ERGHERR. AEERICLHCH. BRI L HFH PRER AT

1839IL/0709

CATEGORIES OF ADVERSE EVENTS (BY PATIENTS) BY ETHNIC GROUP
POPULATION: EVALUABLE-FOR-SAFETY

TREATMENT RECEIVED
GEFITINIB ] PLACEBO | ALL
___________________________ 4...-----._-..---_----—-..------...---..-------..--—_-_-—-_..----
ORIENTAL  [NON-ORIENTAL | ORIENTAL  |NON-ORIENTAL | ORIENTAL | NONZORIENTAL
————————————— o e e e e e e e e b e e e e e e e b m - —— e
N=235 | N=891 | N=107 i N=455 | N=342 | N=1346
------------- e e e e r T T PN
¥ o & { ¥ | s | N | % | N Il | & | & §j 8 ] %
-------------------------------------- +~—----+-—---~+—--—--+-—---~+-~-—--+———-~-+—--—*-+------+------+-——-——+—-~---+------
Patient had an AE | 227] 96.6| 700| 78.¢]| 92| 86.0} 305] 67.0]| 319 93.3[ 100s{ 74.7
-------------------------------------- +------+------+-—----+--—-——+------+------+----——+---—--+------+------+-----—+-—----
Treatment-Related AE | 178] 95.7] 4sc| 53.3] 41| 38.3] 120} 26.4| 219] 6a o] 600| 44.5
-------------------------------------- +-—-——-+-———--+------+------+—----—+———-—'+—-«-—-+------+------+—-———-+-——---+------
Serious AE | s5s{ 23.4| 161| 18.1{ 24 22.4| 74 16.3] 79| 23.1} 235{ 17.s
-------------------------------------- +—---—-+-----—+-----—+-——-~~+-~-——-+------+-----~+--—-—-+—-—-—~+------+-----—+——--——
Serious Treatment-Related AE ] 7] 3.0} 20 2.2] 1|  o0.9] 71 1.5 8l 2.3] 271 2.0
-------------------------------------- i b D e R rr T E T T T P e e LT
Non-Fatal Serious AE - 52| 22.1f 128 14.4] 19{ 17.8] 64] 14.1] 71]  20.8] 192} 14.3
--------------------------------------- +------+------+~---—-+-—--—-+-----—+-----—+-----—+---—--+——---—+------+------+-————-
Discontinuation Due To AE | 17y 7.2) 44]  4.9] 2] 1.9] 11 2.4 19| s5.6| 55 | 4.1
-------------------------------------- +---—--+---——-+—-----+------+--—--—+——----+------+-----—+~—----+---—--+~-----+------
Discontinuation Due To Treatment- l I
Related AE s 3.8 22 2.5 0 0 3 0.7 9 2.6 25 1.9
-------------------------------------- +-----—+---——-+——-~——+----—-+---u--+~»——-—+—-----+-----—+-----—+------+------+------
Discontinuation Due To Serious AE { 11| 4.7] 22| 2.8 21 1.3] 8] 1.8) 13| 3.8} 30] 2.2
-------------------------------------- +-~----+—~--—u+-----—+--—---+———«—-+--—---+---—--+-——-—-+—-----+-----~+~—~—--+—~----
Discont. Due To Serious Treatment - ‘ l
Related AE 5 2.1 5 0.6 0 0 3 6.7 5 1.5 8 0.6
-------------------------------------- *-—----+----—-+—~-—-—+-—--—-+--—--~+------+----ﬂ—+—-—--—+----—-+------+---a--+--—--—
Death Due To AE | 11} 4.7] 44| 4.9] 6] 5.6] 16} 3.5] 17| 5.0 60| 4.5
-------------------------------------- +------+-—~:—-+-—----+------+------+-~-———+---—--+———---+------+---~--+—-»---+--—-—-
Death Due To Treatment-Related AE { 2] 0.9 3] 0.3} <] ol il o.2] 2] 0.6} 4] 0.3
-------------------------------------- +------+-----—+-—-—--+-———--+-——---+------+---~--+—--—--+------+——----+------+———---
CTC Grade 3 or 4 AB J 101) 43.0] 240 26.9) 38| 3s.5| 113| 24.8] 139| 4o0.6| 353 26.2
-------------------- B e L T Tpiyupi Gy S B i e R R el kT oY U
CTC Grade 3 or 4 Treatment-Related AE | 27f 11.s§ 63 7.1 1y 0.9} 1s) 3.3] 29 8.2 78]} 5.8
-------------------------------------- b e R Y T S upUy U i e e ey P gy
Interstitial Lung Disorder Type Events| 71 3.0} s| o.8] 4] 3.7] 1} o.2] 11 3.2 6| 0.4

ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DA

YS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED :
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1839IL/0709

NUMBER OF PATIENTS WITH SERIQUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB } PLACEBO
............................. s P
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- i R e i T R P RPN
N=235 | N=891 | N=107 | N=455
-------------- i R e latk E R I
ooy | ¥ | s | | % | N | &
-------------------------------------------------------------- B i e e T U U SR
BLOOD AND LYMPHATIC SYSTEM TOTAL j 3 1.3} 8} 0.9} o o] 3] 0.7
DISORDERS ------------------------------- e e mw . LR R e - - - -————— - B TR
ANAEMIA | 2} 0.5] 8 0.5 of ol 2] 0.4
-------------------------------- i e e e e e oy S
FEBRILE NEUTROPENIA | Gf o] o] ol o} o} 1) 0.2
--------------------------------- i e e et TIE TP ST L Sy 0 S
NEUTROPENIA j 1) 0.4} o} o} 0] 0| of 0
------------------------------- +----—---—-------—-nuw-—-——--—-—+-——---+—------+----—-+---—-—-+—-—---+------~+------+--¢—-«-
‘CARDIAC DISORDERS TOTAL j 6| 2.6| 10} 1.1 1] 0.9 11} 2.4
--------------------------------- i e i e o S
ACUTE MYOCARDIAL INFARCTION | 1] 0.4 b g.1f o} o) o] 0
--------------------------------- i e e i it T CHI -
ANGINA PECTORI | o) 0] i) 0.1} o] ol 1] 0.2
B D el LT T - P ———— - ——— fommnm— oo dommmm—- e —-——-— devemmne
ARRHYTHMIA ] oj of 1| 0.1] of o of ]
------------------------------- bt e e e e L T LR P P U VO R U
ARRHYTHMIA SUPRAVENTRICULAR | of of of of ol o} 1} 0.2
------------------------------- it R i Dt R T P R G
ATRIAL FIBRILLATION | 1] 0.4) o) o} 0} 0] 1] 0.2
------------------------------- i e i R F POy
BRADYCARDIA ] o} o] ol o} of o] 1 0.2
------------------------------- e e e e bt TR i SO Uy SO
CARDIAC FAILURE | 1§ 0.4] 1i 0.1] 0! 0} 1) 0.2

(Continued) 4

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS .
ADVERSE EVENTS QCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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SYSTEM ORGAN CLASS

CARDIAC DISORDERS

CONGENITAL, FAMILIAL AND
GENETIC DISORDERS

{Continued)

ADVERSE EVENTS OCCURRI

1839IL/0709

NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

MYOCARDIAL INFARCTION

.......... P e a—————-———

MYOCARDIAL ISCHAEMIA

GEFITINIBE |
_____________________________ -
ORIENTAL | NON-ORIENTAL |
-------------- L e
N=235 | N=891 |
-------------- L AT Rl R gy
¥ | ¥ | R | ¥ |
------ Rl R Ty
0] o) 1) 0.1]
------ i s e T T )
1] 0.4] of 0]
—————— i bl TR
0 of 1 0.1]
------ e e e atatatal |
o} 0| ol ol

R et DT o m———— e +
1| 0.4] 0] 0]
------ Lttt SRR e R Y
1] 0.4]| k]| 0.3
—————— R i e et LR Ay
ol o] o] o]
------ Rt T S
1f 6.4 of o
------------- it R e
0| 0| 1] 0.1]
------ R e R R o
o] 0| 0| o]
------ i e T 3
o] o] of ol
-------------- LR TR
0] o] o} o}

MEDDRA VERSION 7.1

A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
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ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
NG DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 Da
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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1839IL/0709

NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO
............................. A m e m—————————
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- b i Y il T VR PR
N=235 | N=B891 i N=107 | N=455
-------------- ikt ke R
N[y PN [ o [ N [ % | N | &
--------------------------------------------------------------- i B e e el By T L Ly T e,
EAR AND LABYRINTH DISORDERS TOTAL i of of 1] 0.1] of of of 0
------------------------------- ik et et e A aial T e L R R PRy SRR A,
VERTIGO | 0] o] 1] 0.1] 0f of 0 0
------------------------------- e e T R e r T iy R P
EYE DISORDERS TOTAL | ol o] 1| 0.1 of o] 1} 0.2
i R L Fommmmaa oo o mmmen— - L T 4ecmana- fe—m—-—
CATARACT | o} o} of of o] 0] 1 0.2
-------------------------------- i e e R e o A Y,
RETINITIS | o of 1 0.1 0] of of 0
------------------------------- b e etk WL ey Ay gy SOy (P UV S-SR
GASTROINTESTINAL DISORDERS TOTAL | 4] 1.7 28| 3.1] 2} 1.9} 8| 8
--------------------------------- i e e el R R ol DRt T .
ABDOMINAL PAIN | o) o] 2] 0.2} of of 1| 0.2
--------------------------------- it D e it R e e
ASCITES | ol L] ]| of ¢| of 1] 6.2
--------------------------------- Sl e e R e e Y T R PRy P A
CONSTIPATION | ol of s| 0.6] 0| o) o] o
--------------------------------- itk Sl e i e e e o SR p S SRR
DIARRHOEA | o o} 9 1.0} ol o r 0.4
--------------------------------- e e e e e e e el il by T T L
DYSPHAGIA | o o} 3| 0.2] 0| of of (]
--------------------------------- e e e i e R ik L T PO
ENTEROVESICAL FISTUIA ] ol o] o 0] of o) 1| 0.2

{Continued) - 1

MEDDRA VERSION 7.2
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTISATIONAL PRODUCT) ARE INCLUDED
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SYSTEM ORGAN CLASS

GASTROINTESTINAL DISORDERS

1835IL/0709

NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

UPPER GASTROINTESTINAL
HAEMORRHAGE

{Continued) %

ALL PERCENTAGES

ADVERSE EVENTS OCCURRI

TREATMENT

GEFITINIB i
----------------------------- -+
ORIENTAL | NON-ORIENTAL |
-------------- R R, |
N=235 ] N=891 i
-------------- i RtV S )
LA I S T S T
Fommame dommmem e Fmcmmmm- +
| o] ©o| o] o}
Fomrman o e +eammmee fommme—a +
] 1} 0.4} 1) 0.1}
[ hom e~ R R R +
| of 0| o of
A —e— Fummmaoo . 4o mm—a +
I 0] o] 0] o}
F $omnmeen Ao mme Fmmmnmm. +
] | 0] 0| o
i oo tommmne Hmwm—me o +
| of of 64 0.7}
e o R e T TR +
| o] o} 1] 0.1)
e demmmeen Fummmae Fommm - +
| 1} 0.4] o] o]
o ————— LRy Fommn o —— +
| of 0| 1] 6.1}
Fommmna Fommme fmmmmne fm———— +
] o] o) 1} 0.1}
Fo—mm - Frmmmeno om e o +
1 0.4 0‘ 0

MEDDRA VERSION 7.1
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RECEIVED
PLACEBO
ORIENTAL | NON-ORIENTAL
______________ dm e
N=107 | N=455
-------------- R R P,
N | % | 8N | s
------ i e R R
if 0.9) o} 0
...... R S S
o) | o] 0
------ i e
¢f o 2] 0.4
------ R R T
1) 0.9} ol 0
------ Bt R et R
o o} 1| 0.2
------ i R et SRR
al o 2| 0.4
............. R
o] 0 o) 0
----- A Al T R
o] o of ]
------ i ot S Ty
of 0l ol 0
—————— el ek N
o} 0] 0] 0
------ il e L
ol o' o ]

A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM

SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT
WITHIN SYSTEM ORGAN CLASS

ADVERSE EVENTS OCCURRING PRE-TRTAL ARE NOT INCLUDED

NG DURING FOLLOW-UF (I.E. OCCURRING WITHIN

INVESTIGATIONAL PRODUCT) ARE INCLUDED

NECESSARILY ADD UP TO 100%

30 DAYS AFTER DISCONTINUATION OF

SR A LD



SYSTEM ORGAN CLASS

GENERAL DISORDERS AND

(Continued)

ADMINISTRATION SITE CONDITIONS

1839IL/0709

NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

GASTROINTESTINAL DISORDERS
——————————————————————————————— +-_--—_—..-_—-———-—-----»--n-:-—--——-

POPULATION: EVALUABLE-FOR-SAFETY
PREFERRED TERM TREATMENT RECEIVED
GEFITINIB J PLACEBO
............................. e e e cc————
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- +--—-———-——-—-—+----—---—---—- e
N=235 } N=891 | Nal07 | N=455
-------------- i e ekl L S
N [« | N |.% | 8N | ¥ | N | %
Fomm— Femrmnm- fume——— L o ———— - ——— P Fmmmmme
| vOMITING | 1] 0.4) C] 0.6) o} o} 1) 0.2
Fommm - Fowmeee Fum - temmema fmm————— L R o m—-—a- o
TOTAL | 5| 2.1] 16| 1.8] 0l of 8] 1.8
--------------------------------- e e e it LT LB R U S P
ASTHENIA ] if 0.4§ 4] 0.4 ol o} o} 0
e e Tt e LR Sl Fomm——— e 4o e e —m— - LR R
DEATH | o] 0| 2} 0.2} ]| o} 3] 0.7
-------------------------------- i e e i sl te el T R Ay O
FATIGUE | 0] o} 3| 0.3] of of 2] 0.4
------------------------------- i s e R Tt RS
GENERAL PHYSICAL KEALTH ! I
DETERIORATION 0 0 1 0.1 o 0 0 o
------------------------------- e S it et il ST WEp R S
GENERALISED OEDEMA | 1| 0.4] 1) 0.1] o} of 0| 0
------------------------------- e e i bl L et LT Y P Pyt e Sy
MALAISE ] o] 0} 1} 6.1} o] of of 0
-------------------------------- i e D D 7 NU I R,
NON-CARDIAC CHEST PAIN | of 0| o of ol ol 1} 0.2
-------------------------------- o i L T T piyr R S
OEDEMA PERIPHERAL | 0| o] 0l o] o} o} 1) 0.2
--------------------------------- i e e Tk ot L QU U,
PYREXIA | 3] 1.3} 4] 0.4) o 0} 1] 0.2

MEDDRA VERSION 7.1

A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM

ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS

ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED

ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF

INVESTIGATIONAL PRODUCT) ARE INCLUDED
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1839IL/0709
NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
.............. T R S S Sl
N=2385 | N=891 ] N=107 | N=455
-------------- i e e NI
o s [N | % | w I s 8 | &
--------------------------------------------------------------- +----~—+—-—----+------+--——---+———---+----—--+-—---—+-------
HEPATOBILIARY DISORDERS TOTAL } 3) 1.3] 2] 0.2] 0| 0] 1} 0.2
------------------------------- +----—-+-~--—--+--—---+--‘u--—+—---——+-------+-~----+-—-----
CHOLECYSTITIS ACUTE | i} 0.4} 1 0.1] of o] o] 0
------------------------------- +-—-—--+-—-----+--»———+-----——+---—--+---—-—-+------+--~---—
CHOLELITHIASIS | 0] o} 1} 0.1 of o} 0| 0
----- ----~—--——------—------—-—+——----+------~+----—-+—————--+—--—--+—----—-+------+-~--—--
HEPATIC CIRRHOSIS | 1l 0.4] 0] o of of of 0
------------------------------- +-—————+-----—-+------+-~----—+—-----+-----—-+-—---—+-------
HEPATITIS | 1} 0.4] 0] 0] o} 0| o) 0
------------------------------- +--—---+-------+—-----+-------+------+——-—-—-+--—---+--«----
HEPATOTOXICITY | o} o} o} 0] b | o] 1] 0.2
------------------------------- +---------——--~————-~*-----—-'--+—-“r--+-------+---"‘+-——-“-+"“'--+--‘-—"'+*~——'-+-------
IMMUNE SYSTEM DISORDERS TOTAL | 1] 0.4] ol o] o] 0] 0} 0
------------------------------- +------+-~-—---+-——---+-—---»-+—-----+-------+---—--+——-——--
ALLERGY TO ANIMAL | 1| 0.4} o] o o o} o 0
------------------------------- +---------——-—--»——--------~----+—-——--+-—---—-+---u——+-----~—+------+—------+—-—---+----—-—
INFECTIONS AND INFESTATIONS TOTAL i 23] 9.8] 41] 4.6 15  14.0f 21] 4.6
------------------------------- +------+-—-——--+------+--———--+——-—--+-------+—--———+-------
BRONCHITIS | o} ol 1} 0.1] 0| 0] ol 0
------------------------------- s e R e LTy T N
BRONCHITIS ACUTE | ol of 1 0.1] ol of o] 0
------------------------------- i Rt et e S
BRONCHOPNEUMONTA | 1 0.4] 3] 0.3]) o] 0] 2] 0.4
1
(Continued)

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT. GROUP AND DO NOT NECESSARILY ADD UP ‘TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
. INVESTIGATIONAL PROBUCT) ARE INCLUDED

76



Ea A R L TN 0

18381IL/0709

NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM | TREATMENT RECEIVED
GEFITINIB | PLACEBO
............................. e m e m e m e m e eaame e
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- il Rk L L Ty,
N=235 | N=891 | N=107 | N=455
-------------- B it kRl Sy
Ny N ] % | N | % | N | %
----------------------------------------------------------------- e A it e Rl L T TR LI E T SR oy S
INFECTIONS AND INFESTATIONS CELLULITIS | o of L 0} of o] 1} 0.2
--------------------------------- e e it e D T ST Lt Trpupuprpr R
DIABETIC FOOT INFECYION J | 0.4] o} 0] 0] 0] of 0
--------------------------------- B e i e Rt 1Y " O S
DIARRHOEA INFECTIOUS | 0l of 1] 0.1] o) o} ol 0
------------------------------- e e il g N
DIVERTICULITIS | 0| of 1] 0.1] of 0| of ]
-------------------------------- i e e D it it T SER PPN S
EMPYEMA ] 2| 0.9] 1} 0.1} 0] 0] ol 0
------------------------------- i e e L R L el i by T L RSy I,
GASTROENTERITIS | 1] 0.4] 1| 0.1] of of of o
------------------------------- i e e el T T ey e AP
HERPES ZOSTER | 1) 0.4] 1) 0.1} 0] 0] of 0
------------------------------- e e b e it it T Ry S AR
INFECTION | 0] of Y| 0.1] 1] 0.9 ol 0
------------------------------- R e et L Lt Ut SN
INFLUENZA | 0] o] ]| 0} 0] of 1} 0.2
-------------------------------- i et e e R T LT P iU P
LARYNGOTRACHEITIS | of of o] ol L o} 1} 0.2
-------------------------------- e et A R taltt L LT R GNP
LOBAR PNEUMONIA | 1] 0.4] ol 0f 1| 0.91 1| 0.2

{Continued}

. MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT} ARE INCLUDED
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NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB i PLACEBO
............................. B R e kT P RN
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- i o it s PRI,
N=23% | N=891 | N=107 ] N=455
-------------- e R R
¥ | or N [ % | N | % | ¥ | s
--------------------------------------------------------------- i S it et TR SUp IO IR PRI
INFECTIONS AND INFESTATIONS LOWER RESPIRATORY TRACT I | I
INFECTION o 0 1 0.1 1 0.9 5 1.1
------------------------------- e e e . ok L L L Pty O
LUNG ABSCESS | ol ol 2} 6.2} o} 0] 0] 0
------------------------------- i e e R g4
LUNG INFECTION | o} o} of of of o 1} 0.2
------------------------------- i e e R T et Lt L T T or Gupp i SO
ORCHITIS ol o] o of o] o | 0.2
------------------------------- s e e N it L T P SRR
PNEUMONIA J 14 6.0} 19} 2.1] 9] 8.4} 6] 1.3
------------------------------- e e e T A S
PNEUMONIA BACTERTAL | o] o) 1} 0.1) o) o} o} 0
------------------------------- i e R it L F e
PNEUMONIA KLEBSIELLA | 1] 0.4 0f of of of o 1}
------------------------------- i i btk L LT R U P U SR
PNEUMONIA MORAXELLA | 0] ]| o] ol o} of 1) 0.2
------------------------------- i il e R i L L Pty
PNEUMONIA STREPTOCOCCAL | 1) 0.4] o} o] 0} o] 0] 0
------------------------------- i e St PR TP
PULMONARY SEPSIS of of 1} 6.1} 0} of o] 0
------------------------------- e D L L e ey TSy R
PYOTHORAX | ol 0| 1| 0.1] o] of of 0

{Cont inued) 1

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP 'AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRTIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO
............................. e e cm m e ————————
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- N et T T R SR R
N=235 i N=891 | N=107 | Nug55
-------------- D e el E T ety
N ] s | w | % } § ] % | N | %
---------------------------------------------------------------- i e s it TR T IO U S
INFECTIONS AND INFESTATIONS RESPIRATORY TRACT INFECTION | o] ol 4| 0.4]) 2] 1.9] 1] 0.2
-------------------------------- i e e R R e e L L L L Ly pipap sy
SEPSIS | 2 0.9] 2| 0.2} 1] 0.9] 0] 0
-------------------------------- e e e h At Ly L PP I,
SEPTIC SHOCK | 3| 1.3 i} 0.1 1] 0.9] o} 0
-------------------------------- b D e e e TPy
SPLENIC INFECTION | 0] o] o] ol ol 0| 1j 0.2
--------------------------------- e e e il e A Lttt .
STAPHYLOCOCCAL INFECTION i o] 0| 1] 0.1] o] 0] o} 0
-------------------------------- e i e i dnbab bl B R L e il T R
SUBCUTANEOUS ABSCESS | 1} 0.4] o] 0| of 0| o] 0
---------------------------------- Bt e e i e e A el L N
URINARY TRACT INFECTION | o} o] 1] 0.1} o) o} 0] ¢
--------------------------------- i e i e Ak il L L L LT sy
VIRAL INFECTION | 1] 0.4] o| of 0] 0] 0| 0
--------------------------------- b il et e et L D R R T T I NP R
WOUND INFECTION | 1] 0.4j ol o] 1| 0.9} 0| 0
------------------------------- i e e et Sy
INJURY, POISONING AND TOTAL . | o] o 6| 0.7] ol 0] 2| 0.4
PROCEDURAL COMPLICATIONS  |-~-w-cwwaoo_ PP TR Hememme wmmmmme 4ommmmn $ommmenn $ommma 4omemae omom—— mmmmena
FEMORAL NECK FRACTURE | 0| 0] 1l 0.1 o o] 1} 0.2
-------------------------------- e e e bl R i Rt Ter PR
FEMUR FRACTURE | o of 2] 0.2 0} ol o] 0
(Continued) 4

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE CCUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION- OF
INVESTIGATIONAL: PRODUCT) ARE INCLUDED
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SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB ] PLACEBO
ORIENTAL , | NON-ORIENTAL | ORIENTAL | NoN-ORIENTAL
----------------------------- i ikt ol T S
N=235 | N=891 | N=107 | N=455
-------------- e e e e e e mnamam, .o
L S S T " S B | N %
--------------------------------------------------------------- i e Ly LT Peupuyts S NI
INJURY, POISONING AND HIP FRACTURE | 0} ol 2] 0.2] o o] 0] o
PROCEDURAL COMPLICATIONS | -mc-memmemecmwooooo (oo 4mmmoon dm e Hommeae dommmaen e Hrmamen - e
HUMERUS FRACTURE | o} 0} 1} 0.1] 0} o] 0] 0
------------------------------- +—-----+u---—-—+-—----+--—---~+-——-——+--—-—~~+------+-~~—---
RADIATION FIBROSIS - LUNG | of oj o] g o of 1] 0.2
------------------------------- i e e Tt PR I I
UPPER LIMB FRACTURE | o 0] 1] 0.1] o] o 0| 0
------------------------------- +-----—---—---—--—---———--------+---~--+-~~~---+—--n—-+-------+----—-+-——----+------+—--—---
INVESTIGATIONS TOTAL | o} | 2| 0.2] 0| | 1] 0.2
------------------------------- +—-—---+-----——+—--—--+—--~---+------+~---—-—+—-—---+---—--~
BLOOD CREATININE INCREASED | o} o} 1} 0.1] o] o] 0] 0
------------------------------- e D e e ey
HEPATIC ENZYME INCREASED | o] [e]] 1] 0.1 0| o} 0| o
------------------------------- O e e it T T R PRI SR
PLATELET COUNT DECREASED i of of of L of of 1 0.2
------------------------------- +-——-—--------------—--—-——-—-——+--—--'+-------+-—-—-—+-—-----+------+----‘--+——--—-+—------
METABOLISM AND NUTRITION TOTAL | 6} 2.6| 19| 2.1] 2| 1.9] 8] 1.8
DISORDERS e oo e $mmmman R A dmmm o e
ANOREXIA | of 0| 1} 0.1} o] of o| ]
------------------------------- +-—----+-~-—---+-———--+-------+----—~+-------+----—-+-~~—---
CACHEXIA | o) o} o] 0] o] 0] 1) 0.2
------------------------------- +-——---+-----—-+------+—-----~+—-----+-------+---f--+-——----
DECREASED APPETITE | 1 0.4] a| 0| o] 0} e ]
]
(Continued)

A PATIENT CAN ONLY BE COUNTED ONCE WITH
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATME

ADVERSE EVENTS OCCURRI

18391L/0709

NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

MEDDRA VERSION 7.1

WITHIN SYSTEM ORGAN CLASS

POPULATION: EVALUABLE-FOR-SAFETY

IN ANY SPECIFIC PREFERRED TERM
NT GROUP AND DO NOT NECESSARILY ADD UP TO 100%

ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
NG DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF

INVESTIGATIONAL PRODUCT) ARE INC
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NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB . ] PLACEBO
............................. e m e
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- it e R L L L L T pvpupu
N=23§ | N=891 | Nul07 i N=455
-------------- i ik T T Tupuupupp
Ny N | s | N | s | N | s
------------------------------------- et e e e R LT ¥ U S T R
METABOLISM AND NUTRITION DEHYDRATION | 0] o] 13| 1.8] 1} 0.9] 5| 1.1
DISORDERS | e et Fvmmaaa - oo darem—-— tommmm— P L dmm - P
DIABETIC FOOT i 1{ 0.4/ o] o] o) ol o} 0
--------------------------------- e e el L il Rt T Ny R,
HYPERCALCAEMIA ] 1| 0.4] o of of o] o 0
---------------------------------- B i e Rl il T T T e,
HYPERGLYCAEMIA { o ol 2| 0.2] o} o] 1) 0.2
-------------------------------- e e e e L LT Y U R,
HYPERKALAEMIA | ol o| 0| o| of of 1] 0.2
-------------------------------- B e L el R I AT SR
HYPOCALCAEMIA | o/ o] 1) 0.1] o) 0} 0} 0
-------------------------------- B i At e e A Ly T ey AR,
HYPCGLYCAEMIA i 1| 0.4 1] 0.1] 1 0.9 0] 0
------------------------------- e e e e et T T Lo Ipepp .
HYPONATRAEMIA | 1] 0.4] 1} 0.1} 0] 0j o} )
------------------------------- e e et Rl R il ek Tt .
MALNUTRITION | 0| 0| 1} 0.1l of 0§ 0| 0
------------------------------- e A e R D ittty T T R P,
METABOLIC ACIDOSIS | 1} 0.4} o} o] o} o} o) o
-------------------------------------------------------------- b e il e s R NPy Vg g Y Y
MUSCULOSKELETAL AND CONNECTIVE |TOTAL | 2 0.9] 3| 0.3] o] of 3 0.7
TISSUE DISORDERS | ecmemmie i ciccmceams Fomama dmeneano g A e Feemman PR A —————
BACK PAIN | 2} 0.9} o] 0} 0] o) o] ]

({Continued) 1

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM : TREATMENT RECEIVED
GEFITINIB | PLACEBO

............................. B it P A

ORIENTAL | NON-ORIENTAL | ORIENTAL | NOM-ORIENTAL

-------------- i kT PR PN

N=235 | N=891 | N=107 | N=455
-------------- i T SO
N % ] N % | S | * ] w ] %

--------------------------------------------------------------- +------+-—---~-+-—-—--+-—-----+----—-+—-—----+-~----+-----——

MUSCULOSKELETAL AND CONNECTIVE |BONE PAIN | o} o 1{ 0.1 of 0 o] [

TISSUE DISORDERS | eeeme o Fommme Hmmm——e e dmmmeoo Fmmmme e TR, mmmmaan

CHEST WALL PAIN | 0] 0] 0] o) o] o} 1] 0.2

------------------------------- i e T T R e meepe o e ———

INTERVERTEBRAL DISC PROTRUSION | o] o o] o} of of 1] 0.2

------------------------------- +------+-~~———-+——-—--+-—-—---+---~--+-----—-+------+-------

MUSCULAR WEAKNESS | o} o) 1] 0.1] o] 0]} 0] 0

------------------------------- B it g S B T

MUSCULOSKELETAL CHEST PAIN ] 0| ol 1] 0.1j of 0} of 0

------------------------------- i e T Ty A A S e e

PATHOLOGICAL FRACTURE i e ol 0} ol o} o] 1] 0.2

------------------------------- +-—-—----------~--~-—-~—-—-—-——-+-----~+-------+---~-—+---—-4~+------+------—+--—-—-+-------

NEOPLASMS BENIGN, MALIGNANT AND|TOTAL | 1| 0.4| 4| 0.4] ol o] | 0.2

UNSPECIFIED (INCL CYSTS AND | ~w=mesomoe oo hmm o Hmmmmme e temmmn Ammmmen 4o nm 4oeonaaa Hmmmmam L

POLYPS) CANCER PAIN i o o} 2| 0.2] ol ol 1} 0.2

------------------------------- M e e R ST I U

MALIGNANT PLEURAL EFFUSION ] 0| 0] 1] 0.1§ ]| 0f of 0

------------------------------- i i D D O Sl T PRI PRIV

METASTASES TO MENINGES | of of 1] 0.1} o} 0] o} 0

------------------------------- i e e e e A

TUMOUR ASSOCIATED FEVER ] 1) 0.4| 0] ]| 0f o) o] 0

------------------------------- ARttt el b B L L T T e S T

NERVOUS SYSTEM DISORDERS | TOTAL | 71 3.0 91 1.0 i} 0.9] 5| 1.1
(Continued) !

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY AbD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATTENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO
_____________________________ e — e e
ORIENTAL | NON-ORISNTAL | ORIENTAL | NON-ORIENTAL
-------------- i D il T Ry,
Ne=235 | N=891 | N=107 - | N=d55
-------------- e e e it T Tk L L Uy
N|%|Nl%|N|%lN1%
---------------------------------------------------------------- i e et R e el L L T F P IR
NERVOUS SYSTEM DISORDERS CEREBRAL ISCHAEMIA | o] ol 2} 0.2} o) o) o} ]
-------------------------------- it el e e e T T TS A e S
CEREBROVASCULAR ACCIDENT | 1j 0.4] o] of of of of 0
-------------------------------- e e i D L e e o o A S,
CONSCIOUSNESS FLUCTUATING ] 1) 0.4] ol o) | o} o] ]
--------------------------------- b e e il L R R L LIRSy
CONVULSION i 3| 1.3 o] o} 1] 0.9 2} 0.4
-------------------------------- i e e e ey L L LT T r riupppppn
DEPRESSED LEVEL OF
CONSCIOUSNESS 1 0.4 0 0 ] ] 0 ] 0
--------------------------------- b e i T
DIZZINESS | o] o] 1| 0.1] o o} 0f 0
-------------------------------- i S e Rt T T PR GNP
EPILEPSY { o] o| of ] o) 0} 1} 0.2
-------------------------------- e e i e T T LT O Py
HAEMORRHAGE INTRACRANIAL | 1] 0.4] o] of of of ol ]
-------------------------------- i e e e D e R LT T
HEMIPARESIS | 0] ol 1| 0.1} o] ol 1] 0.2
------------------------------- i, e e T T L Lt TE PR
INTRACRANIAL PRESSURE INCREASED| 9 e 1} 0.1] o) 0} 0] 0
------------------------------- e e e i e e T T g
ISCHAEMIC STROKE | o] ol ol of of of 1 0.2

{Continued)

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
' WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACERQO
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- e e e e e s cmermetma e
Nm235 | Na891 | N=107 { Nu=455
-------------- b it R T T S
¥ | s | N | % | ® | % S S B *
--------------------------------------------------------------- i e et L T Uy R
NERVOUS SYSTEM DISORDERS NEUROPATHIC PAIN | o} o} 1] 0.1] ol L] o] 0
------------------------------- - e e it it L T e g
TRANSIENT ISCHAEMIC ATTACK | of of 2| 0.2 of o] ol 0
------------------------------- i e R D e S U
TREMOR | o o] 1] 0.1} 0| o o} 0
------------------------------- +------------------——-—-———--»-—+---—--+~—----—+-—--——+--~----+------+—-———--+--—---+---—---
PSYCHIATRIC DISORDERS TOTAL | 0] 0] 3) 0.3] 0] o} 1] 0.2
R ek e T T O, tmme dmmmnman LI L e e B TR
CONFUSIONAL STATE | of o} 3| 0.3} o} 0] o] 0
------------------------------- e e it PR S I
HALLUCINATION | o o] 0| 0| o) o 1} 0.2
------------------------------- +----——--———-------—------—~———-+—-«---+-------+--—---+--—-——-+----—-+----—--+-—--—‘+—-----—
RENAL AND URINARY DISORDERS TOTAL J ol 0] 2] 0.2 o] 0| 1| 0.2
------------------------------- B B L oy
RENAL ARTERY THROMBOSIS | o} o} i) 0.1} o} 0] 0] ]
------------------------------- i e e R it T Uy S S
RENAL FAILURE ACUTE ] ol of 1 0.1] 0| of of 0
------------------------------- e e i Tt T R U PRI
URINARY RETENTION i ol o o] ] o} o] | 0.2
------------------------------- A e e e e e e e e e e e e e e e
RESPIRATORY, THORACIC AND TOTAL ] 21} 8.9] 43) 5.5} 8} 7.5]) 22§ 4.8
MEDIASTINAL DISORDERS ~ ecmemmmmmmemm .o Homemnn dommmms Hmmamao Hommmmn LEEEEEE demmmmna dmmonan dmmmmean
ACUTE RESPIRATORY FAILURE | of of 1] 0.1] 0| 0 1/ 0.2
1
(Continued)

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC DREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF i
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATXENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO
_____________________________ b oo m et me
ORIENTAL | NOW-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- B e i S
N=235 | N=B91 | N=107 i N=d55
-------------- i i L L P,
v | s | ¥ | % | N | % | N ] %
--------------------------------------------------------------- e e i e e e R F kR PP Iy A,
RESPIRATORY, THORACIC AND ASTHMA | o] 0] ¢} o} L] o] 1] 0.2
MEDIASTINAL DISORDERS =~ | ecmcemmacmmuacccccecccmmcemcae o dmmrn-—- L LT T [ fommr e frmnman o nann
CHRONIC OBSTRUCTIVE AIRWAYS ' l | |
DISEASE EXACERBATED 2 0.9 o 0 1 0.9 1 0.2
-------------------------------- R e il e e L D L t T T X JENr I,
DYSPNOEA { 2| 9.9| 12| 1.3} 1] 0.9} 4 0.9
--------------------------------- b e il e T L T r T e
DYSPNOEA EXACERBATED | of 0| 4| 0.4] of of 1) 0.2
--------------------------------- i e e L e e et it L T rrps
FOREIGN BODY ASPIRATION | of 0| o] o 1| 0.9] o} 0
---------------------------------- il e e e R e L T LT L r rrapupp
HAEMOPTYSIS ] 1| 0.4} 6) 0.7] o) o) 2| 0.4
--------------------------------- D e D e T T R ey Tk
INTERSTITIAL LUNG DYSEASE | 2 0.9{ 0| o o} o] o} o
------------------ B e i e R R et R R EF PR
LUNG INFILTRATION | of ol 1} 6.1] 0| ol of 0
-------------------------------- b el e e et il e T e
PLEURAT: EFFUSION J 8l 3.4} 3| 0.3] 1] 0.9 s| 1.1
-------------------------------- etk Sedeali it Sl bk e b R il L et et PP
PLEURITIC PAIN i of of ol o] o} o} 3] 0.7
------------------------------- e it e R L T e e Ry LT T TR NP,
PNEUMONIA ASPIRATION | 1 0.4] o| of of o] of o

{Continued)

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE CQUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP {I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT} ARE INCLUDED
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NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO

_____________________________ e e e e

ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL

-------------- e i b e et L LY Tt

N=235 | N=891 | N=107 | N=455
-------------- e et L L et T U U
L 2 I e T R Y | N | &

--------------------------------------------------------------- i e it e Sup Ry U
RESPIRATORY, THORACIC AND PNEUMONITIS | 1} 0.4} o} 0| 2| 1.9] 0] ]
MEDIASTINAL DISORDERS | amcomoommmmeoccmccmmcum. . Hommmoe dommeann fmm——— 4 . e T Fommemnae
PNEUMOTHORAX ] o} o} 1) 0.1} 1) 0.9] 0] 0

------------------------------- i e i et L T SR ST U R RO

PRCDUCTIVE COUGH | ol 0] 1) 0.1) 0} o} o) o

------------------------------- s e e e U

PULMONARY EMBOLISM | 1} 0.4 8 0.9] 1] 0.9} 4] 0.9

------------------------------- e e e D R o T L U

PULMONARY HAEMORRHAGE | 1} 0.4 o] o} of o] o} o

------------------------------- e el e et L Lt T T i S S

PULMONARY OEDEMA } 1| 0.4 2| 0.2] 0} of o} 0

------------------------------- +------+-------+—-——--+-------+------+---——--+———---+-------

RESPIRATORY ARREST | ol 0] 1 0.1] o] of o 0

------------------------------- e e et bt D T SR RUPIP NI SR

RESPIRATORY DISTRESS | of of 1f 0.1 of of of ]

e e e e e b o ma—— o L T $m————— puemm——— Hom—— o m——a

RESPIRATORY FAILURE | 2| 0.9] 10| 1.1 o] o} 1] 0.2

------------------------------- +--—-—--—-—------------------—--+—--—-—+----—--+-—----+----—-~+---~——+-—-----+---—--+----~-—
VASCULAR DISORDERS TOTAL | o 0| 7| 0.8 0] of 3| 0.7
------------------------------- e e e bk TR D U N USRI

DEEP VEIN THROMBOSIS | 0| 0| 3 0.3] of- of 1| 0.2

------------------------------- e e e t, kL T Rupyr VU S

FEMORAL ARTERIAL STENOSIS | ol 0] il 0.1] o of 0| 0

(Continued)

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM :
ALL PERCENTAGES SHOWN ARE OF TOTAL PATTENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADQ UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS QCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATIENTS WITH SERIOUS ADVERSE EVENTS

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB i PLACEBO
_____________________________ e e e e e m
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- e it e ek b T U
N=235 ] N=891 ] N=107 | NugSs

-------------- i e S T

v | % |8 | % | n | | N | %
---------------------------------------------------------------- s e e e R il it T U
VASCULAR DISORDERS HYPOTENSION | of of of of 0] of 1! 0.2
--------------------------------- e e R R S R r LT T X Reor WU
HYPOVOLAEMIC SHOCK | 0] 0| o] 0} of o] 1] 0.2
--------------------------------- i et e it e e LT T Ty
PERIPHERAL ISCHAEMILP | ol 0| 2] 0.2] 0| ol o} 0]
---------------------------------- i e e e bl bk (TR P U,
VENA CAVA THROMBOSI } o) 0] 1) 0.1 o] 0] o] 0

1

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTE OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED

87



AUESR B Li-ay

1839IL/0709

NUMBER OF PATIENTS WITH ADVERSE EVENTS LEADING TO DEATH

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB ] PLACEBO
...........................................................
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- e e e T T P,
N=235 | N=891 | N=107 | Nm455
-------------- e e iy T P,
N | s | N x | n | LI I S %
--------------------------------------------------------------- e b e e e e e e e e e e e e —————
CARDIAC DISORDERS TOTAL [ 3| 1.3] 6| 0.7] 1] 0.9} 3| 0.7
------------------------------- +—-—---+—n~—---*------+--—---—+—-----+—------+—----~+———-—-—
ACUTE MYOCARDIAL INFARCTION ! 1) 0.4} of of 0 of of 0
------------------------------- +———--~+----—--+-—--—-+--—-———+—-----+—------+-—-——-+-———---
ARRHYTHMIA ] ol 0| 1] 0.1] 0| o) 0| o
------------------------------- e e i e it b L DT TR P e PP S S N
CARDIAC FAILURE | 1f 0.4] 1| 0.1] 0| ]| 1| 0.2
------------------------------- e e i e e e L T T U U
CARDIOPULMONARY FALLURE ! of 0} 1} 0.1} o} o} 1} 0.2
------------------------------- e e D i it T U UpN U N
MYCCARDIAL INFARCTION i | 0.4 2| 0.2 1| 0.5 ol 0
------------------------------- i R et bl R T S R (PP PR
MYOCARDIAL ISCHAEMIA | 0] 0| 0| 0| 0] o} 1] 0.2
------------------------------- i e e T gy SO
SILENT MYOCARDIAL INFARCTION | 0} 0 1] c.1] ol ol 0} 0
------------------------------- +----------------—--—--——--—----+-‘—--—+-----—-+------+—-~——--+---—--+-------+------+-----—-
GASTROINTESTINAL DISORDERS TOTAL | of oj (] of o} 0} 1] 0.2
g - - - ———— e e dommemaa omm——- oo
GASTROINTESTINAL HAEMORRHAGE | o| 0 of o 0] o 1| 0.2
e e it R e mmme—- - ——mmm- Fom oo Fommem- LR T - ]
GENERAL DISORDERS AND TOTAL | ol of 2| 0.2| o] 0| 3 0.7
ADMINISTRATION SITE CONDITIONS |~~-cmoommr e 4mmmen R dmommee N oo Fmemmmnn oo dumean
DEATH } 0] 0] 2] 0.21 of 0] 3] 0.7
{Continued) !

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GRGUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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'

NUMBER OF PATIENTS WITH ADVERSE EVENTS LEADING TO DEATH

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO .
----------------------------- Bttt T A
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- i R Ll ot L T L T e,
N=235 ] N=B891 | N=107 | Ne455
-------------- i e R L T LT epupnn
N oLy [N [ % [ N | & | N .
---------------------------------------------------------------- i e T S S,
HEPATOBILIARY DISORDERS TOTAL { 2] 0.9/ ol o] o} o) 1) 0.2
-------------------------------- e e e e e e e e e e mde e m e e ——
CHOLECYSTITIS ACUTE ] 1) 0.4 oj o] o] 0| of 0
--------------------------------- e e el bk T L T EF g OSSO SO
HEPATIC CIRRHOSIS | 1] 0.4] of of of ol o] 0
--------------------------------- e e s At e e Sy R P
HEPATOTOXICITY | 0] o] o} o} o o) 1] 0.2
------------------------------- et B D L e LTy U A T
INFECTIONS AND INFESTATIONS TOTAL | 5| 2.1] 13 1.5] 3 2.8| 2] 0.4
--------------------------------- i d e D e R e it e T T Ly .
BRONCHITIS ACUTE | 0] of i{ 0.1{ 6] o} | 0
-------------------------------- e i e e g el T Ly SN PRI
BRONCHOPNEUMONIA | 0} o] ol 0] 0} o) 2] 0.4
------------------------------- e e e i el R LT I NI P
GASTROENTERITIS } 0] 0] 1| 0.1} 0] of 0] o
------------------------------- e et L AV
LUNG ABSCESS | 0} of 1 0.1 o} 6} 0] ]
------------------------------- e e R D it l Ui U S
PNEUMONIA | 4| 1.7] 5] 0.6 3] 2.8] 0} 0
-------------------------------- i e Al L Tp LI S SV S SO
PULMONARY SEPSIS | 0] 0] 1] 0.1} ] o] of ]
-------------------------------- e e i e L il T P U U
RESPIRATORY TRACT INFECTION | of of 2| 0.2 o} M o] ]

{Continued) 4

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATILENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. QCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED .

89



AIESEeE L1-41

1839IL./076%

NUMBER OF PATIENTS WITH ADVERSE EVENTS LEADING TO DEATH

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED ’
GEFITINIB | PLACEBO
_____________________________ S
ORIBENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
.............. o e e e e e e e e
N=235 i N=891 | N=107 | N=455
—————————————— b T R LD e VU
¥ ol oy N | s | N | 3 f N | &
--------------------------------------------------------------- e e Rt L P Sy U P IR
INFECTIONS AND INFESTATIONS SEPSIS | 1} 0.4] 1| 0.1] 1] 0.9] of ]
------------------------------- +---—--+—-—-—--+--~—--+-------+—---~-+-------+---——-+------—
SEPTIC SHOCK | 1} 0.4} o} o} 1| 0.9) 0} 0
------------------------------- i e e el SR U NP
STAPHYLOCOCCAL INFECTION | ol 0| 1| 0.1] o] o] o o
------------------------------- +-—-——f-—-—---—-------—-—--«----+---—-—+--—----+--—---+~--—---+-—-——-+--~----+---——-+~—--—~-
INJURY, POISONING AND TOTAL | o] 0} o} ol o} 0] 1} 0.2
FROCEDURAL COMPLICATIONS | cweemocemmeo oo, Fmmme s et Fmmen Hmmm—-— Fummmeee Hrmmmee Hoomaens
| FEMORAL NECK FRACTURE ] ol o o] ol o of 1{ 0.2
------------------------------- +------——---—----------u--——----+—-——--+-------+-----—+---—---+------+------—+—-—-——+—------
METABOLISM AND NUTRITION TOTAL ] o) 0} o} o} ol 0] 2| 0.4
DISORDERS el Ao +oomm - - dmme e t--ee-- temmroea Fumoam— Frmos—eao
CACHEXIA | ol ol of of of 0] 1} 0.2
------------------------------- +------+-------+-—-———4--w—---+------+—-‘----+--»---+--—--a-
DEHYDRATION ] 0] 0} 0} o} o} 0} 1} 0.2
------------------------------- +-__-___-______--_----_-__-_-_-_+_---_-+_____--+------+--_-__-+--____+----_--+---__-+-_-__-_
NEOPLASMS BENIGN, MALIGNANT AND|TOTAL | of of 1] 0.1] 0] 0 0] ]
UNSPECIFIED (INCL CYSTS AND | === smcoo oo oo oiccme e bowmnua e m LR fommmaan - Rt ] LR T Ao
POLYPS} METASTASES TO MENINGES | 0] 0) 1} 0.1} 0 0] 0j 0
——————————————————————————————— +--~---------~»--———-~—--——-----+------+—-~----+-—————+-~----—+----~-+----—-«+------+---—---
NERVOUS SYSTEM DISORDERS TOTAL i 1{ 0.4] 1f 0.1] o] of o 0
------------------------------- D e e e S iy A
CEREBRAL ISCHAEMIA ] oj o]} 1} 0.1} i3] o of 0
4
{Continued)

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
B INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATIENTS WITH ADVERSE EVENTS LEADING TO DEATH

POPULATION: EVALUABLE-FOR-SAFETY

SYSTEM ORGAN CLASS PREFERRED TERM TREATMENT RECEIVED
GEFITINIB | PLACEBO
............................. R
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
-------------- b R et e L L R T e,
N=235 | N=g91 f N=107 | N=455
-------------- i L e e T
¥y ooy LN | s | N | % | N | s
---------------------------------------------------------------- il e B R R T Ay Tt T T YT JHp I
NERVOUS SYSTEM DISORDERS | HAEMORRHAGE INTRACRANIAL } 1f 0.4} o] o] of 0] o) 0
------------------------------- i nruintini el e i el t T Lt Yo E ey T TP PSP
RESPIRATORY, THORACIC AND TOTAL | 2] 0.9] 22| 2.5 2 1.9]) 4] 0.9
MEDIASTINAL DISORDERS = |==ccrmmemmcmcoeco e, e A R — $ramanas - gmmmmnaa FURPR gosomann
ACUTE RESPIRATORY FAILURE i ol o 1j 0.1} 0] 0] 1| 0.2
------------------------------- i e e R e e D L r LT upepupupupipn
DYSPNOEA ] ol o) 2] 0.2] af o] 1} 0.2
------------------------------- e e e i L R it il ik T G
FOREIGN BODY ASPIRATION | of of o} o} 1f 0.9]) o) 0
------------------------------- b it e e it e R R T Rt A
HAEMOPTYSIS | of o] 3| 0.3] of o 1f 0.2
-------------------------------- i e ke L Rt R L LT
PNEUMONITIS } 0] 0) 0} o) 1| 0.9] o] 0
-------------------------------- e e e R D il iy T T
PULMONRRY EMBOLISM | 1} 0.4] 5] 0.6] o} ] 1} 0.2
------------------ e i e e L e T T T e TRy PP
PULMONARY OEDEMA ] ol ol 1 0.1f of of ol 0
--------------------------------- e e R R R ekl bl E e
RESPIRATORY ARREST | 0] o] 1| 0.1] 0| o} ol 0
--------------------------------- Rl e e e Ty SL T T PR
RESPIRATORY DISTRESS | of o] 1] 0.1] o} 0f o} 0
----------- P e Bt e e e A D S e il L L LR P IRy
RESPIRATORY FAILURE | 1] 0.4] 9| 1.0 of ol o] 0

{Continued)

MEDDRA VERSION 7,1
A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS.OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLCW-UP (I.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT} ARE INCLUDED
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1839IL/0709%

WUMBER OF PATIENTS WITH ADVERSE EVENTS LEADING TO DEATH

POPULATION: EVALUABLE-FOR-SAFETY

TREATMENT RECEIVED
GEFITINIR | PLACEBO
--------------------------- +----------—---n---a-—-_-—-.._-
ORIENTAL | NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
____________ O S
N=235 | N=891 | N=107 ! N=455
- emtescra—a L T TR R e R L R
N | s | N | % | w | % | N | %
mermrhe—eana Fommemn tom=mmem - o o Fo---=- o
ol of | ol o} ol 1) 0.2
Bt LT - hm e ———- o m - Fomme—ae o .- -—
o] 0| o] ol o} 0] 1| 0.2

MEDDRA VERSION 7.1

A PATIENT CAN ONLY BE COUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM

ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS OCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (1.E. OCCURRING WITHIN 3¢ DAYS AFTER DISCONTINUATION OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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NUMBER OF PATIENTS WITH GEFITINIB/PIACEBO TREATMENT-RELATED ADVERSE EVENTS LEADING TO DEATH

SYSTEM ORGAN CLASS

RESPIRATORY, THORACIC AND
MEDIASTINAL DISORDERS

i

TREATMENT RECEIVED
INIB ] PLACEBO
e mm e m oo n
NON-ORIENTAL | ORIENTAL | NON-ORIENTAL
______________ S-S
N=891 | N=107 | N=455
.............. o m e mm g m——— e -
N o % | N | % | N | 3%
------ il T TR R
0] | 0] o 1] 0.2
------ e e e it bt SR,
of of of of of 0
------ b e s i L L T
9| ol of o} 2 6.2
------ e e e S
1| 0.1] o) o) o) 0
------ Rt d e et AR R R Dl T R
1| 0.1] o} 0| 0] 0
------ Bt e e i L el
1] 0.1] o o} o] ]
------ h it bl DAL LT LR TE T TT S
1] 0.1] of 0] of 0
------ e ek e
0] 0| of o} 0| 0
------ L e e i R
1] 0.1] o} 0 o) 0
------ i e ittt T Py
1| 0.1] of o} 0] 0

POPULATION: EVALUABLE-FOR-SAFETY
PREFERRED TERM

GEFIT
ORIENTAL |
______________ +
N=235 |
______________ .
N |
Fmmm——— o
TOTAL | 1} 0.4
--------------------------------- bl S dab R R
HEPATIC CIRRHOSIS | 1] 0.4]
--------------------------------- iRt B R
HEPATOTCXICITY i of 0|
i o R +
TOTAL | o} 0]
-------------------------------- hrmm—mma b ————
PULMONARY SEPSIS ] o} o}
it Akt R R L LT pemmaa R +
TOTAL | 1} 0.4}
------------------------------- dmmmmme e — ey
CEREBRAL ISCHAEMIA | 0] |
——————————————————————————————— Frmeecmgpmmacanug
HAEMORRHAGE INTRACRANIAL | 1} 0.4]
e b b Frmesmatemmanaa +
TOTAL | of o]
------------------------------- Lttt B P
DYSPNOEA | ol o}

MEDDRA VERSION 7.1
A PATIENT CAN ONLY BE CCUNTED ONCE WITHIN ANY SPECIFIC PREFERRED TERM
ALL PERCENTAGES SHOWN ARE OF TOTAL PATIENTS IN TREATMENT GROUP AND DO NOT NECESSARILY ADD UP TO 100%
WITHIN SYSTEM ORGAN CLASS
ADVERSE EVENTS QCCURRING PRE-TRIAL ARE NOT INCLUDED
ADVERSE EVENTS OCCURRING DURING FOLLOW-UP (I1.E. OCCURRING WITHIN 30 DAYS AFTER DISCONTINUATTON OF
INVESTIGATIONAL PRODUCT) ARE INCLUDED
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