rx Day

Age at AE Onset
Laboratory Testing
NOT REPORTED
Microbiology

NOT REPORTED

ACUTE HYPOXIC RESPIRATORY FAILURE

SVERFR A2

7

SAE Supplemental Procedure
0. (RX DAY 161): HYPOTHERMIA PROTOCOL: REWARMED

on. /161 (1 DAY AFTER LAST TREATMENT)

|

OROTRACHEALLY INTUBATED ON MECHANICAL VENTILATION: UNRESPONSIVE AT TIME,
EXTUBATED 02MAR2018

AE Stopped Rx Day 175 (15 DAYS AFTER LAST TREATMENT)

Duration of AE 15 DAYS

Relation to Study Drug by REASONABLE POSSIBILITY
Investigator

Investigator Alternative NOT REPORTED

Etiology

Discontinued Study Drug  YES

Due to the Event
SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY

IMPORTANT SERIOUS EVENT, LIFE THREATENING

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

Events of Interest

Event Description ACUTE BLOOD LOSS ANEMIA
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Preferred term LR =YiiN
AE Onset Date / Rx Day 20. /161 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 7

Laboratory Testing

B0l (RX DAY 161): Hemoglobin: 125 [120 - 160i f/L' Leukocytes: 6.4 [4.5 - 111 10°9/L; || ol
(RX DAY 162): Hemoglobin: 119 [120 - 160] g/L; 2 (RX DAY 163): Hemoglobin: 102 [120 - 160]
g/L; 20. (RX DAY 175): Hemoglobin: 89 [120 - 160] g/L

Microbiology

NOT REPORTED

SAE Supplemental Procedure

Dol (RX DAY 161): TRANSFUSION 1 UNIT OF BLOOD: HEMOGLOBIN STABILIZED;

O] (RX DAY 170): COLONOSCOPY: HEMORRHOIDS, DIVERTICULOSIS, ULCERS IN
DISTAL RECTUM, NO BLEEDING; |20l (RX DAY 174): CAPSULE ENDOSCOPY: NORMAL
SMALL BOWEL; UPPER GI ENDOSCOPY: MODERATE SEVERE ESOPHAGITIS, WITH NO
BLEEDING

AE Stopped Rx Day 175 (15 DAYS AFTER LAST TREATMENT)
Duration of AE 15 DAYS

Relation to Study Drug by REASONABLE POSSIBILITY

Investigator

Investigator Alternative EtiologyNOT REPORTED

Discontinued Study Drug Due to YES

the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT
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Event #3: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Study Specific Adverse
Events of Interest, Positively Adjudicated Events

Event Description CARDIOPULMONARY ARREST

Preferred term CyififEs 1k

AE Onset Date / Rx Day on. /161 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 7

Laboratory Testing

20l (RX DAY 161): NPTST028-BNP: 50.2 [NOT REPORTED - NOT REPORTED] ng/L;
NPTST134-TROPONIN: 2.36 [NOT REPORTED - NOT REPORTED] ng/mL

Microbiology

NOT REPORTED

SAE Supplemental Procedure

B0l (RX DAY 161): EKG: SINUS RHYTHM WITH CHANGES SUGGESTIVE OF LEFT
VENTRICULAR HYPERTROPHY WITH QRS WIDENING, T WAVE ABNORMALITY, CONSIDER
ANTERIOR ISCHEMIA

AE Stopped Rx Day 175 (15 DAYS AFTER LAST TREATMENT)
Duration of AE 15 DAYS

Relation to Study Drug by REASONABLE POSSIBILITY

Investigator

Investigator Alternative NOT REPORTED

Etiology

Discontinued Study Drug  YES

Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT, LIFE THREATENING

Event #4: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description EROSIVE GASTRITIS

Preferred term OB AMEE %

AE Onset Date / Rx Day on. /161 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20. (RX DAY 164): UPPER GI ENDOSCOPY: NON-REFLUX ESOPHAGITIS - NON-BLEEDING
EROSIVE GASTROPATHY; 20. (RX DAY 170): COLONOSCOPY: MULTIPLE ULCERS IN
DISTAL RECTUM, BIOPSIED, NO BLEEDING; 20. (RX DAY 174): CAPSULE ENDOSCOPY:
NORMAL SMALL BOWEL (SMALL BOWEL PASSAGE 4 HOURS AND 20 MINUTES); UPPER GI
ENDOSCOPY: ESOPHAGITIS, NO BLEEDING

AE Stopped Rx Day 175 (15 DAYS AFTER LAST TREATMENT)
Duration of AE 15 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the  YES
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Event
SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #8: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Study Specific Adverse
Events of Interest

Event Description PNEUMONIA

Preferred term fifi 4%

AE Onset Date / Rx Day on. /161 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l RX DAY 161): ANGIO CHEST WITH/WITHOUT CONTRAST CT SCAN: PULMONARY
ARTERIAL EMBOLI, SECONDARY TO PE OR PNEUMONITIS, FLUID LEVEL WITH THE RIGHT
LOWER LOBE BRONCHUS

AE Stopped Rx Day 175 (15 DAYS AFTER LAST TREATMENT)
Duration of AE 15 DAYS

Relation to Study Drug by REASONABLE POSSIBILITY

Investigator

Investigator Alternative NOT REPORTED

Etiology

Discontinued Study Drug  YES

Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT, LIFE THREATENING

Event #9: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Study Specific Adverse
Events of Interest, Positively Adjudicated Events

Event Description BILATERAL PULMONARY EMBOLI

Preferred term it SEAEGE

AE Onset Date / Rx Day on. /161 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day 175 (15 DAYS AFTER LAST TREATMENT)
Duration of AE 15 DAYS

Relation to Study Drug by REASONABLE POSSIBILITY
Investigator

Investigator Alternative NOT REPORTED

Etiology
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Discontinued Study Drug YES
Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT, LIFE THREATENING

Event #11: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description VENTRICULAR FIBRILLATION

Preferred term NS0

AE Onset Date / Rx Day on. /161 (1 DAY AFTER LAST TREATMENT)
Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20. (RX DAY 161): CARDIOPULMONARY RESUSCITATION: UNRESPONSIVE; INTUBATED:

EXTUBATED [JJJi20l; sSHOCK DELIVERED 1 TIME: UNRESPONSIVE

AE Stopped Rx Day 161 (1 DAY AFTER LAST TREATMENT)
Duration of AE 1 DAY

Relation to Study Drug by REASONABLE POSSIBILITY
Investigator

Investigator Alternative NOT REPORTED

Etiology

Discontinued Study Drug  YES
Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT, LIFE THREATENING

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BT b O, ARREKED P skt Th Y, ABT-494 (7352 F=7)
DR TR S U BRI 5 S0, IRDEE, DML, PRI, AR
MEMEMRIR R4S, A MER L, O05 AR A R OO0 5 & 3 L7,

Event 1~4, 8, 9 KN 11 DEERRRE :
REEE 2R IR, @I, WEHVRIE, B EhE S O TN, R, somertR
ik, FEMREE, FERGEE CTH o T,
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Wl =B P wBE RO, ML, ERGEERE, MR 5 R R
4, Aarbkmrgm, 0sEsRoLERBZRB L, 0= B, bsmshany
gLtz 2o = A 0, Wikoses, DS, WANIERE, Ak TR R R 4,
Fabk e PR I B OVON S AMEE I R LT,

o 0l =8 I Pestich i s, EBREORIL, WKERE ST L
FALTR LA THENTND EXICEENEES LTNWD I EIZRSW T, #iERE I3k
L, BENE LT, SRE ISR RIE T, RAERE 21> < D IRICHE b=
N, ZOEERITPBRENIFR L LD EHZNTND Z LTRSS -, EMS BIERE, #5RE 1
MRS TR A LT ahoT=y, EEMRIEH -7, CPR ROSFE N TONZ, Z0%, N
MK L, HREILOEMBNCH > 72, CPR & FRMIENA | [4Thh iz, W AR
B LB, $REIIEACERIETHY, RARREHTREAIS 70 LT, KRE
2o = A I P icEmaEEIC AR Ui, IR TR RS S E R KR L
TG Th > 72, WRETEMEELMES ) 7 AMFEEZ R LTEY, LA b —CTLRE
WRASHRH S 7z, ARIRIRRREE 7 1 b SULICE - 7= FEA T DA, Mol CAT I & v il gets i
MR BV, BERE IR A RE L, PUEMEIES SN, £, BEELE > T~E
7 ey RN L, EGD 72 8 ORLERE TODL AME RNRD bz, 0%, NS
BT &V BB by, REcHmzEn bhienor, 0= e, hig
LS, ~Er e L 20 A, wEsiThne, e
Wl =10 PR L, BEIRRNE O IE AR 5T,

BESNIFERNL, Yy, RRUH A2 U0, TATTr— - 47T bty LgH,
t ReE/LT 4, LRFTEHXLA, A AV, pantoprazole, 7' BRT 4+ —/b, fER, TV
¥ a—RA, ~/XY 2 GTT, epinephrine X MLV 7 A Th o7z,
The patient's past medications include:
CELEBREX for UNKNOWN INDICATION
LYRICA for UNKNOWN INDICATION
MEFOXIN for UNKNOWN INDICATION

Causality for ABT-494 (Blinded)

1) Pneumonia (10035664) (Pneumonia (10035664)) [v.21.0] [10035664]

Causality as per reporter (Drug/Vaccine): Reasonable possibility
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Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

2) Cardiopulmonary arrest (10007644) (Cardio-respiratory arrest (10007617) ) [v.21.0] [10007644]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

3) Pulmonary embolism (10037377) (Pulmonary embolism (10037377)) [v.21.0] [10037377]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

4) Acute respiratory failure (10001053) (Acute respiratory failure (10001053) ) [v.21.0] [10001053]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

5) Acute post hemorrhagic anemia (10057221) (Haemorrhagic anaemia (10052293)) [v.21.0]
[10057221]

Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
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Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

6) Gastritis erosive (10017865) (Gastritis erosive (10017865) ) [v.21.0] [10017865]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

7) Ventricular fibrillation (10047290) (Ventricular fibrillation (10047290)) [v.21.0] [10047290]

Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for ABT-494 (Blinded)

Event of PROBABLE PNEUMONIA

- Investigator: NOT APPLICABLE

- AbbVie: EVENT IS MORE LIKELY RELATED TO BILATERAL PULMONARY EMBOLISM.

Event of CARDIOPULMONARY ARREST
- Investigator: NOT APPLICABLE

- AbbVie: EVENT IS MORE LIKELY RELATED TO BILATERAL PULMONARY EMBOLI.

Event of BILATERAL PULMONARY EMBOLI
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- Investigator: NOT APPLICABLE
- AbbVie: RISK FACTORS INCLUDE PRE-EXISTING OBESITY AND PSORIATIC ARTHRITIS WITH
CURRENT DMARD USE. (OGDIE A. RISK OF VENOUS THROMBOEMBOLISM IN PATIENTS WITH

PSORIATIC ARTHRITIS, PSORIASIS AND RHEUMATOID ARTHRITIS: A GENERAL POPULATION-
BASED COHORT STUDY. EUROPEAN HEART JOURNAL. 2017; APRIL 20.)

Event of ACUTE HYPOXIC RESPIRATORY FAILURE
- Investigator: NOT APPLICABLE

- AbbVie: EVENT IS MORE LIKELY RELATED TO PNEUMONIA AND BILATERAL PULMONARY
EMBOLI.

Event of ACUTE BLOOD LOSS ANEMIA
- Investigator: NOT APPLICABLE

- AbbVie: EVENT IS MORE LIKELY RELATED TO EROSIVE GASTRITIS.

Event of EROSIVE GASTRITIS
- Investigator: NOT APPLICABLE
- AbbVie: EVENT IS MORE LIKELY RELATED TO STRESS RELATED MUCOSAL DISEASE FROM

RESPIRATORY FAILURE SECONDARY TO BILATERAL PULMONARY EMBOLISM AND CARDIAC
ARREST.

Event of VENTRICULAR FIBRILLATION
- Investigator: NOT APPLICABLE

- AbbVie: EVENT MORE LIKELY RELATED TO BILATERAL PULMONARY EMBOLI AND ACUTE
HYPOXIC RESPIRATORY FAILURE.

Relevant Laboratory & Other Diagnostic Tests

. - 20. CHEST X-RAY: No acute pulmonary disease, minimal platelike volume loss in the lingula

. - 20. CHEST X-RAY: Cardiomegaly, increasing left retrocardiac consolidation
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. - 20. CHEST X-RAY: Persistent left retrocardiac opacity, may represent atelectasis versus infiltrate,
small bilateral pleural effusions, stable position of line and tubes

. - 20. COLONOSCOPY: hemorrhoids, diverticulosis, ulcers in distal rectum, no bleeding
. - 20. CT ANGIOGRAM: Pulmonary arterial emboli, bilateral lower lobe lung interstitial and airspace
opacities which may be secondary to PE or pneumonitis, fluid level within the right lower lobebronchus,

coronary artery calcifications, spinal scoliosis and degenerative disease

. - 20. CT SCAN HEAD: Mild small vessel ischemic changes in supratentorial white matter, no evidence
for acute intracranial injury or abnormality

I 20l £XG: SINUS RHYTHM WITH CHANGES SUGGESTIVE OF LEFT VENTRICULAR
HYPERTROPHY WITH QRS WIDENING, T WAVE ABNORMALITY, CONSIDER ANTERIOR
ISCHEMIA

I 20l HEMOGLOBIN: 11.9 no unit

. - 20. MICOBACTERIOLOGY: Moderate growth normal endogenous flora present

. - 20. UPPER GI ENDOSCOPY: moderate severe esophagitis, with no bleeding

I 20l URINE CULTURE: No growth
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
WL X X
Treatment Group Age at Study Start Sex Race
Placebo/ABT-494 30 mg QD SI MALE WHITE
Medical History Onset Year
OTHER: PLAQUE PSORIASIS 19
OTHER: IRRITABLE BOWEL DISEASE 19

DEPRESSION: STABLE 2
COGNITIVE OR PSYCHIATRIC DISORDER: ANXIETY DISORDER 2
DEGENERATIVE DISC DISEASE: C5-6 C6-7 2
OTHER: GANGLION CYST 2

Prior Procedures Procedure Year
SURGERY: FUSED RIGHT WRIST 20
Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day
ALCOHOL CURRENT 2-4

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
PLACEBO ORAL oo AN A 168
168

ABT-494 30MG ~ ORAL QD BE Bl q00 232
169

ABT-494 30MG ~ ORAL QD BE B
401

653
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX Day
MULTIVITAMIN 1 OTHER: TABLET QD vy-M: 200
ERGOCALCIFEROL 1000 mg QD Y-M: 2
IBUPROFEN 600 mg PRN Y-M: 2
ETANERCEPT 50 mg OTHER: TWICE Y-M: 20888-
WEEKLY
RITUXIMAB 1000 mg OTHER: Q 24 WEEKS Y-M: 2
ADALIMUMAB 40 mg EVERY 2 WEEKS Y-M: 20888-

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 o

MULTIVITAMIN 1 OTHER: QD y-M: 20 y-Mm:20HIlY
TABLET 653

ERGOCALCIFEROL 1000 mg QD y-M: 20 y-Mm: 20 HI)/
653

IBUPROFEN 600 mg PRN y-M: 20 y-Mm: 20 HI)/
653

CEFTRIAXONE lg QD y-M: 20jHIl}/ y-Mm: 20HI}/
449 449

CEFALEXIN 500 mg BID y-M: 20jHIl}/ y-Mm: 20HI}/
449 451

CLINDAMYCIN 2700 mg QD y-M: 20/ v-™: 20 i)/
451 451

PIP/TAZO 3375 ¢ QD y-M: 20/ v-™: 20 i)/
451 452

VANCOMYCIN 1250 mg QD y-M: 20jHIl}/ y-M: 20HI}/
451 453

CEFAZOLIN 2¢g QD y-M: 20jHIl}/ y-Mm: 20HI}/
454 454

LACTINEX 2 OTHER: BID y-M: 20/ v-™: 20 i)/
TABLET 455 462

PARACETAMOL 650 mg OTHER: Q 4 HOURS Y-M: 20jHl}/ Y-M: 20jHI}/
PRN 455 463
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Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest
Event Description CELLULITIS OF LEFT HAND
Preferred term & B IS

AE Onset Date / Rx Day 2ol / 449
Age at AE Onset 5

Laboratory Testing
NOT REPORTED
Microbiology

0l (Rx DAY 451): WOUND NPTST147-WOUND CULTURE: POSITIVE-STAPH AUREUS
POSITIVE

SAE Supplemental Procedure

0l (Rx DAY 449): ABSCESS WAS DRAINED. INCISION AND DRAINAGE PROCEDURE:
CULTURE WAS SENT AFTER DRAINAGE. POSITIVE RESULT WAS TREATED; |2l ®Rx paY
451): ULTRASOUND OF LEFT HAND: SHOWED EDEMA; XRAY LEFT HAND: INDICATED SOFT
TISSUE SWELLING WITHOUT BONEY EROSION OR AIR IN THE SOFT TISSUE.

AE Stopped Rx Day 463

Duration of AE 15 DAYS

Relation to Study Drug by REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyNOT REPORTED

Discontinued Study Drug Due to NO
the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT

Generated:

Program Source Code:

Investigator No.: -
Subject Number: -

Protocol Number: M15-554

IBBRIHEE A b O, AgrEkEO Bk TH Y, ABT-494 (V¥ F=7)
DIRER CEMAL SN IRBRIEDRH G S, EFOBRRROFRERI LI,

Event 1 DEEREE :
B3 2 R 13 i A R e, REREPEEREI S, IRECMEMGIEWERE, AReRESE, MEE 1 H 14%
25 M), B GERX Nadffif]) LKOBHGESE (1 H 2~4#) Thol,

W, R0 24 WM, REBROERT I ERsEHICEAAR ST, 204
AR, ABT-494 O SR G AL ST,
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Wl =1 B, wmErsEFokrgers e, 20 =10, EFokEREY
KL,

BRI T OMRR L OHCBEA 8L U7z, BETHRE S0 > 7 ) 4 L B & SO S
To o OIS A S LTz, B IR E A% Lin, X R R OB SR RE M b,
wEmE I ORYyE Lo sh, ke L o =l 0. msowkro R
F—uastroniz, 20lE1A B R, AlEsRORREERAT B REBRECh -, B E
ni=ggnx, viemEchor, 208 BB, wsE R L,

BEIN-3AZ, florenex, ¥ 7Ly I A, ZUEA L, RNoawfiy, S,

7V, TN ) 72RO NI TR Tholz,

The patient's past medications include:

ENBREL for PSORIATIC ARTHRITIS (20l - N 20
DEPOMEDROL for PSORIATIC ARTHRITIS (J} [l 20l - I Il 2l
PREDNISONE for PSORIATIC ARTHRITIS (Jj [l 20l - Il 20l

Causality for ABT-494 (Blinded)

1) Cellulitis of hand (10049022) (Cellulitis (10007882) ) [v.21.0] [10049022]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for ABT-494 (Blinded)

Event of CELLULITIS OF LEFT HAND
- Investigator: Not applicable

- AbbVie: Event is more likely a complication from the subject using a needle to pop the ganglion cyst.
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Relevant Laboratory & Other Diagnostic Tests

B 20l UL TRASOUND: Edema

Il I 20l WOUND CULTURE: Positive, Staph aureus positive.

- 20. X-RAY: Left hand:  Soft tissue swelling without bony erosion or air in soft tissue.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
18 A FE M i % i X
Treatment Group Age at Study Start Sex Race
Placebo/ABT-494 30 mg QD 6' MALE WHITE
Medical History Onset Year
OTHER: CHICKEN POX 19
ASTHMA: BRONCHIAL ASTHMA 19
OTHER: LEFT INGUINAL HERNIA 19
OTHER: PLAQUE PSORIASIS 19
HYPOTHYROIDISM 2
OTHER: CATARACT BILATERAL EYES 2
HYPERLIPIDEMIA: STABLE 2
HYPERTENSION 2
DEPRESSION: STABLE 2

Prior Procedures

Procedure Year

SURGERY: LEFT INGUINAL HERNIA SURGERY 19

SURGERY: BILATERAL CATARACT SURGERY 2

Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL NEVER

Study Drug Administration

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

PLACEBO ORAL QD - O BN % E 172

172
ABT-494 30MG ORAL QD

Previous Therapy - Prior to baseline/enrollment

A Bl s
173 348

Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX Day
MULTIVITAMIN 1 OTHER: QD y-M: 20}
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TABLET
LEVOTHYROXINE 150 OTHER: MCG QD Y-M: 2
ACETYLSALICYLIC ACID 81 mg QD Y-M: 2
ATORVASTATIN 80 mg QD Y-M: 2
HYDROCHLOROTHIAZIDE 25 mg QD Y-M: 2
METOPROLOL 50 mg QD Y-M: 2
RAMIPRIL 10 mg QD Y-M: 2
PAROXETINE 30 mg QD Y-M: 2
INFLIXIMAB 700 mg OTHER: EVERY 4  Y-M: 20f}-
WEEKS
USTEKINUMAB 90 mg OTHER: EVERY 12 Y-M: 20f i}
WEEKS
IXEKIZUMAB 80 mg OTHER: EVERY 4 Y-M: 200 i}
WEEKS
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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
MULTIVITAMIN 1 OTHER: QD vy-M: 2] ONGOING
TABLET
LEVOTHYROXINE 150 OTHER: MCG QD Y-M: 2 ONGOING
ACETYLSALICYLIC ACID 81 mg QD Y-M: 2 ONGOING
ATORVASTATIN 80 mg QD Y-M: 2 ONGOING
HYDROCHLOROTHIAZIDE 25 mg QD Y-M: 2 ONGOING
METOPROLOL 50 mg QD Y-M: 2 ONGOING
RAMIPRIL 10 mg QD Y-M: 2 ONGOING
PAROXETINE 30 mg QD Y-M: 2 ONGOING
SALBUTAMOL 2 OTHER: PUFFS  OTHER: Q6  Y-M:20j-Hll/ oNGoING
HOURS 348
AZITHROMYCIN 500 mg QD y-M:20Hl)/ Yy-M: 20}/
364 364
METHYLPREDNISOLONE 40 mg oTHER: Q8  Y-M: 20jHl}/ y-M: 20}/
HOURS 364 365
PREDNISONE 60 mg QD y-M:20Hl)/ Yy-M: 20}/
364 366
BENZONATATE 100 mg TID y-M:20Hl)/ Yy-M: 20}/
364 368
COMBIVENT 3mL QID y-M:20Hl)/ y-M: 20}/
364 368
GABAPENTIN 300 mg TID y-M:20Hl)/ Yy-M: 20}/
364 368
HEPARIN 5000 OTHER: oTHER: Q8  Y-M: 20jjHll/ y-M: 20jHl}/
UNITS HOURS 364 368
VALACICLOVIR 1000 mg oTHER: Q8  Y-M: 20jHl}/ y-M: 20}/
HOURS 364 381
OXYCOCET 1 OTHER: QID y-M:20Hl)/ Yy-M: 20}/
TABLET 364 392
AZITHROMYCIN 25 mg QD y-M:20Hl)/ y-M: 20}/
365 368
PREDNISONE 50 mg QD y-M:20Hl)/ y-M: 20}/
367 369
GABAPENTIN 300 mg QD y-M:20Hl)/ y-M: 20}/
369 393
PREDNISONE 40 mg QD y-M:20Hl)/ y-M: 20}/
370 372
PREDNISONE 30 mg QD y-M:20Hl)/ Yy-M: 20}/
373 375
PREDNISONE 20 mg QD y-M:20Hl)/ y-M: 20}/
376 378
PREDNISONE 10 mg QD y-M:20Hl)/ Yy-M: 20}/
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379 381
Event #2: Serious Adverse Event
Event Description CHRONIC OBSTRUCTIVE PULMONARY DISEASE
EXACERBATION
Preferred term 18 B ZE M i 6 A
AE Onset Date / Rx Day on. /364 (16 DAYS AFTER LAST TREATMENT)
Age at AE Onset 7
Laboratory Testing
NOT REPORTED
Microbiology
NOT REPORTED

SAE Supplemental Procedure
20. (RX DAY 364): CHEST X-RAY: FINDINGS OF EXACERBATION OF COPD

AE Stopped Rx Day 368 (20 DAYS AFTER LAST TREATMENT)

Duration of AE 5 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology PATIENT HAD PREVIOUS HISTORY OF BRONCHIAL
ASTHMA

Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:

Subject Number: -

Protocol Number: -

BT b O, ARREEED P SBMTH Y, ABT-4%4 (7352 F=7)
DR CERILS W= TABEA R 5 S, IBHERISEME R A T % 6B LT,

Event 2 D EEREE :
B A RIS IR, TeEEE (1 H 35 % 30 /) MOIEMRIEE CTH -7,

WAL, RO 24 W, ABRROBERT T REHICEAAN BTV, 20 4] A
B . ABT-494 OSBRI GABIAS N,

0 = A0 B, #rEE coPD GEEEARFS) ARH L,
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will =8B B v e sE e s Uz, 2o =) A e, e
PR R BRI R L7,

Wl =1 A e, s LR s R OO BT AR L7z, maiTbn, 2] A
B wsiEs L,

B b ST HANL, tessalon perle, 77 hr 'y AR « 77T v — L ilgti (duoneb)
GHl, Y A Ra—), prednisone X7 VAR A L ThoT,
The patient's past medications include:
REMICADE for PSORIATIC ARTHRITIS (Jj} [l 20l - I 2ol
STELARA for PSORIATIC ARTHRITIS (| [l 20} - [ I 20D
IXEKIZUMAB for PSORIATIC ARTHRITIS (] [l 20l - I 20l

Causality for ABT-494 (Blinded)

1) Chronic obstructive pulmonary disease exacerbation (10077773) (Chronic obstructive pulmonary disease
(10009033) ) [v.22.0] [10077773]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for ABT-494 (Blinded)

Event of CHRONIC OBSTRUCTIVE PULMONARY DISEASE EXACERBATION
- Investigator: PATIENT HAD PREVIOUS HISTORY OF BRONCHIAL ASTHMA

- AbbVie: EVENT IS NOT CONSISTENT WITH THE STUDY DRUG'S MECHANISM OF ACTION.
EVENT IS MORE LIKELY RELATED TO SUBJECT'S 90 PACK YEAR SMOKING HISTORY.

Relevant Laboratory & Other Diagnostic Tests
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B 20l CHEST X-RAY: Normal

. . 20. CHEST X-RAY: Findings of exacerbation of COPD.
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#2E5E5S [ 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading

Adverse to Discontinuation of
Event Study Drug

Death | Event of
Interest

Jifi g% X

X

Treatment Group Age at Study Start

Sex

Race

ABT-494 30 mg QD o

Medical History

FEMALE

WHITE

Onset Year

OTHER: CHICKEN POX

ASTHMA

OTHER: ENDOMETRIOSIS

OTHER: APPENDICITIS

MIGRAINE HEADACHE

OTHER: ANXIETY DISORDER
EMPHYSEMA/CHRONIC OBSTRUCTIVE PULMONARY DISEASE
OTHER: ALLERGIC RHINITIS

HYPOTHYROIDISM

OTHER: LEFT WRIST FRACTURE

OTHER: PLAQUE PSORIASIS

NEPHROLITHIASIS

OTHER: URINARY INCONTINENCE
GASTROESOPHAGEAL REFLUX DISEASE
HYPERLIPIDEMIA: STABLE

OTHER: LUMBAR THIRD VERTEBRA FRACTURE
OTHER: DIVERTICULOSIS

HYPERTENSION

OSTEOPOROSIS

EYE DISEASE/DISORDER: RIGHT EYE CATARACT

19
19
19
19
19

—_
\O

(NS SO (ST [ NN SO TN (S I SO TN [ I S I (S T (S I \S T (S I\
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Prior Procedures

Procedure Year

SURGERY: TOTAL HYSTERECTOMY 19
SURGERY: APPENDECTOMY 19
SURGERY: REPAIR OF LEFT WRIST DUE TO FRACTURE 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL NEVER
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 30MG ~ ORAL QD | T W X[ 177
177
ABT-494 30MG  ORAL QD R A 219
178 396
ABT-494 30MG  ORAL QD [ W K /
397
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
SALBUTAMOL 2.5/3 OTHER: QD Y-M:
MG/ML
LEVOTHYROXINE 125 OTHER: MCG QD Y-M:
BLINDED THERAPY 210 mg EVERY 2 WEEKS  Y-M:
ATORVASTATIN 20 mg QD Y-M:
ETANERCEPT 50 mg EVERY WEEK Y-M:
IBUPROFEN 600 mg BID Y-M:
PAROXETINE 40 mg QD Y-M:
APREMILAST 30 mg BID Y-M:
FLUTICASONE 1 OTHER: PUFF QD Y-M:
FOLIC ACID 1 mg QD Y-M:
METHOTREXATE 25 mg EVERY WEEK Y-M:
ERGOCALCIFEROL 1000 TU QD Y-M:
OMEPRAZOLE 20 mg QD Y-M:
PARACETAMOL 1000 mg QD Y-M:
TOLTERODINE 2 mg QD Y-M: 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-MonthStop Year-Month
/ RX Day

/ RX Day
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SALBUTAMOL

LEVOTHYROXINE
ATORVASTATIN
IBUPROFEN
PAROXETINE
FLUTICASONE
FOLIC ACID
METHOTREXATE
ERGOCALCIFEROL
OMEPRAZOLE
PARACETAMOL
TOLTERODINE

LEVOFLOXACIN

ONDANSETRON

SODIUM CHLORIDE

BUDESONIDE

HYDROCODONE

TIOTROPIUM

CEFTRIAXONE

LEVOFLOXACIN

METHYLPREDNISOLONE

COMBIVENT

INSULIN LISPRO

PREDNISONE

CEFUROXIME

MONTELUKAST

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest

2.5/3 OTHER:
MG/ML

125 OTHER: MCG

20 mg
600 mg
40 mg

1 OTHER: PUFF

1 mg
25 mg
1000 IU
20 mg
1000 mg
2 mg

500 mg
4 mg
1000 mL
2mL
10 mL
2.5mEq
1 mg/kg
750 mg
2 mg
3mL
0.5-11U
60 mg
500 mg

10 mg

QD
QD

QD
BID
QD
QD
QD
EVERY WEEK

QD
QD
QD
QD
QD
QD
QD
BID
QID
QD
QD
QD
QD
QID
QD
QD
QD
QD

Not reported.

Not reported.
Not reported.
Not reported.
Not reported.
Not reported.
Not reported.
Not reported.
Not reported.
Not reported.
Not reported.
Not reported.

20 R/

165

20 R/

166

20 R/

168

20 R/

170

20/

177

20/

178

20 R/

170

20/

170

20 R/

170

y-M: 20jHIl}/

178

20/

170

20/

174

20/

176

20 R/

178

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Y-M:

Event Description
Preferred term

AE Onset Date / Rx Day

PNEUMONIA

i 5

B 55
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Age at AE Onset 6'

Laboratory Testing

20l (RX DAY 166): Erythrocytes: 4.2 [4.2 - 5.4] 10°12/L; Leukocytes: 6.3 [4.8 - 10.8] 109/L
Microbiology

Lo} RX DAY 165): BLOOD NPTST022-BLOOD CULTURE: NEGATIVE; [J20l] ®x DAY

167): URINE NPTST085-LEGIONELLA AG, URINE: NEGATIVE; URINE NPTST108-PNEUMONIA
ANTIGENS, URINE: NEGATIVE

SAE Supplemental Procedure

(RX DAY 165): CHEST X-RAY: PROGRESSING LEFT LUNG CONSOLIDATION;

(RX DAY 167): CHEST XRAY: PROGRESSING LEFT LUNG CONSOLIDATION;

(RX DAY 170): CHEST XRAY: NTERVAL DECREASE IN LEFT LUNG CONSOLIDATION
WITH INDICATION OF RESOLVING PNEUMONIA

AE Stopped Rx Day 178

Duration of AE 14 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the Event NO

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BBRTHEER & OB, ARBREITKED gkt Th Y, ABT494 (7352 F=7)
OIWIRTERAL S RRIED B 5 S0, MikO TG %R L,

Event 1 DEEREE :
B AR 1M B, SeMEE (1 B 1% 144E[) , 7L —Pak, flisiE18M:E
FEMENT AR, FRARMEREAS TE, FoMErERImEi 2, HREV MR E, S EROEEETH -T2,

o B3 B ERET SAED T A B N ER PO

BRI, WE, TR, AR O R ko mitai 25 s L, 20 =l A IR P
AL, izl psns, o) =1 oo 0 =) )0, B
i O AERE GEERE) bRV LN, 51T, FEEAR TR, IEH L O ILEE bR
s, sy 20 e I Pk Uiz, BEE I Prednisone #2512 X 5
kot 20 = AR, B L,
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B SN TFANL, levofloxing, £ 7 FU T %V, 7% A, hycodan }2 U prednisone C
HoT,

The patient's past medications include:

BRODALUMARB for PSORIATIC ARTHRITIS (i 20l - I 2l
ENBREL for PSORIATIC ARTHRITIS (il 20 - I 2o
OTEZLA for PSORIATIC ARTHRITIS (20l - Il 20

Causality for UPADACITINIB (Blinded)

1) Pneumonia (10035664) (Pneumonia (10035664)) [v.22.0] [10035664]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for UPADACITINIB (Blinded)

Event of PNEUMONIA
- Investigator: Not applicable

- AbbVie: Risk factors include advanced age, pre-existing emphysema/chronic obstructive pulmonary disease,
and pre-existing gastroesophageal reflux disease.

Relevant Laboratory & Other Diagnostic Tests

I 20l B1.00D CULTURE: NEGATIVE
I 20l CHEST X-RAY: SCREENING: Normal

. - 20. CHEST X-RAY: Progressing Left lung consolidation
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. - 20. CHEST X-RAY: Progressing Left lung consolidation

. - 20. CHEST X-RAY: Interval decrease in left lung consolidation with indication of resolving
pneumonia

I 20l cxR: LEFT LOWER LOBE PNEUMONIA

I 20l RBC: 4.19 X10**6/MCL (normal 4.20 to 5.40)

I 20l URINE: LEGIONELLA ANTIGEN: NEGATIVE STREPTOCOCCUS ANTIGEN: NEGATIVE
I 20l URINE: PNEUMONIA ANTIGENS: NEGATIVE

I 20f WBC: 6.3 X10%*3/MCL (normal 4.8 to 10.8)
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious
Adverse
Event

Adverse Event Leading
to Discontinuation of
Study Drug

Death

Event of
Interest

WE-F 3 X

ha-F X

AZ AL X

ha-F

SMEE i X

Treatment Group Age at Study Start Sex

Race

Placebo/ABT-494 15 mg QD 71

Medical History

MALE

WHITE

Onset Year

EYE DISEASE/DISORDER: MYOPIA

OTHER: INSOMNIA

OBESITY

OSTEOARTHRITIS

OTHER: SPINAL STENOSIS

HYPERTENSION

PERIPHERAL NERVE DISORDER: NEUROPATHY

CORONARY ARTERY DISEASE: PERCUTANEOUS CORONARY INTERVENTION

OTHER: PLAQUE PSORIASIS

OTHER: LOW TESTOSTERONE

OTHER: CHRONIC BACK PAIN

EYE DISEASE/DISORDER: KERATOCONUS

EYE DISEASE/DISORDER: BILATERAL CATARACTS
KIDNEY DISORDER: CHRONIC KIDNEY DISEASE
HYPERLIPIDEMIA: HYPERCHOLESTEROLEMIA
DRUG ALLERGIES/REACTIONS: ENBREL - SKIN BOILS
OTHER: DECOMPRESSIVE LAMINECTOMY

SLEEP APNEA

BENIGN PROSTATIC HYPERPLASIA

OTHER: ERECTILE DYSFUNCTION

OTHER: PROSTATITIS

19
19
19
19
19
19
19
19

—_
\O

[NOJ ST (O I SO T O TN SO T 1S R SO TN 1 I (S I \S I S
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Prior Procedures

Procedure Year

SURGERY: VASECTOMY

SURGERY: KNEE ARTHROPLASTY RIGHT

SURGERY: KNEE ARTHROPLASTY LEFT 2
SURGERY: CATARACTS REMOVAL 2
SURGERY: STENT PLACEMENT 2
SURGERY: STENT X2 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)
PLACEBO ORAL QD | OB 2 R 14
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-

Month / RX Day
MULTIVITAMIN 1 OTHER: TABLET QD v-M: 190
ACETYLSALICYLIC ACID 81 mg QD Y-M: 1
CO-DIOVAN 320/25 mg QD Y-M: 2
PIOGLITAZONE 30 mg QD Y-M: 2
DIPHENHYDRAMINE 50 mg QD Y-M: 2
PREDNISONE 10 mg QD Y-M: 2
ROSUVASTATIN 20 mg QD Y-M: 2
TRAMADOL 50 mg OTHER: 2 Q AM /4 Q Y-M: 2
PM
CELECOXIB 200 mg QD Y-M: 2
HEPATITIS B IMMUNIZATION NOT REPORTED NOT REPORTED Y-M: 2
HERPES ZOSTER IMMUNIZATION NOT REPORTED NOT REPORTED Y-M: 2
ETANERCEPT 50 mg EVERY WEEK Y-M: 2
ADALIMUMAB 40 mg EVERY WEEK Y-M: 2
KRILL OIL 500 mg QD Y-M: 2
TEMAZEPAM 30 mg QD Y-M: 2
TICAGRELOR 60 mg BID Y-M: 2
TESTOSTERONE 6 OTHER: OTHER: Q 3 MONTHS  Y-M: 2088-
PELLETS
GABAPENTIN 800 mg TID Y-M: 2
TADALAFIL 5 mg QD Y-M: 2
SECUKINUMAB 300 mg OTHER: EVERY 4  Y-M: 20.- /-
WEEKS 303
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DULOXETINE 50 mg QD y-M: 20jHI}/ -
242

TAMSULOSIN 0.4 mg QD y-M: 20jHI}/ -
150

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 Day Month / RX

Day o

MULTIVITAMIN 1 OTHER: QD YoVt RAVEL ! [
TABLET 16

ACETYLSALICYLIC ACID 81 mg QD YAV EERAVEN ! |
16

CO-DIOVAN 320/25 mg QD y-M: 2] y-Mm:20fHI)/
16

PIOGLITAZONE 30 mg QD y-M: 2] y-Mm:20fHI)/
16

DIPHENHYDRAMINE 50 mg QD y-M: 2] y-Mm:20fHI)/
16

ROSUVASTATIN 20 mg QD y-M: 2] y-Mm:20fHI)/
16

TRAMADOL 50 mg OTHER: 2QAM/4Q  Y-M:20f]  y-m: 20}/
PM 16

KRILL OIL 500 mg QD y-M: 2] y-Mm:20fHI)/
16

TEMAZEPAM 30 mg QD y-M: 2] y-Mm:20fHI)/
16

TICAGRELOR 60 mg BID y-M: 2] y-Mm:20fHI)/
16

TESTOSTERONE 6 OTHER:  OTHER: Q 3 MONTHS  Y-M: 20} y-M: 20Hl}/
PELLETS 16

GABAPENTIN 800 mg TID y-M: 2] y-Mm:20fHI)/
16

TADALAFIL 5 mg QD y-M: 2] y-Mm:20fHI)/
16

DULOXETINE 50 mg QD y-M: 20fHI}/ - Yy-m: 20}/
242 16

TAMSULOSIN 0.4 mg QD y-M: 20fHI}/ - Yy-m: 20}/
150 16

OXYCODONE 10 mg BID y-M: 20jHIl/ 5 v-m: 20}/
16

Event #1: Serious Adverse Event

Event Description LEFT FIBULAR FRACTURE
Preferred term Ve B 4
AE Onset Date / Rx Day Bl 5

157

2429



obbvie Y5 F=J
276 AROREBOEED

Age at AE Onset 7I

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20l RX DAY 7): SURGERY ON FIBULAR FRACTURE: RESOLVING

AE Stopped Rx Day 16 (2 DAYS AFTER LAST TREATMENT)
Duration of AE 12 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative CAR CRASH

Etiology

Discontinued Study Drug Due NO

to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT
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Event #2: Serious Adverse Event

Event Description RIGHT FRACTURED RIBS
Preferred term e g

AE Onset Date / Rx Day on. /5

Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
20l RX DAY 7): SURGERY ON FIBULAR FRACTURE: RESOLVING

AE Stopped Rx Day 16 (2 DAYS AFTER LAST TREATMENT)
Duration of AE 12 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative CAR CRASH

Etiology

Discontinued Study Drug Due NO
to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #3: Serious Adverse Event

Event Description MOTOR VEHICLE ACCIDENT
Preferred term A Eh

AE Onset Date / Rx Day on. /5

Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
20l (RX DAY 7): SURGERY ON FIBULAR FRACTURE: RESOLVING

AE Stopped Rx Day 5

Duration of AE 1 DAY

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative UNKNOWN

Etiology

Discontinued Study Drug Due NO

to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, PERSIST OR SIGNIF
DISABILITY/INCAPACITY, OTHER MEDICALLY IMPORTANT
SERIOUS EVENT

Event #4: Serious Adverse Event, Death
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Event Description RIGHT HEMOTHORAX SECONDARY TO RIB FRACTURES
Preferred term e s

AE Onset Date / Rx Day on. /16 (2 DAYS AFTER LAST TREATMENT)

Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
20. (RX DAY 7): SURGERY ON FIBULAR FRACTURE: RESOLVING

AE Stopped Rx Day 16 (2 DAYS AFTER LAST TREATMENT)

Duration of AE 1 DAY

Relation to Study Drug by NO REASONABLE POSSIBILITY

Investigator

Investigator Alternative RIGHT HEMOTHORAX SECONDARY TO RIB FRACTURES
Etiology

Discontinued Study Drug Due NO
to the Event

SAE Criteria RESULTS IN DEATH

Event #5: Serious Adverse Event, Death

Event Description RIGHT HEMOTHORAX SECONDARY TO RIB FRACTURES
Preferred term AMEE i it

AE Onset Date / Rx Day on. /16 (2 DAYS AFTER LAST TREATMENT)

Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure
IR0l RX DAY 7): SURGERY ON FIBULAR FRACTURE: RESOLVING

AE Stopped Rx Day 16 (2 DAYS AFTER LAST TREATMENT)

Duration of AE 1 DAY

Relation to Study Drug by NO REASONABLE POSSIBILITY

Investigator

Investigator Alternative RIGHT HEMOTHORAX SECONDARY TO RIB FRACTURES
Etiology

Discontinued Study Drug Due NO
to the Event

SAE Criteria RESULTS IN DEATH

Generated:
Program Source Code:

Investigator No.: -

160

2432



obbvie Y5 F=J
276 AROREBOEED

Subject Number: -

Protocol Number: M15-554

BB ELIE R & OB, ABERE KED P RBETHY, ABT-494 (7357 L F=7)
DB CERIL SN BREN G S, WA, AWER, BBsEFs OmEaH
2 & % B A I D F 5k T LT,

Event 1~5 D EKRFER :

REE 2 IR IR, ARMREEE, miE, —a—uF—, BENEA X —_ g
v, SR EERE, ROREMEEAERA, mo L AT o — VIE, MEIRFEREEREE, 27 NEE (AT
Y2 HE) , FEMEERE R OBIEES (1 B 285K ThoTz,

il =08 e, wE g, AWEE RO A BEEse R L, 20 A
B0, amEsiank - o =17 0. @ ainc k2 A mins mE L,
ol =l AP wBE R L, EREMEEITC L DA & S, RS
S,

wmEomkIE—1—2Tho7, 20 e, EEEE s R LY AR

OEE g Lz, JA, sz, e A e, g oFisiibni,
il = e, wmEEsz L, 20 =B e. smEaecre L 20|
AR P, #Ric Xy, EREEEIIC X DA L B S,

BHESNTFFNIAFa R ThHoTz,

The patient's past medications include:

PREDNISONE for PSORIATIC ARTHRITIS (0] - 20Jfp

CELEBREX for PSORIATIC ARTHRITIS 20 - 20

HUMIRA for PSORIATIC ARTHRITIS ([ 2ol - 2o
cOSENTYX for PSORIATIC ARTHRITIS (] 20 - I I 20D

Causality for ABT-494 (Blinded)

1) Rib fracture (10039117) (Rib fracture (10039117)) [v.21.0] [10039117]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
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Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

2) Traumatic hemothorax (10074504) (Traumatic haemothorax (10074487)) [v.21.0] [10074504]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

3) Fibula fracture (10016667) (Fibula fracture (10016667)) [v.21.0] [10016667]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

4) Fractured ribs (10017307) (Rib fracture (10039117)) [v.21.0] [10017307]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

5) Motor vehicle accident (10028008) (Road traffic accident (10039203) ) [v.21.0] [10028008]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for ABT-494 (Blinded)
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Event of RIGHT HEMOTHORAX SECONDARY TO RIB FRACTURES
- Investigator: RIGHT HEMOTHORAX SECONDARY TO RIB FRACTURES

- AbbVie: Event is more likely related to trauma from a motor vehicle accident.

Event of LEFT FIBULAR FRACTURE
- Investigator: CAR CRASH

- AbbVie: EVENT IS AN ACCIDENTAL INJURY RESULTING FROM CAR ACCIDENT.

Event of RIGHT FRACTURED RIBS
- Investigator: CAR CRASH

- AbbVie: EVENT IS AN ACCIDENTAL INJURY RESULTING FROM CAR ACCIDENT.

Event of MOTOR VEHICLE ACCIDENT

- Investigator: UNKNOWN

- AbbVie: EVENT IS MORE LIKELY SECONDARY TO TRAUMATIC ACCIDENTAL EVENT.

Relevant Laboratory & Other Diagnostic Tests

. . 20. CHEST X-RAY: Findings were normal. Calcified granulomas, pleural scarring, and pleural
thickening absent. No signs of active TB. Finding not indicative of previous TB infection.

B 20l ELECTROCARDIOGRAM: Normal
I 20l ERYTHROCYTE SEDIMENTATION RATE: 69 MM/HR

I 20l ERYTHROCYTE SEDIMENTATION RATE: 62 MM/HR
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#5E%ES I 0vestigator [

Reason for Narrative

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

EL G e X X X

Treatment Group Age at Study Start Sex Race

ABT-494 30 mg QD 6' FEMALE BLACK OR AFRICAN
AMERICAN

Medical History Onset Year

OTHER: MEASLES 19
OTHER: MUMPS 19
OTHER: CHICKEN POX 19
OTHER: CARDIAC MURMUR 19
ANEMIA: NOT ON ANY TREATMENT 19
OTHER: POST-MENOPAUSAL 19
OTHER: PLAQUE PSORIATIC ARTHRITIS

OTHER: VITAMIN D DEFICIENCY

OTHER: LEFT SHOULDER PAIN

DRUG ALLERGIES/REACTIONS: TETRACYCLINE HCL
OTHER: LOW BACK PAIN

OTHER: DIFFUSE ANTHROPATHY OF THE FACETS AT THE MED TO LOWER
LUMBER SPINE

EYE DISEASE/DISORDER: DRY EYES

HYPERLIPIDEMIA: SUBJECT IS TAKING ATORVASTATIN
HYPERTENSION

OTHER: HEADACHES

OTHER: INSOMNIA

OTHER: LOCALIZED EDEMA

ANGINA

CORONARY ARTERY DISEASE: N/A

OTHER: NON-ST ELEVATION MYOCARDIAL INFARCTION
OSTEOPOROSIS

[N ST (O I S I O I (ST 1 I (S T (S I\

Prior Procedures Procedure Year

SURGERY: CORONARY ARTERY BYPASS GRAFT 2
SURGERY: LEFT HEART CATHETERIZATION 2

Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.
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Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2

Study Drug Administration

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

ABT-49%4 30MG ORAL QD

Previous Therapy - Prior to baseline/enrollment

N B s
1

168

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

ETANERCEPT 50 OTHER: MG/ML EVERY WEEK

ADALIMUMAB 40 mg EVERY 2 WEEKS

FOLIC ACID 400 OTHER: MCG QD

MELOXICAM 15 mg QD

METHOTREXATE 17.5 mg EVERY WEEK

APREMILAST 30 mg BID

CLOBETASOL 1 OTHER: APPLICATION BID

ATORVASTATIN 40 mg QD

FUROSEMIDE 40 mg QD

METOPROLOL 25 mg BID

POTASSIUM 10 mEq QD

UBIDECARENONE 1 OTHER: CAP QD

PREDNISONE 2 mg OTHER: QHS

ACETYLSALICYLIC ACID 81 mg QD

COLECALCIFEROL 2 OTHER: TABS QD

ALENDRONIC ACID 70 mg EVERY WEEK Y-M: 20.-
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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
FOLIC ACID 400 OTHER: QD v-M: 20} ONGOING
MCG

MELOXICAM 15 mg QD ONGOING
METHOTREXATE 175mg  EVERY WEEK y-m: 20 i/

218
ATORVASTATIN 40 mg QD ONGOING
FUROSEMIDE 40 mg QD ONGOING
METOPROLOL 25 mg BID ONGOING
POTASSIUM 10 mEq QD ONGOING
UBIDECARENONE 1 OTHER: CAP QD ONGOING
ACETYLSALICYLIC ACID 81 mg QD ONGOING
COLECALCIFEROL 2 OTHER: TABS QD ONGOING
ALENDRONIC ACID 70mg  EVERY WEEK Y-M: 2 ONGOING
AXOTAL 50/325/40 mg PRN v-M: 20jHIl}/

154
IRON 325 mg QD ONGOING
CAPECITABINE 1650 mg QD y-m: 20 I/

278
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Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Study Specific Adverse
Events of Interest

Event Description MODERATELY DIFFERENTIATED INVASIVE
ADENOCARCINOMA (RECTUM)

Preferred term [N

AE Onset Date / Rx Day on./ 153

Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

20f] (RX DAY 153): BIOPSY: COLON, CECUM, BIOPSY - ACUTE COLITIS, NO VIRAL
INCLUSIONS OR PARASITES, NO DYSPLASIA OR MALIGNANCY, OR NO SIGNIFICANT
ARCHITECTURAL DISTORTION OR GRANULOMAS; BIOPSY: COLON RECTUM POLPY BIOPSY -
TUBULAR ADENOMA; BIOPSY: COLON SIGMOID POLYP BIOPSY, - TUBULAR ADENOMA;
BIOPSY: COLON, TRANSVERSE POLYP X 2, BIOPSY - HYPERPLASTIC POLYP; COLONOSCOPY:
LOCALIZED MILD INFLAMMATION WAS FOUND IN THE CECUM SECONDARY TO COLITIS. ONE
6 MM POLYP IN THE TRANSVERSE COLON, REMOVED WITH A HOT SNARE. TWO 6 TO 7 MM
POLYPS IN THE DESCENDING COLON, REMOVED WITH A; PATHOLOGY - COLON, RECTUM,
MALIGNANT APPEARING MASS, BIOPSY: MODERATELY DIFFERENTIATED INVASIVE
ADENOCARCINOMA; [JJl20l] RX DAY 196): PET SCAN: FLUORODEOXYGLUCOSE AVID MASS
AT THE RECTOSIGMOID JUNCTION ¢/W KNOWN PRIMARY MALIGNANCY; [JJ20l] ®x Ay
210): MRI PELVIS WITH ULTRASOUND: CIRCUMFERENTIAL RECTAL LESION, APPROXIMATELY
3.5COM LONG. LOWER MARGIN APPROXIMATE 9-10 CM ABOVE ANUS WELL ABOVE THE
SPHINCTER. LESION EXTENDS THROUGH LAMINA PROPRIA INTO PERINEURAL FAT. SINGLE
7MM NO; [Jl20l (Rx DAY 334): ROBOTIC LOW ANTERIOR RESECTION OF THE RECTUM AND
COVERING ILEOSTOMY: RECTUM REMOVED. ANASTOMOSIS WAS LOW AND THE PATIENT
HAD RADIATION THERAPY RECENTLY, AN ILEOSTOMY WAS CREATED.

AE Stopped Rx Day 491 (323 DAYS AFTER LAST TREATMENT)
Duration of AE 339 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the YES

Event

SAE Criteria OTHER MEDICALLY IMPORTANT SERIOUS EVENT

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BT b O, ARREKED @ skt Th Y, ABT-494 (7352 F=7)
DB TERILS N ARG S, POMERIR RIS (HH)) OBgERHR L,

167

2439



obbvie Y5 F=J
276 AROREBOEED

Event 1 DEEREE :
B3~ 2R I eSS (1 B 1 F % 10 420) , PARRE, RmfUesmertBafif, womertRIg
7%, BEGEE (1 B 2R MOHBOFEE itk2 N) Tho7-,

wll = AN e, s e ) 2xE L o= ale, o
TR (E) 1305k L7,

Wl =R AL 0, B5E RS A EE L T TRIBNEBIRE 2521 7, BIBITAL T
IRIKEE,/ WBR CIERIEENED, PRED KX SOIERSRONY, ERNTbhi, KD
OFER, T LRI Gl - 72, # S 2 OMOFTRIE, KIBEIC L 2 EBORRBIE
R GERE) ROJEHMMENIER GEERE) CThoto, AHRICLVIBBEOR52N5E4IC
ik snge, 20 =0, emmEsmssne, o= R, EBREEEo L X
DERZMAMm GEEE) 2RBL, mEmgokimaissns, o= R e, s
whptm GEEE) Amoon, 2 S AP, EBoeR Y N IBRAT I K
OVT BB R AT 23 T oo, B OISz, mdmsnirbni-, 20«14 |
AEE, (LHRIREET LT0D, SRS REREICH ), S IEENEE S LAuE, w5
FIXEMRICH -T2,

BEINEERII 2 ThoT,

Causality for ABT-494 (Blinded)

1) Rectal adenocarcinoma (10038019) (Rectal adenocarcinoma (10038019) ) [v.21.1] [10038019]
Causality as per reporter (Drug/Vaccine): Reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: No rechallenge was done, recurrence is not applicable

Alternative Etiology for ABT-494 (Blinded)

Event of MODERATELY DIFFERENTIATED INVASIVE ADENOCARCINOMA (RECTUM)
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- Investigator: Not applicable

- AbbVie: Risk factors include the patient's age and obesity.

Relevant Laboratory & Other Diagnostic Tests

- 20. BIOPSY: COLON, TRANSVERSE POLYP X 2, BIOPSY - HYPERPLASTIC POLYP;
COLON SIGMOID POLYP BIOPSY, - TUBULAR ADENOMA; COLON RECTUM POLPY BIOPSY -
TUBULAR ADENOMA; COLON, CECUM, BIOPSY - ACUTE COLITIS, NO VIRAL INCLUSIONS OR
PARASITES, NO DYSPLASIA OR MALIGNANCY, OR NO SIGNIFICANT ARCHITECTURAL
DISTORTION OR GRANULOMAS

- 20. COLONOSCOPY: LOCALIZED MILD INFLAMMATION WAS FOUND IN THE CECUM
SECONDARY TO COLITIS. ONE 6 MM POLYP IN THE TRANSVERSE COLON, REMOVED WITH A
HOT SNARE. TWO 6 TO 7 MM POLYPS IN THE DESCENDING COLON, REMOVED WITH A COLD
BIOPSY FORCEPS. ONE 7 MM POLYP IN THE SIGMOID COLON, REMOVED WITH A HOT SNARE.
ONE 7 MM POLYP AT THE RECTO-SIGMOID COLON, REMOVED WITH A HOT SNARE. LIKELY
MALIGNANT TUMOR IN THE PROXIMAL RECTUM, BIOPSIED. THE EXAMINED PORTION OF THE
ILEUM WAS NORMAL. THE EXAMINATION WAS OTHERWISE NORMAL.

. . 20. MRI PELVIS: CIRCUMFERENTIAL RECTAL LESION, APPROXIMATELY 3.5CM LONG.
LOWER MARGIN APPROXIMATE 9-10 CM ABOVE ANUS WELL ABOVE THE SPHINCTER. LESION
EXTENDS THROUGHLAMINA PROPRIA INTO PERINEURAL FAT. SINGLE 7MM NODE IDENTIFIED
IN THE PERIRECTAL SPACE. CRM IS INTACT. LESION IS MINIMALLY 7MM FROM THE RIGHT
SIDE OF THE CRM.

Il 20l PATHOLOGY - COLON, RECTUM, MALIGNANT APPEARING MASS, BIOPSY:
MODERATELY DIFFERENTIATED INVASIVE ADENOCARCINOMA.,

. . 20. PET SCAN: fluorodeoxyglucose avid mass at the rectosigmoid junction ¢/w known primary
malignancy
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#25E5S [ 0nvestoator R

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
I M i, X X
e R R X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD 6' MALE WHITE
Medical History Onset Year
OTHER: PLAQUE PSORIASIS 2
GASTROINTESTINAL BLEED: BLOOD IN THE STOOL 2
OTHER: TINEA CRURIS 2
OTHER: ABNORMAL EKG 2
OTHER: SHORTNESS OF BREATH 2
OBESITY )
OTHER: ARTHRITIC CHANGES IN THE FIRST CARPOMETACARPAL JOINT AND THE 2

FIRST INTERPHALANGEAL JOINT

OTHER: ARTHRITIC CHANGES ON THE FIRST METATARSOPHALANGEAL
ARTICULATION

OTHER: MARGINAL EROSION OF THE HEAD OF THE FIRST METATARSAL

OTHER: MILD PERIARTICULAR SOFT TISSUE SWELLING BY 2ND AND 3RD
PROXIMAL INTERPHALANGEAL JOINTS

OTHER: OSTEOPHYTE LOWER THORACIC SPINE
OTHER: SNORING

Prior Procedures

Procedure Year

SURGERY: DEVIATED SEPTUM SURGERY

Tobacco Use Status Number/Day Number of Years

20l

Year Stopped

Not reported.
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Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration

Date/Day Date/Day (Days)
ABT-494 30MG ~ ORAL QD | N & E 168
168

ABT-494 30MG ~ ORAL QD B Bl 2
169 394

ABT-494 30MG ~ ORAL QD R /

Previous Therapy - Prior to baseline/enrollment

395

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
/ RX Day
PREDNISONE 5mg QD Y-M: 2
ADALIMUMAB 40/0.8 OTHER: EVERY 2 WEEKS Y-M: 2
MG/ML

FOLIC ACID 1 mg QD Y-M: 2
NAPROXEN 220 mg PRN Y-M: 2
METHOTREXATE 10 mg EVERY WEEK Y-M: 2
HEPATITIS B IMMUNIZATION NOT REPORTED  NOT REPORTED Y-M: 2
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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

PREDNISONE 5mg QD Y-M: 2
FOLIC ACID 1 mg QD Y-M: 2

Not reported.
Not reported.

NAPROXEN 220 mg PRN Y-M: 2 Not reported.
METHOTREXATE 10 mg EVERY WEEK Y-M: 2088-J Not reported.
ANTIVIRALS FOR SYSTEMIC 80 mg OTHER: ONCE v-M: 200 y-M: 20jHI
USE / 408 408
NALOXONE 0.2 mg PRN v-M: 20jHIl y-M: 20}/
/419 420
VANCOMYCIN 1250 mg OTHER: Q12H y-M: 20jHIl y-M: 20}/
/ 419 420
BLOOD AND RELATED 6 OTHER: PRN y-M: 20jHIl y-M: 20}/
PRODUCTS UNITS /419 421
DOCUSATE 100 mg PRN v-M: 20jHIl y-M: 20}/
/419 422
PARACETAMOL 650 mg PRN v-M: 20jHIl y-M: 20}/
/419 422
SODIUM CHLORIDE 75 mL OTHER: 75 ML/HR  Y-M: 20 i v-M: 20}/
COUNTINUOUS /419 422
HYDROCORTISONE 50 mg OTHER: Q12H v-M: 20jHIl y-M: 20}/
/ 420 422
MELATONIN 3 mg QD y-M: 20jHIl y-M: 20}/
/ 420 422
ONDANSETRON 4mg OTHER: Q8H v-M: 20jHIl y-M: 20}/
/ 420 422
PANTOPRAZOLE gmg  OTHER: CONTINUOUS IV Y-M: 20 i} v-M: 20}/
PRN / 420 422
TRAMADOL 25 mg TID v-M: 20jHIl y-M: 20}/
/ 420 422
PANTOPRAZOLE 40 mg QD Y-M: 20l Not reported.

/422

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest

Event Description ACUTE BLOOD LOSS ANEMIA
Preferred term S M

AE Onset Date / Rx Day on. /419

Age at AE Onset 6

Laboratory Testing

IR0l (Rx DAY 419): Albumin: 34 [35 - 50] g/L; Blood Urea Nitrogen: 17.49 [2.86 - 8.57] mmol/L;
Chloride: 111 [99 - 109] mmol/L; Erythrocytes: 2.4 [4.4 - 6] 10"12/L; Glucose: 9.88 [3.61 - 5.5] mmol/L;
Hematocrit: 0.22 [0.41 - 0.51] fraction of 1; Hematocrit: 0.26 [0.41 - 0.51] fraction of 1; Hemoglobin: 81 [140 -
180] g/L; Hemoglobin: 70 [140 - 180] g/L; Leukocytes: 14.3 [4.5 - 11] 10"9/L; NPTST040-CO2: 18 [24 - 31]
mEqg/L; NPTST055-D-DIMER: 0.85 [0 - 0.4] UG/ML FEU; NPTST075-IMMATURE GRANULOCYTES: 1.5
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[0 - 17 %; NPTST078-IRON BINDING CAPACITY: 222 [260 - 460] ug/dL; NPTST079-IRON BINDING
CAPACITY % SATURAT: 52.7 [20 - 40] %; NPTST084-LDH: 291 [300 - 600] U/L; NPTST090-MCV: 104.5
[82 - 100] fL; NPTST110-PROTHROMBIN TIME: 14.7 [11.5 - 14.5] sec; NPTST117-RDW - SD: 58.3 [37 -
55] fL; NPTST120-RETICULOCYTE % AUTO: 2.3 [0.5 - 2.1] %; Protein: 55 [63 - 82] g/L; 2 (RX
DAY 420): Erythrocytes: 2.3 [4.4 - 6] 10"12/L; Glucose: 12.1 [3.61 - 5.5] mmol/L; Hematocrit: 0.23 [0.41 -
0.51] fraction of 1; Hematocrit: 0.23 [0.41 - 0.51] fraction of 1; Hemoglobin: 76 [140 - 180] g/L; Hemoglobin:
76 [140 - 180] g/L; Leukocytes: 11.6 [4.5 - 11] 10°9/L; NPTST118-RDW-SD: 59.7 [37 - 55] fL; 2
(RX DAY 421): Blood Urea Nitrogen: 11.78 [2.86 - 8.57] mmol/L; Glucose: 8.88 [3.61 - 5.5] mmol/L;
Hematocrit: 0.23 [0.41 - 0.51] fraction of 1; Hematocrit: 0.25 [0.41 - 0.51] fraction of 1; Hematocrit: 0.25 [0.41
- 0.51] fraction of 1; Hemoglobin: 83 [140 - 180] g/L; Hemoglobin: 76 [140 - 180]

Microbiology

0] (RX DAY 419): URINE NPTST047-CULTURE: NEGATIVE; BLOOD NPTST048-CULTURE
AEROBIC AND ANAEROBIC: NEGATIVE

SAE Supplemental Procedure

0l (Rx DAY 419): CHEST X-RAY: 1. THE LUNGS ARE CLEAR OF ACUTE INFILTRATE,
CONSOLIDATION, OR PLUERAL EFFUSION. 2. THE CARDIAC SILHOUETTE IS NOT ENLARGED.
PULMONARY VASCULATURE IS WITHIN NORMAL LIMITS. THE THORACIC AORTA IS ATHEROS;
CT ABDOMEN PELVIS WO CONTRAST: INDETERMINATE DEBRIS AND SIMPLE FLUID IN THE
STOMACH, HIGHER DENSITY NOTED POSTERIORLY. NO DEFINITE ACUTE GI BLEEDING IS
IDENTIFIED BUT CONSIDER NG TUBE PLACEMENT AND LAVAGE FOR FURTHER EVALUATION.
OT; CT HEAD WO CONTRAST: 1. NO CT EVIDENCE OF ACUTE INTRACRANIAL ABNORMALITY;
ECG 12 LEAD: NORMAL SINUS RHYTHM-RIGHT BUNDLE BRANCH BLOCK-ABNORMAL ECG;
ECHOCARDIOGRAM: LEFT VENTRICULAR FUNCTION IS HYPERDYNAMIC. LEFT
VENTRICULAR EJECTION FRACTION IS > 70% NO PERICARDIAL EFFUSION SEEN; O POSITIVE
BLOOD TRANSFUSION: 6 UNITS TOTAL BLOOD TRANSFUSION OVER 2 DAYS TO IMPROVE
HEMOGLOBIN LEVELS.; US DUPLEX VENOUS LOWER EXTREMITY: NORMAL BILATERAL
EXTREMITY VENOUS DOPPLER EXAMINATION. THERE IS NO EVIDENCE OF DEEP VENOUS
THROMBOSTS; |20l RX DAY 421): EGD: THE ESOPHAGEAL MUCOSA APPEARED NORMAL.
SUBMUCOSAL NODULE NOTED IN THE PROXIMAL BODY AS NOTED YESTERDAY. EROSIONS
WERE NOTED AT THE PREVIOUS ANTRAL BIOPSY SITE. 2 ENDOCLIPS WERE PLACED AT THE
DUODEN; UPPER GI ENDOSCOPY: NORMAL ESOPHAGUS. HEMATIN IN GASTRIC BODY.
BLOOD IN DUODENAL BULB. CHRONIC GASTRITIS. BIOPSIED. ONE OOZING DUODENAL
ULCER WITH VISIBLE VESSEL. INJECTED. CLIPS WERE PLACED.

AE Stopped Rx Day 424

Duration of AE 6 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the  NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #2: Serious Adverse Event

Event Description DUODENAL ULCER BLEEDING
Preferred term WP+ e R T

AE Onset Date / Rx Day on. /419

Age at AE. Onset 6

Laboratory Testing

-0l (RX DAY 419): Albumin: 34 [35 - 50] g/L; Blood Urea Nitrogen: 17.49 [2.86 - 8.57] mmol/L;
Chloride: 111 [99 - 109] mmol/L; Erythrocytes: 2.4 [4.4 - 6] 10"12/L; Glucose: 9.88 [3.61 - 5.5] mmol/L;
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Hematocrit: 0.22 [0.41 - 0.51] fraction of 1; Hematocrit: 0.26 [0.41 - 0.51] fraction of 1; Hemoglobin: 81 [140 -
180] g/L; Hemoglobin: 70 [140 - 180] g/L; Leukocytes: 14.3 [4.5 - 11] 10"9/L; NPTST040-CO2: 18 [24 - 31]
mEq/L; NPTST055-D-DIMER: 0.85 [0 - 0.4] UG/ML FEU; NPTST075-IMMATURE GRANULOCYTES: 1.5
[0 - 1] %; NPTST078-IRON BINDING CAPACITY: 222 [260 - 460] ug/dL; NPTST079-IRON BINDING
CAPACITY % SATURAT: 52.7 [20 - 40] %; NPTST084-LDH: 291 [300 - 600] U/L; NPTST090-MCV: 104.5
[82 - 100] fL; NPTST110-PROTHROMBIN TIME: 14.7 [11.5 - 14.5] sec; NPTST117-RDW - SD: 58.3 [37 -
55] fL; NPTST120-RETICULOCYTE % AUTO: 2.3 [0.5 - 2.1] %; Protein: 55 [63 - 82] o/L; || ol ®Rx
DAY 420): Erythrocytes: 2.3 [4.4 - 6] 10"12/L; Glucose: 12.1 [3.61 - 5.5] mmol/L; Hematocrit: 0.23 [0.41 -
0.51] fraction of 1; Hematocrit: 0.23 [0.41 - 0.51] fraction of 1; Hemoglobin: 76 [140 - 180] g/L; Hemoglobin:
76 [140 - 180] g/L; Leukocytes: 11.6 [4.5 - 11] 10°9/L; NPTST118-RDW-SD: 59.7 [37 - 55] fL; 20.
(RX DAY 421): Blood Urea Nitrogen: 11.78 [2.86 - 8.57] mmol/L; Glucose: 8.88 [3.61 - 5.5] mmol/L;
Hematocrit: 0.23 [0.41 - 0.51] fraction of 1; Hematocrit: 0.25 [0.41 - 0.51] fraction of 1; Hematocrit: 0.25 [0.41
- 0.51] fraction of 1; Hemoglobin: 83 [140 - 180] g/L; Hemoglobin: 76 [140 - 180]

Microbiology

0] (RX DAY 419): URINE NPTST047-CULTURE: NEGATIVE; BLOOD NPTST048-CULTURE
AEROBIC AND ANAEROBIC: NEGATIVE

SAE Supplemental Procedure

0l (Rx DAY 419): CHEST X-RAY: 1. THE LUNGS ARE CLEAR OF ACUTE INFILTRATE,
CONSOLIDATION, OR PLUERAL EFFUSION. 2. THE CARDIAC SILHOUETTE IS NOT ENLARGED.
PULMONARY VASCULATURE IS WITHIN NORMAL LIMITS. THE THORACIC AORTA IS ATHEROS;
CT ABDOMEN PELVIS WO CONTRAST: INDETERMINATE DEBRIS AND SIMPLE FLUID IN THE
STOMACH, HIGHER DENSITY NOTED POSTERIORLY. NO DEFINITE ACUTE GI BLEEDING IS
IDENTIFIED BUT CONSIDER NG TUBE PLACEMENT AND LAVAGE FOR FURTHER EVALUATION.
OT; CT HEAD WO CONTRAST: 1. NO CT EVIDENCE OF ACUTE INTRACRANIAL ABNORMALITY;
ECG 12 LEAD: NORMAL SINUS RHYTHM-RIGHT BUNDLE BRANCH BLOCK-ABNORMAL ECG;
ECHOCARDIOGRAM: LEFT VENTRICULAR FUNCTION IS HYPERDYNAMIC. LEFT
VENTRICULAR EJECTION FRACTION IS > 70% NO PERICARDIAL EFFUSION SEEN; O POSITIVE
BLOOD TRANSFUSION: 6 UNITS TOTAL BLOOD TRANSFUSION OVER 2 DAYS TO IMPROVE
HEMOGLOBIN LEVELS.; US DUPLEX VENOUS LOWER EXTREMITY: NORMAL BILATERAL
EXTREMITY VENOUS DOPPLER EXAMINATION. THERE IS NO EVIDENCE OF DEEP VENOUS
THROMBOSTS; |20l RX DAY 421): EGD: THE ESOPHAGEAL MUCOSA APPEARED NORMAL.
SUBMUCOSAL NODULE NOTED IN THE PROXIMAL BODY AS NOTED YESTERDAY. EROSIONS
WERE NOTED AT THE PREVIOUS ANTRAL BIOPSY SITE. 2 ENDOCLIPS WERE PLACED AT THE
DUODEN; UPPER GI ENDOSCOPY: NORMAL ESOPHAGUS. HEMATIN IN GASTRIC BODY.
BLOOD IN DUODENAL BULB. CHRONIC GASTRITIS. BIOPSIED. ONE OOZING DUODENAL
ULCER WITH VISIBLE VESSEL. INJECTED. CLIPS WERE PLACED.

AE Stopped Rx Day 421

Duration of AE 3 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology SUBJECT HAS CHRONIC GASTRITIS
Discontinued Study Drug Due to the Event NO

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -
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Protocol Number: M15-554

TRBREALIERG 2 D O, AHEREFITKEO @ mBHETH Y, ABT-494 (V¥ F=7)
DIRBR TERAL SNIIRBRIEN B S, AbEdi e i X O i+ — S O F R & %
BT,

Event 1 XX 2 OEERER :
BT 2RI I e s (1 B 1582 11 4ER]) , RoRerERafiz, mfE, B8 Kk OHgmE
(1 H 2 MK ThoTe,

WL, A0 24 M, RBROER T T &R A AR T, 20l 4 ]
B 1. ABT-494 O S 523 Bkk Sz,

will =1 A B B, v Ak m R O R A L, 20 )
A e, it sk Lz, ol =1 B e Atk kitE gk L,

wgrny, wmaa ol =la e orzs o iom GrEgAaES) L,
oy ES DEN RERAC POV

Wl ELAR e Ny FTohATOE L X, 2B, RRICERERKE, SH RS ONEE
Lipots, oMb ENDIERTELLDD, Ny RO TEFE L, M LTS,
Yt Uiz, BEMZITD, ZOBIIMLEA TR, B, BREIIAR L, SREitk
w, RMEROEE (WPRBIEERERFS) 2RI L, EREITEL, TS D5 O/RE
O 7 — VR BB L7, R I & 2l n, ik 6 waraimm s, 20«
A B, AEE+ RN RSHRE (EGD) 2MTbh, WHSEZ Y v 7 2 ARESnz, 2
H, E EGD 2MTbhi=n, Eihtotimizas shninoi, 20| e, s
SEMR 7R < SBE L7,

BREEEMIC LD &, + THRIBEGOBREROFEIIRHTH - 72,

BHSNTIEANE, EbF RV oL, AL —, ERraLF Y MY UA, zofran,
pantoprazole, N> A~A LU KN N T~V R—LThoT,

The patient's past medications include:

HUMIRA for PSORIATIC ARTHRITIS Qo] - [} Il 20l

XOFLUZA for FLU VIRUS (I} [l 20l - I I} 2ol
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Causality for UPADACITINIB (Blinded)

1) Acute blood loss anemia (10082299) (Blood loss anaemia (10082297) ) [v.22.0] [10082299]

Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility
Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

2) Duodenal ulcer bleeding (10071802) (Duodenal ulcer haemorrhage (10013839) ) [v.22.0]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for UPADACITINIB (Blinded)

Event of ACUTE BLOOD LOSS ANEMIA
- Investigator: Not Applicable.

- AbbVie: More likely related to concurrent duodenal ulcer.

Event of DUODENAL ULCER BLEEDING

- Investigator: Subject has chronic gastritis

- AbbVie: Risk factors include long term concomitant use of prednisone, aleve, and methotrexate.

Relevant Laboratory & Other Diagnostic Tests

[10071802]
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I 20l ALBUMIN: 3.4 G/DL (normal 3.5 to 5.0)

I 20l BUN: 49 mg/dL (normal 8 to 24)

I 20l CHEST X-RAY: 1. THE LUNGS ARE CLEAR OF ACUTE INFILTRATE, CONSOLIDATION,
OR PLUERAL EFFUSION. 2. THE CARDIAC SILHOUETTE IS NOT ENLARGED. PULMONARY
VASCULATURE IS WITHIN NORMAL LIMITS. THE THORACIC AORTA IS ATHEROSCLEROTIC. 3.
THE VISUALIZED OSSEOUS STRUCTURES ARE INTACT.

I 20l cT ABDOMEN PELVIS: INDETERMINATE DEBRIS AND SIMPLE FLUID IN THE
STOMACH, HIGHER DENSITY NOTED POSTERIORLY. NO DEFINITE ACUTE GI BLEEDING IS
IDENTIFIED BUT CONSIDER NG TUBE PLACEMENT AND LAVAGE FOR FURTHER EVALUATION.
OTHERWISE UNREMARKABLE UNENHANCED CT ABDOMEN PELVIS

I 20l cT HEAD: 1. NO CT EVIDENCE OF ACUTE INTRACRANIAL ABNORMALITY

I 20l p-DIMER: 0.85 MCG/ML (normal 0.0 to 0.4)

- 20. ECHO: LEFT VENTRICULAR FUNCTION IS HYPERDYNAMIC. LEFT VENTRICULAR
EJECTION FRACTION IS > 70% NO PERICARDIAL EFFUSION SEEN

I 20l £GD: THE ESOPHAGEAL MUCOSA APPEARED NORMAL. SUBMUCOSAL NODULE
NOTED IN THE PROXIMAL BODY AS NOTED YESTERDAY. EROSIONS WERE NOTED AT THE
PREVIOUS ANTRAL BIOPSY SITE. 2 ENDOCLIPS WERE PLACED AT THE DUODENAL ULCER.
THIS SITE WAS CLEAN WITHOUT ANY EVIDENCE OF BLEEDING. THE DUODENUM WAS
EXAMINED UP TO THE THIRD PORTION OF THE DUODENUM. HEALTHY-APPEARING BOWEL
WAS PRESENT WITHOUT EVIDENCE OF BLEEDING.

I 20l £GD: REPEAT: NO FURTHER BLEEDING.

I 20l £XG: NORMAL SINUS RHYTHM-RIGHT BUNDLE BRANCH BLOCK-ABNORMAL ECG
I 20l GLUCOSE: 178 mg/dL (normal 65 to 99)

B 20l HeT: 22.9 % (normal 41.0 t0 51.0)

. - 20. HCT: 25.8 % (normal 41.0 to 51.0)

B 20l 5GB: 8.1 G/DL (normal 14.0 t0 18.0)

I 20l 5GB: 7.6 G/DL (normal 14.0 t0 18.0)

B 20l 5GB: 8.5 G/DL (normal 14.0 to 18.0)

[l I 20l 1RON BINDING CAPACITY: 222 MCG/DL (normal 260 to 460)

I 20l 1RON BINDING CAPACITY % SATURATION: 52.7 % (normal 20 to 40)
I 20l RBC: 2.44 X10**6/MCL (normal 4.40 to 6.00)

I 20} UPPER GI: NORMAL ESOPHAGUS.HEMATIN IN GASTRIC BODY. BLOOD IN
DUODENAL BULB. CHRONIC GASTRITIS. BIOPSIED. ONE OOZING DUODENAL ULCER WITH
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VISIBLE VESSEL. INJECTED. CLIPS WERE PLACED.

I 20l us VENOUS LOWER EXTREMITY: NORMAL BILATERAL EXTREMITY VENOUS
DOPPLER EXAMINATION. THERE IS NO EVIDENCE OF DEEP VENOUS THROMBOSIS

I 20l WBC: 14.3 X10%*3/MCL (normal 4.5 to 11)
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#5E%ES I 0vestigator [

Reason for Narrative

Adverse Event Preferred Term(s) Serious

Adverse
Event

Adverse Event Leading
to Discontinuation of
Study Drug

Death | Event of
Interest

i %

X

X

Treatment Group

Age at Study Start Sex

Race

ABT-494 15 mg QD o

Medical History

FEMALE

WHITE

Onset Year

OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:

KNEE INJURY (BOTH KNEES)
BENIGN CYST BLOCKING LEFT KIDNEY
MEASLES

CHICKEN POX

MULTIPLE JOINT PAIN

ACID REFLUX

GLAUCOMA

BACK PAIN

HEARTBURN

PLAQUE PSORIASIS

COAGULATION DEFECT

PULMONARY EMBOLISM

PUSTULAR PSORIASIS

MIXED HYPERLIPIDEMIA

OSTEOPENIA

DEGENERATIVE DISC DISEASE: N/A

OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:
OTHER:

SEASONAL ALLERGIES

BENIGN NEOPLASM OF COLON

CHRONIC BRONCHITIS

NON TOXIC MULTI-NODULAR GOITER
OSTEOPOROSIS

RIGHT AND LEFT EYE CATARACT
DIAPHRAGMATIC HERNIA
DIVERTICULOSIS OF COLON
HEMORRHOIDS

SHORT SEGMENT BARRETTS ESOPHAGUS

KIDNEY DISORDER: SURGERY FOR KIDNEY STONES
NEPHROLITHIASIS: KIDNEY STONE (LASER SURGERY)
HYPERTENSION

Prior Procedures

19
19
19

—_
\O

[\ST S T O T SO (S 2 S T (ST (ST (S T (ST uS T S s I s I (O I SO T SO T SO TN SO TN S T S TN S T (S T \S I |

Procedure Year
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SURGERY:
SURGERY:
SURGERY:
SURGERY:

SURGERY:
KIDNEY)

APPENDECTOMY (APPENDICITIS)

TOTAL RIGHT KNEE RECONSTRUCTION (FELL FROM THE ROOF)
BENIGN CYST ON LEFT KIDNEY REMOVAL SURGERY

PARTIAL HYSTERECTOMY (BENIGN CYST REMOVAL)

PARTIAL LEFT KIDNEY BYPASS SURGERY (BENIGN CYST ON LEFT

19
19
19
19
19

SURGERY: TOTAL HYSTERECTOMY (BENIGN CYST REMOVAL) 19
SURGERY: LEFT EYE CATARACT SURGERY 2
SURGERY: RIGHT EYE CATARACT SURGERY 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL NEVER
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 I5MG ~ ORAL QD | BN X 168
168
ABT-494 I5MG ~ ORAL QD Bl /
169
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX
Day
NAPROXEN 220 mg PRN Y-M: 2
BIMATOPROST 0.01 % QD Y-M: 2
BRIMONIDINE 0.2 % BID Y-M: 208-
INFLIXIMAB 700 mg OTHER: EVERY 6 WEEKS Y-M:.20.-
CALCIUM CARBONATE 600/800 OTHER: QD v-M: 20}
MG/IU
INFLIXIMAB 500 mg OTHER: EVERY 6 WEEKS Y-M:.20.-
METHOTREXATE 15 mg EVERY WEEK Y-M: 2
ADALIMUMAB 40 mg EVERY 2 WEEKS Y-M: 2
CENTRUM SILVER 1 OTHER: TAB QD Y-M: 2
POLYCARBOPHIL 2 OTHER: QD Y-M: 2
GUMMIES
INFLIXIMAB 100 mg OTHER: 0 WEEK, 2 WEEK, 6 WEEKS, Y-M: 20.-
0,2,6 THEN EVERY 8 WEEKS .
USTEKINUMAB 22.5mg OTHER: AT 4 WEEKS ,THEN AT 12 Y-M: 20.-
WEEKS B
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FOLIC ACID 1 mg QD v-M: 20
B -+
HYDROCHLOROTHIAZIDE 25 mg QD v-M: 20

B -0

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

NAPROXEN 220 mg PRN Y-M: 20. Not
reported.

BIMATOPROST 0.01 % QD Y-M: 20. Not
reported.

BRIMONIDINE 0.2 % BID Y-M: 20.- Not
reported.

CALCIUM CARBONATE 600/800 OTHER: QD Y-M: 20. Not
MG/TU reported.

METHOTREXATE 15 mg EVERY Y-M: 20. Not
WEEK reported.

CENTRUM SILVER 1 OTHER: TAB QD Y-M: 20. Not
reported.

POLYCARBOPHIL 2 OTHER: QD Y-M: 20. Not
GUMMIES reported.

FOLIC ACID 1 mg oD vM 20 Not
. /-49 reported.

HYDROCHLOROTHIAZIDE 25 mg QD Y-M: 20.- Not
. /-19 reported.

CURCUMA LONGA W/LEVOMEFOLIC 1/1/500 mg QD Y-M: 20.- Not
ACID/MECOBALAMIN . /45 reported.

Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest
Event Description PNEUMONIA
Preferred term i 2

AE Onset Date / Rx Day on. /277
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day NOT REPORTED
Duration of AE NOT REPORTED
Relation to Study Drug by Investigator REASONABLE POSSIBILITY
Investigator Alternative Etiology NOT REPORTED
Discontinued Study Drug Due to the NO
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Event
SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BB ELIE R & OB, APEE KED o itk Th Y, ABT-494 (735 L F=7)
DIRBCERIL SN RREN G Sh, MkOBSE% %R LI,

Event 1 DEEREE :
BEE - 2 9 R 1L R R R e, A ZEARSE, FEIET LV X —, 8BRS A%, oEE (1 H 1
A 43 ) R OWERREA~ V=T Th o7,

oy KX Bl R SaEN D3 A

0l =10 P ow, wEsE Ay — e R ICER L, BN AT R R
BNz, R IS L BT AL, A AR LT,

The patient's past medications include:

REMICAlgi for PSORIATIC ARTHRITIS (i} [l 20l - I I 2ol I oM - 2ol I 208 -
B

HUMIRA for PSORIATIC ARTHRITIS o] - [ 20l

STELARA SOLUTION for PSORIATIC ARTHRITIS (I} [l 20l - Il 20l

AZITHROMYCIN for BRONCHITIS and ACUTE SINUSITIS (i} [l 20l - Il 20l Il 2ol - B

20D
NASAL SALINE for SINUS CONGESTION (I}l 20l - Il 20D

TESSALON PERLES for BRONCHITIS (]} [l 20l - I 20D
zYRTEC for SINUS CONGESTION (I} [l 20l - I Il 20

Causality for ABT-494 (Blinded)
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1) Pneumonia (10035664) (Pneumonia (10035664) ) [v.22.0] [10035664]
Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): Reasonable possibility

Dechallenge: No

Alternative Etiology for ABT-494 (Blinded)

Event of PNEUMONIA
- Investigator: not applicable

- AbbVie: not applicable
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#2E5E5S N vestoator R

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest
Event Study Drug

AR EE X X

[ I JiE X X

TR SN IEs X X

Treatment Group Age at Study Start Sex Race

ABT-494 30 mg QD SI FEMALE WHITE

Medical History Onset Year

OTHER: PYLONIDAL CYST 19

OTHER: PLAQUE PSORIASIS 2

OTHER: POSTMENOPAUSAL 2

Prior Procedures

Procedure Year

SURGERY: CESAREAN SECTION NOT REPORTED
SURGERY: TUBE LIGATION 20
Tobacco Use Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 30MG  ORAL QD . T XN 152
1 152
184

2456



obbvie Y5 F=J
276 AROREBOEED

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX Day
HERPES ZOSTER IMMUNIZATION ~ NOT REPORTED ~ NOT REPORTED ‘avat ! B
FOLIC ACID 1 mg QD Y-M: 2
METHOTREXATE 15 mg EVERY WEEK Y-M: 2
GOLIMUMAB 50 mg OTHER: ONCEPER  Y-M: 20ffH
MONTH
SECUKINUMAB 150 mg oTHER: ONCEA  Y-M: 20 HI}/ -
MONTH 243
USTEKINUMAB 45 mg OTHER: PER MONTH  Y-M: 20}/ -

181

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
FOLIC ACID 1 mg QD Y-M: 2 ONGOING
METHOTREXATE 15 mg EVERY WEEK Y-M: 2 ONGOING
ONDANSETRON 4 mg PRN v-M: 200/ ONGOING
156
PARACETAMOL 650 mg PRN v-M: 20}/  oNGomng
156
CLINDAMYCIN 600 mg oTHER: EVERY 8 Y-M: 20jJHI}/ y-M: 20}/
HOURS 156 157
FAMOTIDINE 20 mg BID y-M:20Hl) y-m: 20 )/
156 157
PIP/TAZO 3375 ¢ oTHER: EVERY 8 Y-M: 20}/ y-M: 20}/
HOURS 157 164
VANCOMYCIN 1000 mg QID y-M:20Hl) y-m: 20 )/
157 171
CEFAZOLIN 2¢g oTHER: EVERY 8 Y-M: 20jJHIll/ y-M: 20}/
HOURS 159 189
DOCUSATE 100 mg oTHER: EVERY 8 Y-M: 20}/ y-M: 20}/
HOURS 159 189
FAMOTIDINE 20 mg BID y-M: 20 Hl) y-m: 20
159 189
185
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Event #1: Serious Adverse Event, Study Specific Adverse Events of Interest

Event Description ACUTE KIDNEY INJURY AND BACTERIEMIA
Preferred term R R E

AE Onset Date / Rx Day on. /156 (4 DAYS AFTER LAST TREATMENT)
Age at AE Onset 5

Laboratory Testing

B0l (Rx DAY 34): Chioride: 92 [98 - 107] mmol/L; 20l Rx DAY 156): Blood Urea
Nitrogen: 13.56 [2.5 - 6.43] mmol/L; Creatinine: 181.23 [45.09 - 83.98] umol/L; Glucose: 11.43 [3.89 - 5.5]
mmol/L; Hematocrit: 0.28 [0.33 - 0.46] fraction of 1; Hemoglobin: 97 [114 - 154] g/L; Leukocytes: 11 [3.5 - 10]
1079/L; Platelets: 189 [150 - 450] 10"9/L; Potassium: 3 [3.5 - 5.1] mmol/L; Prothrombin Intl. Normalized
Ratio: 1.2 [0.9 - 1.1] RATIO; Sodium: 127 [136 - 146] mmol/L

Microbiology

20. (RX DAY 156): URINE NPTST143-URINE MICROBIOLOGY: POSITIVE-10-50K
STAPHYLOCOCCUS AUREUS AND LESS THAN 10K GNR; [0l ®x DAY 157): BLOOD
NPTST022-BLOOD CULTURE: POSITIVE-GRAM POSITIVE COCCI IN CLUSTERS

SAE Supplemental Procedure
20. (RX DAY 156): CHEST X-RAY: MILD LEFT BASE CONSOLIDATION CONSISTENT WITH
INFILTRATE VERSUS ATELECTASIS.; EKG: NORMAL SINUS RHYTHM.
AE Stopped Rx Day 158 (6 DAYS AFTER LAST TREATMENT)
Duration of AE 3 DAYS
Relation to Study Drug NO REASONABLE POSSIBILITY
by Investigator
Investigator Alternative INFECTION
Etiology
Discontinued Study Drug NO
Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, PERSIST OR SIGNIF
DISABILITY/INCAPACITY, OTHER MEDICALLY IMPORTANT SERIOUS
EVENT

Event #2: Serious Adverse Event, Study Specific Adverse Events of Interest

Event Description ACUTE KIDNEY INJURY AND BACTERIEMIA
Preferred term 4 I fE

AE Onset Date / Rx Day on. /156 (4 DAYS AFTER LAST TREATMENT)
Age at AE Onset 5

Laboratory Testing

B0l (Rx DAY 34): Chioride: 92 [98 - 107] mmol/L; |20l ®Rx DAY 156): Blood Urea
Nitrogen: 13.56 [2.5 - 6.43] mmol/L; Creatinine: 181.23 [45.09 - 83.98] umol/L; Glucose: 11.43 [3.89 - 5.5]
mmol/L; Hematocrit: 0.28 [0.33 - 0.46] fraction of 1; Hemoglobin: 97 [114 - 154] g/L; Leukocytes: 11 [3.5 - 10]
1079/L; Platelets: 189 [150 - 450] 10"9/L; Potassium: 3 [3.5 - 5.1] mmol/L; Prothrombin Intl. Normalized
Ratio: 1.2 [0.9 - 1.1] RATIO; Sodium: 127 [136 - 146] mmol/L

Microbiology

0] (RX DAY 156): URINE NPTST143-URINE MICROBIOLOGY: POSITIVE-10-50K
STAPHYLOCOCCUS AUREUS AND LESS THAN 10K GNR; [0l ®x DAY 157): BLOOD
NPTST022-BLOOD CULTURE: POSITIVE-GRAM POSITIVE COCCI IN CLUSTERS
SAE Supplemental Procedure

L0} (RX DAY 156): CHEST X-RAY: MILD LEFT BASE CONSOLIDATION CONSISTENT WITH
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INFILTRATE VERSUS ATELECTASIS.; EKG: NORMAL SINUS RHYTHM.

AE Stopped Rx Day 158 (6 DAYS AFTER LAST TREATMENT)

Duration of AE 3 DAYS

Relation to Study Drug NO REASONABLE POSSIBILITY

by Investigator

Investigator Alternative INFECTION

Etiology

Discontinued Study Drug NO

Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, PERSIST OR SIGNIF
DISABILITY/INCAPACITY, OTHER MEDICALLY IMPORTANT SERIOUS
EVENT

Event #3: Serious Adverse Event, Study Specific Adverse Events of Interest

Event Description LOWER BACK EPIDURAL ABSCESS

Preferred term TR EES M IES

AE Onset Date / Rx Day on. /158 (6 DAYS AFTER LAST TREATMENT)
Age at AE Onset 5

Laboratory Testing

20l (RX DAY 158): Blood Urea Nitrogen: 8.92 [2.5 - 6.43] mmol/L; Chloride: 109 [98 - 107]
mmol/L; Creatinine: 101.66 [45.09 - 83.98] umol/L; Erythrocytes: 2.6 [4 - 5.5] 10"12/L; Glucose: 5.94 [3.89 -
5.5] mmol/L; Hematocrit: 0.26 [0.33 - 0.46] fraction of 1; Hemoglobin: 86 [180 - 140] g/L; Leukocytes: 4 [3.5 -
10] 10"9/L; Lymphocytes: 0.32 [1.16 - 3.18] 10"9/L; Lymphocytes/Leukocytes: 8 [18.2 - 47.4] %; Monocytes:
0.120.29 - 0.71] 10"9/L; Monocytes/Leukocytes: 3 [4.3 - 11] %; NPTST040-CO2: 20 [21 - 32] mmol/L;
Neutrophils Band Form/Leukocytes: 12 [0 - 5] %; Neutrophils/Leukocytes: 77 [42.5 - 73.2] %; Potassium: 3.3
[3.5-5.1] mmol/L

Microbiology

0l (Rx DAY 156): BLOOD NPTST022-BLOOD CULTURE: POSITIVE-STAPHYLOCOCCUS
AUREUS; GRAM POSITIVE COCCI IN CLUSTERS.

SAE Supplemental Procedure

20| (RX DAY 158): LUMBAR SPINE.: EDEMA WITHIN THE L4-5 INTERVERTEBRAL DISC
WITH ADJACENT CORTICAL IRREGULARITY AND ENDPLATE CHANGES WHICH IS WORRISOME
FOR DISCITIS/OSTEOMYELITIS. VENTRAL EPIDURAL COLLECTION EXTENDING FROM L3
THROUGH; 20} (RX DAY 162): BLOOD TRANSFUSION: BLOOD TRANSFUSION;
LAMINECTOMY WITH EPIDURAL ABSCESS DRAINAGE: DRAINAGE OF ABSCESS

AE Stopped Rx Day 175 (23 DAYS AFTER LAST TREATMENT)
Duration of AE 18 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyLUMBAR PUNCTURE.

Discontinued Study Drug Due to NO
the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT

Generated:
Program Source Code:
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Investigator No.: -
Subject Number: -

Protocol Number: M15-554

TBBREALIERG A D O, AWBREFITKEO P L TH Y, ABT-494 (V¥ F=7)
DIRBR TERAL SRR B G- Sh, RMEBREE, W ME K& OB O MM O F5 4
FEH LT,

Event 1~3 OERKRZR :
B3~ 2 9 R 13 i B R, REREPEEAEIAS, JoRE X N aBUEEE (1 B 1 % 30 [) KON
DEOBAGEE (1 A 2R Tholz,

will = e, #mEransrErownEL R Lz, off =l e, s
mwomEs g e rm U, 2 =18 b e, avmis pownE s Lz, 20 &= A
B . EmomBs e L,

Wl =8, #EE, SEAR—F LU %IC, EFORAE, R - MR SO EO
W % P 5 BB D T A Uiz, WL, 58 L CAA R D, ¥ 7 A%ME LTk
M, FRLK, EBEEH LTS L L, AFICRIENRR DN, SMICL D bOs
BRI & D b oA Tho7-, 20 = D8, RBRETEAT Ny EREWER R &
Nice FLWIRRIFE> TR o722 &0 h, BlE~DfiTHERE Ch 72, BUN KO
TFoURBMLTEY, BRAE L T, HBRE MR 2 5 A B b 2 S
ni-, 20 =l A R, arkspEE g L, EEREIE 19:14 IR LT,

will = AN B, #E L, EFORSTRIE SEOMEIR - R, SEELK O AR

Iz, RBLOREEIE DT BB LTz, B, $5ELK OBE ORI 2188 5,

R DT DN TR D 7= DI HEME MRI #1772, LU, IEHE MRI Ci, BRiZ%, 15,
RS O HERTEAIEMEZEAL, La~5 MERIARNTRIE & ZAUSfED L3 Lbinh S2~3 £ TR
mmEs e~ o sn-, 0= A LR, ik OB KL — Y0

ortEugisiTon, 20 =1 P, #BEEEs L, ORBRE ORBRES TS
ik ST,

BehH I 7-3A%, cleocin, docusate sodium, # A L/ —/l, zofran, vancocin, ~ 3 ., ancef
KO pepeid T - 7=,

The patient's past medications include:
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sIMPONT for PSORIATIC ARTHRITIS (J} [l 20l - I I 2ol
STELARA for PSORIATIC ARTHRITIS (| [l 20l - I Il 20D

Causality for UPADACITINIB (Blinded)

1) Acute kidney injury (10069339) (Acute kidney injury (10069339) ) [v.22.0] [10069339]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

2) Bacteremia (10003999) (Bacteraemia (10003997)) [v.22.0] [10003999]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

3) Epidural abscess (10015010) (Extradural abscess (10061846) ) [v.22.0] [10015010]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for UPADACITINIB (Blinded)

Event of ACUTE KIDNEY INJURY AND BACTEREMIA
- Investigator: INFECTION

- AbbVie: Events are more likely related to recent fall and left arm injury and are more likely a complication of
staphylococcus aureus bacteriuria.
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Event of LOWER BACK EPIDURAL ABSCESS
- Investigator: Lumbar puncture.

- AbbVie: Event is more likely a complication of recent fall, left arm injury and bacteremia.

Relevant Laboratory & Other Diagnostic Tests

I 20l BANDS: 12.0 % (normal 0.0 t0 5.0)

. - 20. BLOOD CULTURE: Positive - Staphylococcus aureus; Gram positive cocci in clusters.
. - 20. BLOOD CULTURE: Gram positive cocci in clusters.

I 20l BLOOD UREA NITROGEN: 38 mg/dL (normal 7 to 18)

I 20l BLOOD UREA NITROGEN: 25 mg/dL (normal 7 to 18)

. - 20. CHEST X-RAY: Mild left base consolidation consistent with infiltrate versus atelectasis.

I 20l cHLORIDE: 109 MMOL/L (normal 98 to 107)
I 20l co2: 20 MMOL/L (normal 21 t0 32)

I 20l CREATININE: 0.8 mg/dL (normal 0.4 to 1.1)
I 20l CREATININE: 0.8 mg/dL (normal 0.4 to 1.1)

B 20l CREATININE: 1.1 mg/dL (normal 0.4 to 1.1)

B 20l CREATININE: 1.1 mg/dL (normal 0.4 to 1.1)
I 20l CREATININE: 2.05 mg/dL (normal 0.51 to 0.95)
I 20l CREATININE: 2.05 mg/dL (normal 0.51 to 0.95)
I 20l CREATININE: 1.15 mg/dL (normal 0.51 to 0.95)
I 20l £EXG: NORMAL SINUS RHYTHM.

B 20l GFR: 74.7 No unit

I 20 GLUCOSE: 206 mg/dL (normal 70 to 99)
I 20l GLUCOSE: 107 mg/dL (normal 70 to 99)

I 20l HEMATOCRIT: 28.1 % (normal 32.8 to 45.6)
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I 20l HEMATOCRIT: 25.5 % (normal >32.8)

I 20l HEMOGLOBIN: 9.7 G/DL (normal 11.4 to 18)

I 20l HEMOGLOBIN: 8.6 G/DL (normal 14 to 18)

I 20} INTERNATIONAL NORMALIZED RATIO: 1.2 Ratio (normal 0.9 to 1.1)
I 20} INTERNATIONAL NORMALIZED RATIO: 1.2 Ratio (normal 0.9 to 1.1)
I 20l L YMPHOCYTES: 8.0 % (normal 18.2 to 47.4)

I 20l L YMPHOCYTES ABS: 0.32 10"3/uL (normal 1.16 to 3.18)

I 20l MONOCYTES: 3.0 % (normal 4.3 to 11.0)

I 20l MONOCYTES ABS: 0.12 1073/uL (normal 0.29 to 0.71)

. - 20. MRI LUMBAR SPINE: Edema within the L4-5 intervertebral disc with adjacent cortical
irregularity and endplate changes which is worrisome for discitis/osteomyelitis. Ventral epidural collection
extending from L3 through S2-3 level. This finding is worrisome for epidural phlegmon/abscess.
I 20l NEUTROPHILS: 77.0 % (normal 42.5 to 73.2)

I 20l PLATELET COUNT: 189 10"3/uL (normal 150 to 450)

B 20l PoTASSIUM: 3.0 MEQ/L (normal 3.5 t0 5.1)

B 20l PoTASSIUM: 3.3 MMOL/L (normal 3.5 to 5.1)

I 20l RED BLOOD CELLS: 2.58 10"6/uL (normal 4.0 to 5.5)

I 20l sERUM BICARBONATE: 18.1 MEQ/L (normal 17.0 to 30.6)

20l sERUM BICARBONATE: 24.3 MEQ/L (normal 17.0 to 30.6)

20l sERUM BICARBONATE: 24.3 MEQ/L (normal 17.0 to 30.6)

I 20 sop1uM: 127 MEQ/L (normal 136 to 146)

I 20l UREA NITROGEN: 19 mg/dL (normal 4 to 24)

I 20l UREA NITROGEN: 21 mg/dL (normal 4 to 24)

Il 20l UREA NITROGEN: 19 mg/dL (normal 4 to 24)

[ 20l UREA NITROGEN: 19 mg/dL (normal 4 to 24)

. - 20. URINE MICROBIOLOGY: Positive - 10-50K Staphylococcus aureus and less than 10K GNR

I 20l WHITE BLOOD CELLS: 11.0 10"3/uL (normal 3.5 to 10.0)
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Il 20l WHITE BLOOD CELLS: 4.0 103/uL (normal 3.5 to 10.0)
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
HEME BN 3 1 X X X
Treatment Group Age at Study Start Sex Race
ABT-494 15 mg QD 7I MALE WHITE
Medical History Onset Year

OTHER: CHICKEN POX

OTHER: TONCILITIS

OTHER: BILATERAL SLIPPED EPIPHY SIS
OTHER: SEASONAL ALLERGIES

OTHER: PLAQUE PSORIASIS

ANEMIA: IRON DEFICIENCY ANEMIA

EYE DISEASE/DISORDER: CATARACT BILATERAL EYES

OTHER: FRACTURE 2ND LEFT MCP II
OSTEOARTHRITIS: BILATERAL KNEES

HYPERLIPIDEMIA: HYPERCHOLESTEROLEMIA

OTHER: INSOMNIA

OSTEOARTHRITIS: BILATERAL HIPS
OTHER: MUSCLE SPASM LOWER BACK
OTHER: AORTIC REGURGITATION
HYPERTENSION

Prior Procedures

19
19
19
19
19
19
19
19
19
19
19
19
2

2

2

Procedure Year

SURGERY: TONCILECTOMY
SURGERY: LEFT HIP REPLACEMENT

SURGERY: LEFT HIP REPLACEMENT REVISION

SURGERY: LEFT KNEE REPLACEMENT
SURGERY: RIGHT KNEE REPLACEMENT
SURGERY: RIGHT HIP REPLACEMENT

19
19
19
2
2
2
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Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT 2-4
Study Drug Administration
Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 I5SMG  ORAL QD | A BN X[ 170
170
ABT-494 I5SMG  ORAL QD R A 98
171 268
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX
Day
CENTRUM 500 OTHER: MCG QD v-M: 1
OXYCODONE 75 mg OTHER: EVERY 8 Y-M: 1
HOURS
METHOTREXATE 15 mg EVERY WEEK Y-M: 1
CELECOXIB 50 mg EVERY WEEK Y-M: 1
LEFLUNOMIDE 20 mg QD Y-M: 1
ATORVASTATIN 40 mg QD Y-M: 1
FOLIC ACID 1 mg QD Y-M: 1
ZOLPIDEM 10 mg QD Y-M: 1
ETANERCEPT 50 mg EVERY WEEK Y-M: 1
CETIRIZINE 10 mg QD Y-M: 2
METAXALONE 800 mg OTHER: EVERY 6 Y-M: 2
HOURS
ADALIMUMAB 40 mg EVERY 2 WEEKS Y-M: 2
GOLIMUMAB 50 mg OTHER: ONCE A Y-M: 2
MONTH
GOLIMUMAB 50 mg OTHER: ONCE A Y-M: 20.
MONTH
CLOBETASOL 1 OTHER: TID Y-M: 20.
APPLICATION
PREDNISONE 20 mg QD Y-M: 2
APREMILAST 30 mg QD Y-M: 2
CERTOLIZUMAB PEGOL 400 mg OTHER: ONCE A Y-M: 2
MONTH
LABETALOL 200 mg BID Y-M: 2
SECUKINUMAB 300 mg OTHER: ONCE PER  Y-M: 2088-
MONTH
AMLODIPINE 10 mg QD Y-M: 20.
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HYDROCHLOROTHIAZIDE 25 mg QD Y-M: 2

MELOXICAM 15 mg QD Y-M: 2

USTEKINUMAB 90 mg OTHER: EVERY 12 Y-M: 2('- /-
WEEKS 268

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

CENTRUM 500 OTHER: MCG QD Y-M: 1 ONGOING
ATORVASTATIN 40 mg QD Y-M: 1 ONGOING
FOLIC ACID 1 mg QD Y-M: 1 ONGOING
ZOLPIDEM 10 mg QD Y-M: 1 ONGOING
CETIRIZINE 10 mg QD Y-M: 2 ONGOING
LABETALOL 200 mg BID Y-M: 2 ONGOING
AMLODIPINE 10 mg QD Y-M: 2 ONGOING
HYDROCHLOROTHIAZIDE 25 mg QD Y-M: 2 ONGOING
MELOXICAM 15 mg QD Y-M: 2 ONGOING

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

Event Description SKIN MELANOMA STAGE III LEFT SHOULDER
Preferred term S RAAEE 3 1]

AE Onset Date / Rx Day on. /268

Age at AE Onset 7

Laboratory Testing

NOT REPORTED

Microbiology
0l (RX DAY 254): OTHER SKIN NPTST125-SHAVE BIOPSY: POSITIVE-MELANOMA
SAE Supplemental Procedure

2(' (RX DAY 254): LEFT UPPER BACK SKIN BIOPSY: MELANOMA PATHELOGIC STAGE
AT LEASTTI1A

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology UNKNOWN ETIOLOGY

Discontinued Study Drug Due to the  YES

Event

SAE Criteria OTHER MEDICALLY IMPORTANT SERIOUS EVENT

Generated:
Program Source Code:

Investigator No.: -

195

2467



obbvie Y5 F=J
276 AROREBOEED

Subject Number: -

Protocol Number: M15-554

TBBREALIERG A b O, AgRFIkEO PEBHETH Y, ABT-494 (V¥ F=7)
DI CERIL S NIIBBREN G s h, BEREME (£F, $F3W) oFReRIALL,

Event 1 DEEREE :
BHHE 9~ 2 IR 13 R m A R e, RoREMERAREI 2%, FEMREE R OBIAGESE (1 H 2~4 #£) Tho7-,

WL, A0 24 W, RBROERT T &R A AR T, 20l 4 ]
B . ABT-494 BRI GBS,

=l B B REE (EE, H38) 2RBLLE,

TE IR 72 B RE R B B AR M T T, AR R BLRNCRBERIER X7 o 72, 20)]
AR AFgc L vmBEEORERERICHIES T,

Causality for UPADACITINIB (Blinded)

1) Malignant melanoma stage I1I (10025670) (Malignant melanoma stage I1I (10025670) ) [v.22.0]
[10025670]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

Alternative Etiology for UPADACITINIB (Blinded)

Event of SKIN MELANOMA STAGE III LEFT SHOULDER
- Investigator: Unknown etiology.

- AbbVie: Weak temporal association, with less than 9 months of study drug exposure prior to onset of the
event. Advanced age is an additional risk factor.
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Relevant Laboratory & Other Diagnostic Tests

I 20l LEFT UPPER BACK SKIN BIOPSY: Melanoma pathologic, stage at least TIA
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#5E%ES N 0vestigator [

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest
Event Study Drug

Beyi X

Treatment Group Age at Study Start Sex Race

ABT-494 15 mg QD 6' FEMALE BLACK OR AFRICAN

AMERICAN
Medical History Onset Year

OTHER: BILATERAL SYNDACTLY OF 2ND/3RD TOES
OTHER: CHICKEN POX

DRUG ALLERGIES/REACTIONS: ALLERGY TO LATEX
OTHER: UTERINE FIBROIDS

ASTHMA

EYE DISEASE/DISORDER: DRY EYES

EYE DISEASE/DISORDER: ENTROPIAN EYE LIDS
CHOLECYSTITIS

DRUG ALLERGIES/REACTIONS: ALLERGY TO MORPHINE
DRUG ALLERGIES/REACTIONS: ALLERGY TO ULTRAM
HYPERTENSION

OTHER: HASHIMOTO'S DISEASE

OTHER: LEFT SHOULDER PAIN

OTHER: PLAQUE PSORIASIS

OTHER: MASS ON OVARIES (BENIGN)

OTHER: SEASONAL ALLERGIES

OTHER: SINUS HEADACHES

DIABETES MELLITUS

DRUG ALLERGIES/REACTIONS: ALLERGY TO METOPROLOL
OTHER: LIPOMAS ON BILATERAL AXILLA, SUPRACLAVICULAR AREA
DEPRESSION: DEPRESSION

LIVER DISEASE (EXCLUDING HEPATITIS): FATTY LIVER
COGNITIVE OR PSYCHIATRIC DISORDER: ANXIETY

OTHER: TENSION HEADACHES

EMPHYSEMA/CHRONIC OBSTRUCTIVE PULMONARY DISEASE: COPD
OTHER: CHEST PALPITATIONS

OTHER: PULMONARY NODULES

PNEUMONIA

OTHER: ALOPECIA

19
19
19

—_
\O
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Prior Procedures Procedure Year
SURGERY: PARTIAL HYSTERECTOMY 19
SURGERY: CHOLELYCYSECTOMY 2
SURGERY: OVARIES EXTRACTED (SECONDARY TO BENIGN MASS) 2
Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day
ALCOHOL NEVER

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 I5SMG  ORAL QD B A 169
169
ABT-494 I5MG ~ ORAL QD R Bl k4 215
170
ABT-494 15MG~ OoRAL QD |l 385 /
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX Day
GLIPIZIDE 10 mg QD Y-M: 2
LISINOPRIL 10 mg QD Y-M: 2
USTEKINUMAB 90 mg OTHER: EVERY 12 Y-M: 2
WEEKS
ADALIMUMAB 40 mg EVERY 2 WEEKS
CETIRIZINE 10 mg QD
METHOTREXATE 0.6 mL EVERY WEEK
PARACETAMOL 500 mg PRN
APREMILAST 30 mg BID
METHOTREXATE 2.5 mg QD
MONTELUKAST 10 mg QD
INSULIN ASPART 5 OTHER: UNITS PRN
INSULIN DETEMIR 15 OTHER: UNITS QD Y-M: 20. /=275

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 PRN Y-M: 2 Not reported.
MONTELUKAST 10 mg QD Y-M: 2('- /- Not reported.
336
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GLIPIZIDE 5 mg QD y-M: 20}/ 16 Y-M: 20}/
510

LISINOPRIL 10 mg QD vy M2l Ym0/
391 443

LEVOCETIRIZINE 5 mg QD y-M: 20}/ Not reported.
396

AZITHROMYCIN 250 mg QD y-M 20 Hl Ym0/
408 411

GLYCERYL TRINITRATE 4mg PRN y-M:20Hll/  Not reported.
441

METOPROLOL 25 mg BID y-M: 20 Hll/  Not reported.
443

ACICLOVIR 800 mg QID vy M2 Hl vy M 20 I/
444 464

LISINOPRIL 20 mg QD vy M2l Ym0/
444 500

Event #1: Serious Adverse Event
Event Description ANGINA
Preferred term B lMiE

AE Onset Date / Rx Day onl / 441

Age at AE Onset 6

Laboratory Testing

B0l (RX DAY 441): NPTST027-BN PEPTIDE: 11.9 [0 - 100] pg/mL; NPTST138-TROPONIN-I: 0.03
[0-0.05] ng/mL

Microbiology

NOT REPORTED

SAE Supplemental Procedure

B0l (RX DAY 441): CHEST X-RAY: NO ACUTE CARDIOPULMONARY ABNORMALITY; ECG:
NORMAL SINUS RHYTHM. CANNOT RULE OUT ANTERIOR INFARCT, AGE UNDERTERMINED.
ABNORMAL ECG; ECHOCARDIOGRAM: EF=55-60%. GRADE I DIASTOLIC DYSFUNCTION. MILD
CONCENTRIC LEFT VENTRICULAR HYPERTROPHY. THE LEFT VENTRICLE IS NORMAL IN SIZE.
THERE IS NO THROMBUS. LEFT VENTRICULAR SIZE AND FUNCTION APPEARS NORMAL ;

0] (RX DAY 445): NUCLEAR STRESS TEST: EVIDENCE OF SMALL SIZE OF MILD
INTENSITY APICAL WALL INFARCT WITHOUT SIGNIFICANT ISCHEMIA.

AE Stopped Rx Day 442

Duration of AE 2 DAYS

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative NEW DEVELOPMENT OF CORONARY ARTERY DISEASE
Etiology

Discontinued Study Drug NO

Due to the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER MEDICALLY
IMPORTANT SERIOUS EVENT, LIFE THREATENING
Generat: I
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Program Source Coce:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BB ELIE R & OB, APERE KED o Bkt Th Y, ABT-494 (735 L F=7)
DR CERIL SURRER G Sh, 72X FOHREERH L,

Event 1 DEEREE :
B3 2R I3 B, AN, SiE, Ao, wREIERIEIA, MERE, R, Mo
B, JERUESE, FERGEE K OVEENRE R OFERECTH - T,

WREE, RO 24 B, KBROERT T RHBEC A AR TWE, 20 4] A
B0 ABT-494 O BRI GRS R,

SEBIRIE RO ZIEIE b 8o 72,
oy B3 Bl ERE v R AR B BN RS A L

BB e ssss, W ERows, Wk, FETROME LS v imkic ko, &
awmsrzo L, wmaraReAkL- AR vERRE XEREROLT a—
maES TN, WEMTbh, TrEramklz, AR, g L, skT
B GXT R &AT 72 & 2 5, BEED/N SRR B O MG TRD S =78, % L
fro T ad o (HAREE) | IRBREEEENIE, AR I e B O 2 TOBsER I O fa kA
TIN5 &l L7,

BEISNF-HEAZ= b a7 Uk o ThHholz,

The patient's past medications include:
STELARA for PSORIATIC ARTHRITIS 0] - 20

HUMIRA for PSORIATIC ARTHRITIS (20} - | N 20D

METHOTREXATE for PSORIATIC ARTHRITIS (J} [l 20l - Il I} 20l I} 208 - I} 2
OTEZLA for PSORIATIC ARTHRITIS (Jjj Il 20l - I 20D

LEVEMIR for TYPE 1T DIABETES o] - |l 20l
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ULTRAM for UNKNOWN INDICATION
MORPHINE for UNKNOWN INDICATION

Causality for ABT-494 (Blinded)

1) Angina pectoris (10002383) (Angina pectoris (10002383) ) [v.21.1] [10002383]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for ABT-494 (Blinded)

Event of ANGINA
- Investigator: New development of coronary artery disease.

- AbbVie: Risk factors include pre-existing diabetes mellitus, hypertension, and obesity (BMI of 33 at
screening)..

Relevant Laboratory & Other Diagnostic Tests

I 20l BNP: 11.9 PG/ML (normal 0.0 to 100.0)
. - 20. CHEST X-RAY: No acute cardiopulmonary abnormality

I 20l ECHOCARDIOGRAM: EF=55-60%. Grade I diastolic dysfunction. Mild concentric left
ventricular hypertrophy. The left ventricle is normal in size. There is no thrombus. Left ventricular size and
function appears normal.

. - 20. ELECTROCARDIOGRAPHY: Normal sinus rhythm. Cannot rule out anterior infarct, age
undetermined. Abnormal ECG

Unknown date NUCLEAR GXT: Evidence of small size of mild intensity apical wall infarct without
significant ischemia.

I 20l TROPONIN: 0.028 NG/ML (normal 0.000 to 0.045)
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest

Event Study Drug
GR X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD 6' MALE WHITE
Medical History Onset Year
OTHER: CHILDHOOD RECURRING TONSILLITIS 19
OTHER: OBESITY 19
OSTEOARTHRITIS 19
OTHER: PLAQUE PSORIASIS 19
HEARING DISORDER: SLIGHT HEARING LOSS 2
OTHER: SCROTAL MASS SEROMA 2
OTHER: RIGHT SHOULDER ROTATOR CUFF TEAR 2
Prior Procedures Procedure Year
SURGERY: ADENOIDECTOMY 19
SURGERY: TONSILLECTOMY 19
SURGERY: APPENDECTOMY 19
SURGERY: INGUINAL HERNIA REPAIR 2
SURGERY: SCROTAL MASS ASPIRATION 2
SURGERY: CORRECTIVE SURGERY SECONDARY TO HERNIA REPAIR 2
SURGERY: RIGHT TOTAL SHOULDER REPLACEMENT 2
Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL CURRENT Less than 2
203
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Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 30MG ~ ORAL QD | N X [ 166
166
ABT-494 30MG ~ ORAL QD R B 56
167 222

Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
ACETYLSALICYLIC ACID 81 mg QD

PARACETAMOL 600 mg PRN

FOLIC ACID 1 mg QD

METHOTREXATE 20 mg EVERY WEEK

ABATACEPT 50 mg EVERY WEEK

VICODIN 5/325 mg BID

POTASSIUM 4700 mg QD

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
ACETYLSALICYLIC ACID 81 mg QD Y-M: 2 ONGOING
PARACETAMOL 600 mg PRN Y-M: 2 ONGOING
FOLIC ACID 1 mg QD Y-M: 2088- ONGOING
METHOTREXATE 20 mg EVERY  Y-M: 2088- ONGOING
WEEK
VICODIN 5/325 mg BID  Y-M: 20jHl} y-M: 20}/
39
POTASSIUM 4700 mg QD Y-M: 2088- ONGOING
DEXTROMETHORPHAN 2 OTHER: OTHER: Y-M: 20§/ ONGOING
HYDROBROMIDE W/DOX TABS Q4HRS 43
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Event #1: Serious Adverse Event
Event Description SYMPTOMATIC BRADYCARDIA
Preferred term 23R

AE Onset Date / Rx Day on. /60
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

B0l (RX DAY 60): CHEST X-RAY: NORMAL; EKG: SINUS BRADYCARDIA W PREMATURE
ATRIAL COMPLEX; 20} (RX DAY 61): BILATERAL CAROTID U/S: RIGHT CALCIFIED
STENOSIS; CARDIAC STRESS TEST: ASYMPTOMATIC; ECHOCARDIOGRAM: MILD PULMONARY
HYPERTENSION; EKG: SINUS BRADYCARDIA W PREMATURE VENTRICULAR COMPLEX

AE Stopped Rx Day 61

Duration of AE 2 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology UNKNOWN ETIOLOGY

Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554

BT D O, ARRETKED @B TH Y, ABT-494 (7352 F=7)
OIWIRCERAL SN RRIED B 5 S0, EBEERIRO F5 2 %3 L,

Event 1 DR :
B~ 2 IR I, ROREMEREENZE, FEMREE K OBIAEE (1 H 2 #RK0) Th o7z,

il =B e, s EegiRe s L, 2o =0 P Rk L
72

oV ES Bl [ERET S EONTASSIE e v er vl K DEN  IERECE S kS
Bt L7z,
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BEERFY < U — XV YBREIIFEED IS L W RER AR L, BBRE OFETIE, 2
NETIZZOL I R Eidheholz, UL, ZOHBMITETEAE L, 3EME RN
DFEE YD LW E AR LTV, BROICZZLEY =24 2 » 7) =y 7 TOLERKRET
IRIRME O EAREN SR H AL, MR REOT DT EREREZRZTHZ L Lol

MR TOMA T, BEZR PAC % £E 5 IRPERIRASE 60 & 7o o, BRAMA I 5 I B
<, M X R T ERARFT IR Dot BAROENMIL, #RESEAEAND
NI ARBBR AT > TV Y U~ FEMECERK L, V7~ FEMED, RIREEE ORI
TIHARNE Lz, ABEfs, LA RN —ROE=H Y L 7 BBh Sz, FilE 0.0 8RR C
WIRME L ERBI N ST & OMENR D > 727290, LIREMEOC S 2% 07, ABREH, L
IAFHRE RO 2 —RANMTONEA, WTFRORETHEKRATRLIZRD bhksoiz,
WeBE ORBIIARMMNAEL CEDLLT, 72 |3 O LERBE CHER PAC % £ 5 MR
WRASERS DAV & b S, BIEORRIE, B T OFEHIOMBER & (ZEEETHD &
Bbhie, 2EMIC, ABHORBIZEHICRE 2 <, BLRBRIAER S b #E Shado
o WERHIIEFMICLE LTS L Ebh, BEELT, 4% 0 S EIC & % RS
L, AR TORNE—DERE=L ) v 7 D=0 OUIRHEMEIC & D RBBE AT O EY
s s i, 0=l B, v R L,

DIEMREOBRIER LY « WRH IR RIROWAE CTRbE Lo, B 3wt £
ERRZTNS, AT OR IR S DT RIS N D T, BREIL AV 71 v 7 R
B SN TV b Cldnotz, PCP b AT L% Qo4 oa 2y
R afR e 25, 20 A o2 BoRiE L 51 RT3 TH Y, RIRDERD 5
N, ZhUE, FEROEREEBIRIZC R LT, B/ U v~ F IR AR # 5.0 B Ak
ShauithoT-,

WERE VIR TH U, FRM CAD OFIEREAZA L Tz, PRERE T | X IR A 4 R 0> —
RNFELIZEEZE DN, FEEE, #RE XISV OE 200 TN D,

Causality for ABT-494 (Blinded)

1) Bradycardia (10006093) (Bradycardia (10006093)) [v.21.0] [10006093]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes
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Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for ABT-494 (Blinded)

Event of SYMPTOMATIC BRADYCARDIA
- Investigator: Unknown etiology.

- AbbVie: Event is more likely related to abnormal EKG at screening. Additionally bradycardia was noted on
two occasions in 20§l and appears to be pre-existing.

Relevant Laboratory & Other Diagnostic Tests

. - 20. BILATERAL CAROTID ULTRASOUNDS: right calcified stenosis Interpretation Summary:
The right common carotid artery shows no evidence of disease. The right external carotid artery shows evidence
of <50% disease. The right bulb/internal carotid artery shows evidence of 20-39% calcified stenosis. Spectral
Doppler flow evaluation of the innominate artery shows no evidence of a hemodynamically significant stenosis.
Spectral Doppler flow evaluation of the right proximal subclavian artery shows no evidence of a
hemodynamically significant stenosis. The right vertebral artery demonstrates antegrade flow. The left
common carotid artery shows no evidence of disease. The left external carotid artery shows evidence of <50%
disease. The left bulb/proximal internal carotid artery shows evidence of a 1-19%stenosis with homogeneous
plaque. Spectral Doppler flow evaluation of the left proximal subclavian artery show no evidence of a
hemodynamically significant stenosis. The left vertebral artery demonstrates antegrade flow.

I 20l BLOOD PRESSURE: 157/88
Unknown date CALCIUM: 9.2 mg/dL

. - 20. CARDIAC STRESS TEST: asymptomatic In conclusion, low risk EKG portion of exercise
nuclear stress test with the patient showing chronotropic competency.No evidence of ischemia Diaphragmatic
attenuation. Normal left ventricular systolic function No evidence for transient ischemic dilatation.

I 20l CHEST X-RAY: normal

I 20l cx MB FRACTION: 3.10 NG/ML

. - 20. ECHOCARDIOGRAM: Interpretation Summary: The left ventricular ejection fraction is
estimated at 60%. There is mild concentric left ventricular hypertrophy. The right ventricle demonstrates
normal systolic function. The left atrium is normal in size. The estimated peak right ventricular systolic pressure
is 41 mmHg, consistent with mild pulmonary hypertension. There is no evidence of a pericardial effusion.

. - 20. EKG: sinus bradycardia w premature atrial complex
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. - 20. EKG: sinus bradycardia w premature ventricular complex

. . 20. ELECTROCARDIOGRAM: Screening ECG: atrial fibrillation;

B 208l GLUCOSE: 84 mg/dL

B 20l scr: 427 %

I 20l HEART RATE: 48 No units

B 20l 6:B: 1446DL

I 20l 1sTAT TROPONIN: 0.03 NG/ML
I 20l 1sTAT TROPONIN: 0.03 NG/ML
I 20l PLATELET COUNT: 320 K/uL

B 20l roTASSIUM: 4.6 MMOL/L

I 20l PULSE OXIMITER: 95 No units
I 20l RESPIRATORY RATE: 20 No units

I 20l TROPONIN: 0.08 NG/ML

B 20l wsc: 102 k0L
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#25E5S [ 0nvestoator R

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
A R X
Treatment Group Age at Study Start Sex Race
Placebo/ABT-494 15 mg QD FEMALE WHITE
Medical History Onset Year
OTHER: PREMENSTRUAL SYNDROME 2
OTHER: UTERINE FIBROIDS 2
GASTROESOPHAGEAL REFLUX DISEASE 2
HYPERLIPIDEMIA 2
OTHER: ELEVATED C-REACTIVE PROTEIN BLOOD LEVEL 2
OTHER: PLAQUE PSORIASIS 2
DRUG ALLERGIES/REACTIONS: REMICADE - DRUG ALLERGY 2
DEPRESSION: MAJOR 2
OTHER: HAIR LOSS 2
OTHER: ABNORMAL LYMPHOCYTE RESULT 2
OTHER: ABNORMAL MONOCYTE RESULT 2
OTHER: ABNORMAL WHITE BLODD CELL COUNT 2

Prior Procedures

Procedure Year

Not reported.

Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL FORMER Less than 2
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Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
PLACEBO ORAL QD | N X 174
174
ABT-494 I5MG ~ ORAL QD R Bl s
175 392
ABT-494 I5MG  ORAL QD il /
Previous Therapy - Prior to baseline/enrollment
Medication Name (WHO Drug) Dose/Units Frequency Start Year-
Month / RX Day
BIOTIN 1000 ug QD v-M: 20
CURCUMA LONGA 500 mg QD Y-M: 2
DICLOFENAC 35 mg QD Y-M: 2
ESOMEPRAZOLE 40 mg QD Y-M: 2
PRAVASTATIN 20 mg QD Y-M: 2
VICODIN 10 325 mg PRN Y-M: 2
APREMILAST 30 mg BID Y-M: 2
SECUKINUMAB 150 mg OTHER: ONCE A Y-M: 2088-
MONTH

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-
/ RX Day Month / RX Day
BIOTIN 1000 ug QD Y-M: 2 Not reported.
CURCUMA LONGA 500 mg QD Y-M: 2 Not reported.
DICLOFENAC 35mg QD Y-M: 2 Not reported.
ESOMEPRAZOLE 40 mg QD Y-M: 2 Not reported.
PRAVASTATIN 20 mg QD Y-M: 2 Not reported.
VICODIN 10325 mg PRN Y-M: 2 Not reported.
ESCITALOPRAM 20 mg QD Y-M: 2('- / 84  Not reported.
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Event #1: Serious Adverse Event

Event Description UTERINE FIBROIDS
Preferred term A v

AE Onset Date / Rx Day rzol/ 127
Age at AE Onset

Laboratory Testing

B0l (RX DAY 142): Hemoglobin: 134 [120 - 140] g/L; Leukocytes: 15 [4.8 - 10.8] 10°9/L;
NPTST114-PT/INR: 0.9 [0.9 - 1.1] sec; Platelets: 561 [130 - 400] 10°9/L; 0] RX DAY 146):
Hemoglobin: 125 [120 - 140] g/L

Microbiology

NOT REPORTED

SAE Supplemental Procedure

0l (R DAY 145): ROBOTIC LAPROSCOPIC HYSTERECTOMY WITH BILATERAL
SALPINGECTOMY AND CYSTOSCOPY: SUCCESSFUL

AE Stopped Rx Day 145

Duration of AE 19 DAYS

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY

Investigator Alternative Etiology HISTORY OF UTERINE FIBROIDS

Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554
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The patient's past medications include:

REMICADE for UNKNOWN INDICATION

Causality for UPADACITINIB (Blinded)

1) Uterine fibroids (10046784) (Uterine leiomyoma (10046798) ) [v.22.0] [10046784]
Causality as per reporter (Drug/Vaccine): No reasonable possibility

Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Yes

Rechallenge: rechallenge was done, reaction did not recur

Alternative Etiology for UPADACITINIB (Blinded)

Event of UTERINE FIBROIDS

- Investigator: History of uterine fibroids.

- AbbVie: EVENT IS MORE LIKELY RELATED TO PRE-EXISTING HISTORY OF UTERINE FIBROIDS.

Relevant Laboratory & Other Diagnostic Tests

I 20ll HEMOGLOBIN: 13.4 G/DL (normal 12.0 to 14.0)

I 20ll HEMOGLOBIN: 12.5 G/DL (normal 12.0 to 14.0)

I 20l 1NR: 0.9 No Unit

I 20l PLATELET COUNT: 561 X10**3/MCL (normal 130 to 400)

I 20l WBC: 14.99 X10%*3/MCL (normal 4.8 to 10.8)
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest
Event Study Drug

PR X

FEENPE O FE U X

LR e X

S X

Treatment Group Age at Study Start Sex Race

ABT-494 15 mg QD 6' MALE WHITE

Medical History Onset Year

OTHER: NEPHROLITHIASIS HISTORY NOT REPORTED

OTHER: PLAQUE PSORIASIS 19

OTHER: DEEP VEIN THROMBOSIS 2

DEPRESSION: NO SUICIDAL IDEATION NO EVENTS 2

BENIGN PROSTATIC HYPERPLASIA 2

HYPERTENSION 2

Prior Procedures

Procedure Year

SURGERY: TRANSURETHRAL RESECTION OF THE PROSTATE

20l

Tobacco Use Status Number/Day Number of Years Year Stopped
Not reported.
Alcohol Use Status Number/Day
ALCOHOL NEVER
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Study Drug Administration

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

ABT-494 I5MG ~ ORAL QD - O & E 88
1 88

Previous Therapy - Prior to baseline/enrollment

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

CLOBETASOL 1 OTHER: QD Y-M: 20.7

APPLICATION

QUETIAPINE 200 mg QD Y-M: 2

ETANERCEPT UNK mg EVERY WEEK Y-M: 2

METHOTREXATE UNK mg EVERY WEEK Y-M: 2

IBUPROFEN 200 mg OTHER: 3 TIME A Y-M: 2

WEEK

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 DayMonth / RX Day
QUETIAPINE 200 mg QD Y-M: 2 ONGOING
IBUPROFEN 200 mg OTHER: 3 TIME A Y-M: 2 ONGOING
WEEK

Event #1: Serious Adverse Event

Event Description DIZZINESS, DIFFICULTY TO SPEAK, DISORIENTED,
PATIENT FELL
Preferred term T

AE Onset Date / Rx Day Lol / 88
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY
Investigator Alternative Etiology DATA IS UNKNOWN
Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #2: Serious Adverse Event
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Event Description DIZZINESS, DIFFICULTY TO SPEAK, DISORIENTED,
PATIENT FELL
Preferred term FEE D F

AE Onset Date / Rx Day Lol / 88
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY
Investigator Alternative Etiology DATA IS UNKNOWN
Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #3: Serious Adverse Event

Event Description DIZZINESS, DIFFICULTY TO SPEAK, DISORIENTED,
PATIENT FELL
Preferred term i3]

AE Onset Date / Rx Day Lol / 88
Age at AE Onset 6

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY
Investigator Alternative Etiology DATA IS UNKNOWN
Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #4: Serious Adverse Event

Event Description DIZZINESS, DIFFICULTY TO SPEAK, DISORIENTED,
PATIENT FELL
Preferred term Rl
AE Onset Date / Rx Day onl /88
Age at AE Onset 6
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Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

NOT REPORTED

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by Investigator NO REASONABLE POSSIBILITY
Investigator Alternative Etiology DATA IS UNKNOWN
Discontinued Study Drug Due to the NO

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554
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Causality for ABT-494 (Blinded)

1) Speech disorder (10041466) (Speech disorder (10041466) ) [v.22.0] [10041466]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
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Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

2) Fall (10016173) (Fall (10016173)) [v.22.0] [10016173]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

3) Disorientated (10013394) (Disorientation (10013395)) [v.22.0] [10013394]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

4) Dizziness (10013573) (Dizziness (10013573) ) [v.22.0] [10013573]
Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No

Alternative Etiology for ABT-494 (Blinded)

Event of DIZZINESS, DIFFICULTY TO SPEAK, DISORIENTED, PATIENT FELL

- Investigator: Data is unknown

- AbbVie: Risk factors include age, hypertension, and history of deep vein thrombosis.
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Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of

Adverse | to Discontinuation of Interest
Event Study Drug

R R - b B X X X

Treatment Group Age at Study Start Sex Race

ABT-494 30 mg QD 2' FEMALE WHITE

Medical History Onset Year

OTHER: PLAQUE PSORIASIS 2

OTHER: DYSFUNCTIONAL UTERINE BLEEDING 2

DRUG ALLERGIES/REACTIONS: NAPROSYN 2

Prior Procedures Procedure Year

SURGERY: APPENDECTOMY 20

Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL CURRENT Less than 2

Study Drug Administration

Study Drug Dose/Units Route Frequency First Dose Last Dose Duration
Date/Day Date/Day (Days)
ABT-494 30MG ORAL QD 200 / 1 200 / 166 166
ABT-494 30MG ORAL QD 208 / 2088 / 164
167 330
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Previous Therapy - Prior to baseline/enrollment

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month /
RX Day
ETANERCEPT UNK mg EVERY WEEK y-M: 20l
METHOTREXATE UNK mg EVERY WEEK Y-M: 2088-
OVIDON 0.3 mg QD Y-M: 20881 / -291

FOLIC ACID 2 mg QD Y-M: 20081 / -261
METHOTREXATE 17.5 mg EVERY WEEK Y-M: 201 / -261

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
FOLIC ACID 2 mg QD y-M: 20l /- oNGoiNnG
261
FAMOTIDINE UNKNOWNmg  OTHER: ONCE  Y-M: 20 Hl}/ oNGoinG
56
CILEST 250 mg QD y-M: 20l oNGoing
62
COLECALCIFEROL 20,000 IU EVERY WEEK  v-M: 20}/  oNGoiNG
167
THROAT PREPARATIONS | OTHER: BID y-m: 20/ y-m: 20
SPRAY 323 330
CEFALEXIN 500 mg BID v-M: 20}/  oNGomNG
330
PARACETAMOL 500 mg BID y-M: 20Hl)/ y-M: 20}/
330 337
CEFAZOLIN lg TID y-M: 20 Hl)/ y-M: 20}/
381 408
ENOXAPARIN 40 mg QD y-M: 20Hl)/ y-M: 20}/
381 408
FAMOTIDINE 20 mg BID y-M: 20 Hl)/ y-M: 20}/
381 408
KETOROLAC 15 mg oTHER: EVERY 6  Y-M: 20fHll/ y-M: 20}/
HOURS 381 408
KETOROLAC 30 mg OTHER: SINGLE  Y-M: 20jHl}/ y-M: 20 i}/
DOSE 381 408
PARACETAMOL 325 mg QID y-M: 20Hl)/ Yy-M: 20}/
381 408
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Event #1: Serious Adverse Event, AE Leading to Discontinuation of Study Drug, Study Specific Adverse

Events of Interest

Event Description RIGHT SIDE TONGUE SQUAMOUS CELL CARCINOMA,
MODERATELY DIFFERENTIATED, INVASIVE IN SITU
HYBRIDIZATION OF HPV IN PROGRESS.

Preferred term R B R S R e

AE Onset Date / Rx Day on. /323

Age at AE Onset 2

Laboratory Testing

NOT REPORTED

Microbiology

NOT REPORTED

SAE Supplemental Procedure

Il (Rx DAY 330): BIOPSY TONGUE RIGHT LATERAL: SQUAMOUS CELL CARCINOMA,
MODERATELY DIFFERENTIATED, INVASIVE. IN SITU HYBRIDIZATION OF HPV IN PROGRESS, A
REPORT WILL FOLLOW; |20l RX DAY 346): PET/CT SCAN: 1. HYPERMATABOLIC DENSITY
IN THE RIGHT SIDE OF THE TONGUE AS DESCRIBED ABOVE CONSISTENT WITH HEAD AND
NECK CT SCAN WITH F-18 FDG AVID ACTIVE NEOPLSTIC PROCESS. CORRELATION WITH HEAD
AND NECK CT SCAN W; 20l RX DAY 365): CERVICAL/VAGINAL-THIN-PREP: NEGATIVE
FOR INTRAEPITHELIAL; HPV GENOTYPE 18/45: NEGATIVE; HPV GENPTYPE 16: POSITIVE;
HUMAN PAPILLOMA VIRUS- OTHER HIGH RISK TYPES: POSITIVE; [0l &R DAY 385):
EKG: T WAVE INVERSION NON SPECIFIC - NOT CLINICALLY SIGNIFICANT; Lof] Rx DAY

392): TRACHEOSTOMY TUBE AND GASTRONOMY TUBE PLACEMENT: SUBJECT WAS
DISCHARGED AFTER PROCEDURES

AE Stopped Rx Day ONGOING

Duration of AE ONGOING

Relation to Study Drug by NO REASONABLE POSSIBILITY
Investigator

Investigator Alternative EtiologyINVASIVE IN SITU HYBRIDIZATION OF HPV IN PROGRESS.

Discontinued Study Drug Due to YES
the Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION, OTHER
MEDICALLY IMPORTANT SERIOUS EVENT

Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554
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Event 1 DEEREE :
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B G- ST 3EANZL, sore throat spray, 72 R 7 X/ 7 = Jx O cephalexin Tdh - 7=,

The patient's past medications include:

ENBREL for PSORIATIC THRITIS (J} [l 20l - I Il 20D
METROTEXATE for PSORIATIC ARTHRITIS (J} [l 20l - I 2o}, Il 28 - N ')

NAPROSYN for UNKNOWN INDICATION

Causality for ABT-494 (Blinded)

1) HPV positive oropharyngeal squamous cell carcinoma (10081287) (Oropharyngeal squamous cell
carcinoma (10031112) ) [v.21.1] [10081287]

Causality as per reporter (Drug/Vaccine): No reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: No
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Alternative Etiology for ABT-494 (Blinded)

Event of RIGHT SIDE TONGUE SQUAMOUS CELL CARCINOMA, MODERATELY DIFFERENTIATED,

INVASIVE IN SITU HYBRIDIZATION OF HPV IN PROGRESS
- Investigator: Invasive in situ hybridization of HPV in progress.

- AbbVie: Risk factor includes HPV infection per PI.

Relevant Laboratory & Other Diagnostic Tests

I 20l HUMAN PAPILLOMA: positive

. - 20. BIOPSY TONGUE RIGHT LATERAL: Squamous cell carcinoma, moderately differentiated,
invasive. In situ hybridization of HPV in progress, report will follow.

. . 20. CERVICAL /VAGINAL THIN PREP: NEGATIVE FOR INTRAEPITHELIAL
. - 20. EKG: T wave inversion non specific- not clinically significant

I 20l 5PV GENOTYPE 16: positive

I 20l 5PV GENOTYPE 18/45: negative

. - 20. PET/CT SCAN: HYPERMATABOLIC DENSITY IN THE RIGHT SIDE OF THE TONGUE
AS DESCRIBED ABOVE CONSISTENT WITH HEAD AND NECK CT SCAN WITH F-18 FDG AVID
ACTIVE NEOPLSTIC PROCESS. CORRELATION WITH HEAD AND NECK CT SCAN WITH IV
CONTRAST IS RECOMENDED. 2. SYMMETRIC INTENSE F-18 FDG UPTAKE IN THE WALDEYERS
RING IS NOTED. ALTHOUGHT IT COULD BE REACTIVE, PLEASE CORRELATE CLINICALLY TO
EXCLUDE OTHER PATHOLOGY. 3. NO HYPERBOLIC FOCI TO SUGGEST F-18 FDG AVIS DISTANT
METASTATIC DISEASE AT THE PRESENT TIME.
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#2E5E5S I 0vestgator

Reason for Narrative

Adverse Event Preferred Term(s) Serious | Adverse Event Leading | Death | Event of
Adverse | to Discontinuation of Interest
Event Study Drug
il X X
T X X
Treatment Group Age at Study Start Sex Race
ABT-494 30 mg QD SI FEMALE WHITE
Medical History Onset Year
OTHER: PLAQUE PSORIASIS 19
OTHER: FIBROCYSTIC BREAST DISEASE 2
DRUG ALLERGIES/REACTIONS: SULFA ALLERGY; HIVES WITH THROAT 2
CLOSURE
OTHER: DEVIATED SEPTUM 2
OTHER: ANXIETY 2
ANEMIA: DUE TO UTERINE FIBROIDS 2
OTHER: LOW BACK PAIN (DEGENERATIVE DISC DISEASE LUMBAR SPINE) 2
OTHER: UTERINE FIBROIDS 2
OTHER: BENIGN CYST ON LIVER 2
OTHER: OCCASIONAL ORAL ULCERS 2
OTHER: ENVIRONMENTAL ALLERGIES 2
GASTROESOPHAGEAL REFLUX DISEASE: OCCASIONAL 2
OTHER: CHRONIC GASTRITIS 2
OTHER: DIVERTICULOSIS 2
OTHER: EXTERNAL HEMORRHOIDS 2
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Prior Procedures

Procedure Year

SURGERY: BENIGN BREAST CYST REMOVAL 2

SURGERY: REPAIR DEVIATED SEPTUM 2

SURGERY: HYSTERECTOMY (DUE TO FIBROIDS) 2

Tobacco Use Status Number/Day Number of Years Year Stopped

Not reported.

Alcohol Use Status Number/Day

ALCOHOL FORMER Less than 2

Study Drug Administration

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

ABT-49%4 30MG ORAL QD

Previous Therapy - Prior to baseline/enrollment

N R @
1 147

Medication Name (WHO Drug) Dose/Units Frequency Start Year-Month
/ RX Day
VENLAFAXINE 37.5 mg QD y-M: 20
FAMOTIDINE 20 mg PRN Y-M: 2
METHOTREXATE 17.5 mg EVERY WEEK
SECUKINUMAB 300 mg OTHER: EVERY 4
WEEKS
ASCORBIC ACID 1000 mg QD
CETIRIZINE 10 mg QD
PARACETAMOL 650 mg PRN
IBUPROFEN 600 mg QD
ETANERCEPT 50 mg EVERY WEEK
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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 -
VENLAFAXINE 37.5mg QD y-M: 2] y-m 20l
330
FAMOTIDINE 20 mg PRN v-M: 20jHIl}/
167
ASCORBIC ACID 1000 mg QD Not reported.
CETIRIZINE 10 mg QD Not reported.
PARACETAMOL 650 mg PRN Not reported.
IBUPROFEN 600 mg QD v-M: 20jHIl}/
163
HYDROXYCHLOROQUINE 200 mg QD v-M: 20jHIl}/
158
CIPROFLOXACIN 250 mg BID v-M: 20jHIl}/
148
NITROFURANTOIN 100 mg BID v-M: 20jHI}/
155
DIPHENHYDRAMINE 37.5 mg PRN y-m: 20 I/
187
PREDNISONE 20 mg QD v-M: 20jHI}/
155
PHENAZOPYRIDINE 100 mg TID y-M: 20jHIl}/
156
ONDANSETRON 4 mg PRN  v-M: 20HIl/ v-M: 20fHI}/
158 167
PREDNISONE 20 mg QD y-M: 20HIl)/ y-M: 20}/
159 162
NYSTATIN 400,000 0THER: UNIT QD Y-M: 20}/ y-M: 20}/
160 169
DICYCLOVERINE 20 mg QD y-M: 20HIl)/ y-M: 20}/
162 163
CLOBETASOL 1 OTHER: BD  Y-M: 20 i}/ y-m: 20}
APPLICATION 164 178
HYOSCYAMINE 0.125 mg oo y-M:20Hl/ y-m: 20/
164 184
MAALOX 1 OTHER: BID  Y-M:20fHll/ ot reported.
TABLESPOON 168
PANTOPRAZOLE 40 mg QD y-M: 20 Hll/  Not reported.
168
BIFIDOBACTERIUM INFANTIS 4 mg QD y-M: 20 ]/ Not reported.

176

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

Event Description LEFT SIDE ABDOMINAL PAIN RADIATING TO LEFT FLANK

UNKNOWN ETIOLOGY, DIARRHEA
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Preferred term & Jra
AE Onset Date / Rx Day 20. /156 (9 DAYS AFTER LAST TREATMENT)
Age at AE Onset 5

Laboratory Testing
B0l (Rx DAY 162): Glucose: 5.77 [3.89 - 5.5] mmol/L; Leukocytes: 8.1 [4.5.- 111 10°9/L;

Lymphocytes/Leukocytes: 9.6 [24 - 44] %; Neutrophils/Leukocytes; 81.3 [45 - 75] %; iZO. (RX DAY
163): Calcium: 2.1 [2.12 - 2.52] mmol/L; Protein: 62 [64 - 82] g/L; izol (RX DAY 164): Albumin: 33
[34 - 50] g/L; Calcium: 2.02 [2.12 - 2.52] mmol/L; Protein: 59 [64 - 82] g/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

2 (RX DAY 157): CT SCAN OF ABDOMEN/PELVIS WITH CONTRAST: UNREMARKABLE;
2 (RX DAY 162): CHEST X-RAY: NORMAL; 20. (RX DAY 164): ENDOSCOPY:
NORMAL EXCEPT FOR GASTRITIS AS IN MEDICAL HISTORY

AE Stopped Rx Day 184 (37 DAYS AFTER LAST TREATMENT)
Duration of AE 29 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the  YES

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION

Event #3: Serious Adverse Event, AE Leading to Discontinuation of Study Drug

Event Description LEFT SIDE ABDOMINAL PAIN RADIATING TO LEFT FLANK
UNKNOWN ETIOLOGY, DIARRHEA

Preferred term T

AE Onset Date / Rx Day on. /156 (9 DAYS AFTER LAST TREATMENT)

Age at AE Onset 5

Laboratory Testing

B0l (Rx DAY 162): Glucose: 5.77 [3.89 - 5.5] mmol/L; Leukocytes: 8.1 [4.5.- 111 10°9/L;
Lymphocytes/Leukocytes: 9.6 [24 - 44] %; Neutrophils/Leukocytes; 81.3 [45 - 75] %; iZO. (RX DAY
163): Calcium: 2.1 [2.12 - 2.52] mmol/L; Protein: 62 [64 - 82] g/L; izol (RX DAY 164): Albumin: 33
[34 - 50] g/L; Calcium: 2.02 [2.12 - 2.52] mmol/L; Protein: 59 [64 - 82] g/L

Microbiology
NOT REPORTED
SAE Supplemental Procedure

2 (RX DAY 157): CT SCAN OF ABDOMEN/PELVIS WITH CONTRAST: UNREMARKABLE;
2 (RX DAY 162): CHEST X-RAY: NORMAL; 20. (RX DAY 164): ENDOSCOPY:
NORMAL EXCEPT FOR GASTRITIS AS IN MEDICAL HISTORY

AE Stopped Rx Day 184 (37 DAYS AFTER LAST TREATMENT)

Duration of AE 29 DAYS

Relation to Study Drug by Investigator REASONABLE POSSIBILITY

Investigator Alternative Etiology NOT REPORTED

Discontinued Study Drug Due to the  YES

Event

SAE Criteria REQUIRES OR PROLONGS HOSPITALIZATION
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Generated:

Program Source Code:
Investigator No.: -
Subject Number: -

Protocol Number: M15-554
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BH5 INEEANY, ~—v v 7 X, pantoprazole, align probiotic, hyoscyamine, zofran & O}
bentyl ThH -7z,
The patient's past medications include:
METHOTREXATE for PSORIATIC ARTHRITIS (J} [l 20l - Il 20l

SECUKINUMARB for PSORIATIC ARTHRITIS (Jj Il 20l - Il 20D
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ENBREL for PSORIATIC ARTHRITIS (J} [l 20l - I Il 20l

c1PROFLOXACIN for URINARY TRACT INFECTION (| [l 20l - I 2ol
MACROBID for URINARY TRACT INFECTION (I} 20l - I I 20D
PREDNISONE for ALLERGIC REACTION CIPROFLOXACIN (I} [l 20l - I Il o)

Causality for UPADACITINIB (Blinded)

1) Abdominal pain localized (10062367) (Abdominal pain (10000081) ) [v.22.0] [10062367]
Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

2) Diarrhea (10012727) (Diarrhoea (10012735)) [v.22.0] [10012727]
Causality as per reporter (Drug/Vaccine): Reasonable possibility
Causality as per Mfr. (Drug/Vaccine): No reasonable possibility

Dechallenge: Not Applicable

Alternative Etiology for UPADACITINIB (Blinded)

Event of LEFT SIDE ABDOMINAL PAIN RADIATING TO LEFT FLANK UNKNOWN ETIOLOGY,
DIARRHEA

- Investigator: Not applicable

- AbbVie: Risk factors include pre-existing chronic gastritis and diverticulosis, as well as recent urinary tract
infection.

Relevant Laboratory & Other Diagnostic Tests

I 20l ALBUMIN: 3.3 G/DL (normal 3.4 to 5.0)
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B 20l cALciuM: 8.4 mg/dL (normal 8.5 to 10.1)

B 20l cALciuM: 8.1 mg/dL (normal 8.5 to 10.1)

B 20 CHEST X-RAY: normal

I 20l T SCAN OF ABDOMEN AND PELVIS WITH CONTRAST: Unremarkable
. - 20. ENDOSCOPY: Normal except for gastritis as in medical history

I 20l GLUCOSE: 104 mg/dL (normal 70 to 99)

I 20l LYMPHOCYTES: 9.6 % (normal 24 to 44)

I 20l NEUTROPHILS: 81.3 % (normal 45 to 78)

I 20l TOTAL PROTEIN: 6.2 G/DL (normal 6.4 to 8.2)

I 20l TOTAL PROTEIN: 5.9 G/DL (normal 6.4 to 8.2)

I 20l WHITE BLOOD CELLS: 8.1 TH/UL (normal 4.5 to 11)
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