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http://www.afssaps.fr/Infos-de-securite/ Autres-mesures-de-securite/Systeme-Constellati

on- Alcon-Inform

2. “RARpET F AR EAGE AL F X 28R (2010 & 7 0 27 p T ADR i)
F it &4 Olympus M & 5 3¢ LR BLELSE i e ¥
@7 : Olympus
BB BB L AL MAT-1537 0 #4857 F2 (i@ * 3 Olympus LTF -VH ¢ + 5% p 4R
&) °
BN BRI E R AR Y B P F L R AR AT H R AR 2T B
W FHFNF 280 JPER Y FLFAORY S N EAXFTH > NIRRT R HFEL o
B Fe s Bpp e g 1] ?’H WEEERE LM R o
#a
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Zabo RO SR R o Sl SR 1
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A 2k
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35 (1)~ £ (1) 9 Jmme b 4
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e (1)~ 24 em (1)
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B (23) Rk (5) el (3)~ 5 FH (3)~ & (2)
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S W
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Tofe & B (2)~ MR v S0 1% ¥ paraneoplastic syndrome
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&
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FRERELISRARBFE ¥ 5 TR
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1. Cohen MH, Johnson JR, Chen YF, et al.
FDA drug approval summary: Erlotinib
(Tarceva®) tablets. The Oncologist.
2005; 10: 461-6.

2. C. Gridelli et al.: Clinical significance
and treatment of skin rash from erlotinib
in non-small cell lung cancer patients:
Results of an Experts Panel Meeting.
Critical Reviews in

Oncology/Hematology 66 (2008)
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Oncologist 2007 ; 12 : 610-621 )
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Micromedex Healthcare Series,
1974-2010
Product Information: TARCEVA(R) oral
tablets, erlotinib oral tablets. OSI
Pharmaceuticals Inc, Melville, NY,
2010.
S. Segaert & E. Van Cutsem: Clinical
signs, pathophysiology and management
of skin toxicity during therapy with

epidermal growth factor receptor
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inhibitors. Annals of Oncology 16:
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Product Information: TARCEVA(R) oral
tablet, erlotinib oral tablet. Genentech,
Inc./OSI Pharmaceuticals, Inc, South
San Francisco, CA, 2005.

S. H. Kardaun et al.: Erlotinib-induced
florid acneiform rash complicated by
extensiveimpetiginization. Clinical and
Experimental Dermatology, 2007; 33,
46-49.

S. Segaert & E. Van Cutsem: Clinical
signs, pathophysiology and management
of skin toxicity during therapy with
epidermal growth factor receptor
inhibitors. Annals of Oncology 16:
1425-1433, 2005.
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14 Drug Safety Newsletter 2010 Sept. Vol 31




~~~~~~~~~~~~~~~~~~~~~~~~~~ ZF % > i 7 Drug Safety Newsletter~~~~~~~r~~rmmmmmmm

Thiazolidinediones B p i 3§ #

Bard' w3 L g

"W ET R AL ¢

FRope i RFe P2 ERFRATRAH 2 E
i

Y

Thiazolidinediones (TZDs) #g *%
s ¥ # &G %5 B F 3 A7 # (insulin
AR hIE R
Tlgcm®b 7 4 5 & X B PPAR

v( peroxisome proliferator activated

sensitizer) °

receptor gamma) > 3 4v F5 35 fn Fe
ot R A R O F LR
R R SR U

" gED o M0 g m R
A2 TZDs %f % % > rosiglitazone =
s % 2 (Avandia®) 2. 3F ¥ = 19
o H ¢ B4 1038 0 P
0T H - g2 & ¥ sulfonylurea
metformin #f v PR o BER] & FH @
AR 2 AR 4 S A

pioglitazone = 4 % %-(Actos®)2. ¥

TE 233k AP H g 21 3k
ﬁ@ﬁ@ﬁa:%:ﬂ%%%%ﬁ

(2% § % & 97 3B R
NIDDM) ° |
Ry RN R L

2E AT

RREFFF L LAY o Y RFF SRR F REA

TEAFE AR FRFEF S

T rosiglitazone ¥ it i3 = KR ¥
AN T A ifa'-écj‘c,_ﬁ-_l}i:u%ﬁ% NN
Hop g o]
pioglitazone #r & K2 & g >
&b '% 210wt s £ ) FDA 4%

[~ A 5.

rosiglitazone i& {7 % =X 3=i% » I % =X

& REFHEZ TZDs P E 7 H
# e rdp ke #33eM2H 15 £ BFDA
S5 x A HH (LRI A
Diabetes Progression

Trial( ADOPT) ~ Diabetes REduction

Outcome

Assessment  with  ramipril  and
rosiglitazone Medication( DREAM)
= Rosiglitazone Evaluated for
Cardiovascular ~ Qutcomes  and
Regulation of  Glycemia in
Diabetes( RECORD) & = 7| & /F &
%k % )0 3% rosiglitazone TRk
PF TR OTR R 0 CUAEH RO
ERLEIREIN: A= SR B -
SIS R R LR

-

i rosiglitazone % > ¥ > G ih
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i TZDs sp# 50 8 % >4 >

#9711 p % 3 % 0960329454
Goad pHEpME T o EFp
FegiAlp L ATHL B2
HCig ~ FAERY 3T s A o

22

e ERBE 3 A E 4 B thps
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Lol

AL FFABEPN TZDs 5%
LR RBEMAREG] > T 2T R
WAL fo@d i p w4 TZDs ek
E R R 3 e R A A2 X
N S
SRS TRA R

Steven E. Nissen 1345 42 B 7/
3R 5% i€ 7 meta-analysis & 7 0 & &
*+ 2007 # 6 " 11 The New England
Journal of Medicine - 3% &
rosiglitazone P & X 4r myocardial
infarction # 2 kK B 4 o Bep
TR A iRk R AT B AR P
Afr AR EP FARIY LA
Diabetes
Trial( ADOPT)## Diabetes REduction

Outcome  Progression

Assessment  with  ramipril  and
rosiglitazone Medication( DREAM) -
The ADOPT study = %% ~
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double-blind parallel group study > 4z
PRl 4-6 # BRI ARD T
% AMERR S A 0 G 6,676
LR RS #”,f PP REFRROR R
THar @ S @Eyapd 2 &
AP SRR ¢ e s R
#B(Congestive Heart Failure ,CHF)
Fi LS HE 15 4360 4 1 b iE R
AR e AR ST M ERA
30-75 > H P 1,456 X R *
rosiglitazone 1,454 A~ R *
metformin §- 1,441 4 JR* glyburide
EZE NREFR 4 E o BEET
¥ metformin ~ glyburide #p +“
rosiglitazone % #  monotherapy
failure +* ] # < o Insulin sensitivity
ent i rosiglitazone 222 metformin
EApt 5 12.6(8.1-17.3) 5 P<0.001 »
rosiglitazone 22 glyburide it #i2
% 41.2( 35.2-47.4) ; P<0.001 o #>¢
B-cell # it - rosiglitazone ‘e &
metformin %t & 5 5.8( 1.9-9.8) ;
P=0.003-rosiglitazone % £ glyburide
Eot # 5 -0.8(-4.7-3.1) 5 P=0.67 © j¥_
73 ¢ rosiglitazone * H # A &
insulin sensitivity 3 ° T % B-cell

¥ 5y 2 # 4 o Rosiglitazone 3 4v
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weight gain fr edema 7% 2 F J§ »
PE.* rosiglitazone % # CHF % i &h
b L 1.5%(22/1456) > metformin
w 1.3%(19/1454) > glyburide =
0.6%(9/1441) - Rosiglitazone i =
CHF * & 22 metformin #§ 07 & 3 3%
glyburide

The DREAM study 5 24,592 i
RE TR ST AT
Ao HEERL S 5209 40 1Lk
FREW e s BP9 2635 A JR*
rosiglitazone » @ 2,634 A JR* % [
Ao e R RERF 3 & o XK

48 T
rosiglitazone #% & e PP &g 'F X o

T

Ed

# - rosiglitazone 3 3k et =
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1.3%(33/2634) ; P=0.7 4piT - &2 X
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2.9%(75/2635) ¥ % R
2.1%(55/2634) ; P=0.08 > & i =
S F R E R AT R

i

rosiglitazone % 24  myocardial
infarction 5 0.6%(15/2635) > @ ¥ P&
2% 0.3%(9/2634) ; P=0.2 w3 o
Rosiglitazone 7 # & % #FH% 2 K
& 0.5%(14/2635) # % | =&
0.1%(2/2634) ; P=0.01 % & > iz ki3t

T aPELE rosiglitazone
PG SR PRt S
J€_The ADOPT study f= The
DREAM study 3# 5 i % 088 T
rosiglitazone & i/t + 22§ 0 BEER R
P ok g
B "% 1+ Steven E. Nissen 77 5 %
% > ¢ % @ FDA $45¢ 7 The
ADOPT study ¥* The DREAM study
£ e A S S o
3% % rosiglitazone Rk st E (7 %

R RSN LR W ST

é»‘:ug';-‘g"v*’rn

)

Ep 2 * rosiglitazone £ 3F 7 2 F
)iz p k= WEAR

3t 3 2010 & 07 * 31 p - >
PRESF D LF BUF G E
P 4% 17 F] rosiglitazone 51422 7 2
Flekits 440 A BEANT
Lo 4rded - 277 o L2 26 B
(59.1%) > ¥ #+2*+ 18 51(40.9%) > ¥
4~ T 3oE #s 58.8£13.5 #( mean +
SD, range : 29-82 f)> 2 ¥ — b=
FEOERAG R LR %i@@
g edrd] 245> @ * Avandia®@ 7
2ERTEORAE ,%'r:wﬁ;
(Acute Myocardial Infarction > AMI)
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44 BEGIEF S3BA AL
JEA o gk 2 MedDRA B F & Sus
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# % % general disorders and

rosiglitazone

administration site conditions £ 14 i#
it 2649 ; H =x % investigations %

i# 1k 20.89% ; cardiac disorders %
hepatobiliary disorders % % 6 i£ * %
it 11.39% ; nervous system disorder -
respiratory thoracic and mediastinal
disorders % skin and subcutaneous
tissue disorders % 7 4 # ¥ % ik
7.5% ; metabolism and nutrition
disorders + 2 i it 3.8% ; eye
disorders {fr gastrointestinal disorders
ER1EEE1.9%-

PR e g&?;l/? R 4k
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# — ~Rosiglitazone i 35 B & A & FHL

i) B #(%)
n=44
o
g M 18 (40.9)
Lo 26 (59.1)
E#, &
Mean + SD 58.8+13.5
Range 29-82

7 LE i 5

e 1(2.3)
Py 0(0.0)
o 4 LR 8(18.2)
ot o A L FRpE 3(6.8)
ZERE M AL G D 8(18.2)
Hu 19 (43.2)
AREERA LR 5(11.4)

LS FEL R s om WK
SRS A ok S TRk ok 0 @ 44
B IR EG|P & 35 R AEAR BE e R
H3H17 B &G0 15 Gl 4R TR
A EREEE S REMBET
BE LI 0 kT R d o 17
BROGIEITERFRD AF BF T ALY
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rosiglitazone 4p i » H
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7B BE(%) AR 1S B B S E IR () -
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F R BRER L () -
R 21(47.7)
v R 19(432) WP @& * pioglitazone i 3F 7 2 &
£ R 2(45) bk A
£EER 2(4.5) 33 2010 # 7 % 31 poak o
F AR A PREPL 2 LFE B NF
£ 21(47.7) LI (V. _rﬂ pioglitazone jlA22 7 2
B XA 5(11.4) F % 38 HFBEAAT
BEE S RET ISR 3(6.8) A AT de o o A 25 B
Vot ot kb 2(4.5) (65.8%) > § 23+ 13 »)(34.2%) > §
FEEHHE > TRERE 1(2.3) L T35 E # 59.4+12.9 # (mean+SD,
BB E S R REF IR 2(4.5) range:29-81 fh)> E = R E 2 4 &
wERE 1(2.3) bl e B RF R e
ERCREY 3(6.8) I 9 0t 2 BlE A (acute
o453 1(2.3) hepatitis ) fr & & B oo F B
AP 5(11.4) ( congestive heart failure ) % £ & -
BT RE AN 3 G| F AR F AL v E AT
T 2 1(23) HEERY AR SZERZY BT
X3 1(2.3) LF JEe38 b 3F & i) f 10 &) 3F
o 20 (45.5) ?#-’@’“Fé LS i L K W
B3 7 19(432) b s pok SN RBIL SR o BT A
FE R 3(6.8)

2 F B pioglitazone 4p B 4 > ",f 2

&b A s E 1 B 7 % F(oliguria)
% ¥ -k * (peripheral edema)? 2
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General disorders and administration site. .
Investigations

Cardiac disorders

Hepatobiliary disorders

Nervous system disorders

Respiratory, thoracic and mediastinal. .
Skin and subcutaneous tissue disorders
Metabolism and nutrition disorders
Evedisorders

Gastrointestinal disorders

0.0% 5.0% 10.0% 15.0% 20.0% 25.0% 30.0%

# = ~ Rosiglitazone 2_ 7 % F &gk 2 MedDRA 4 47

MedDRA SOC JFEAR

edema(9)

edema face(2)$I

General disorders and administration site conditions(14) |easy hunger(1)

leg edema(1)

malleous edema(1)

elevated liver enzymes(8)

liver function multiple abnormal(1)

Investigations(11)
PT interval prolonged(1)

weight gain(1)

Cardiac disorders(6) AMI(1)
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MedDRA SOC

AR

chest pain(1)

dizziness(1)

edema extremities(1)

generalized edema(1)

palpitation(1)

Hepatobiliary disorders(6)

hepatitis(4)

jaundice(1)

liver toxicity(1)

Nervous system disorders(4)

dizziness(2)

headache(2)

Respiratory, thoracic and mediastinal disorders(4)

dyspnea(3)

pulmonary edema(1)

itching(2)
Skin and subcutaneous tissue disorders(4)

skin rash(2)
Metabolism and nutrition disorders(2) hypoglycemia(2)
Eye disorders(1) eye swelling(1)
Gastrointestinal disorders(1) stomachache(1)

S U A B0 AU kP - BPRTEAFR® > 2 - bl LA EE KL E K b tnk

N

1=

FEfe¥ 1 )48 £ 3 +c (weight gain)
Fido FIFEHT 2RZTGH M
Mo 2 ¥ - B RS R
FRFR 5 3 4P
Moo HApAp B2y AR 5 T oA &
BF T oA oo

38 BEbIEG 46 B LE
JEAR 0 ek 2 MedDRA %
REF A 1 A AT 4Bl = 2 &2 0 b bl

(diverticulosis) # 2

- % £
E ,}E ,?VLA;\

B % % general disorders and
administration site conditions + 24 i*
it 52.2% ; H =t % investigations A

i£ 1k 13.0% ; cardiac disorders 5 5
ik 10.9%
disorders % 4 ©# it 87%

gastrointestinal

musculoskeletal and connective tissue
disorders + 3 i it 6.5% ; endocrine

disorders ~ renal and urinary
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disorders ~ respiratory thoracic and
mediastinal disorders f- skin and
subcutaneous tissue disorders % % 1
220k 2.2% °

38 i 3F 5 b ¢ oK AP B
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° 27 i f 1 b e pFid 47 & Ffo

Wk AE BAeT 1 G)8E H 4
FFR7 2E 2% ph > 4
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AT aTiE S v B e 1)
PR o 38R MR H D5 B A & 7
LR s EIRRE(3) ~ R FE(13) e
T kR H(9) o

ﬂ\—k =

i

EE SR L LTRSS
S F R E A R R
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0 FRAPEFEENT LR
AR FEAITFES R 5 0T
B E R A R M F sl Ae 2
PR A G Mo WP ELARDR R
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& 11.3% @ 4p-kraAp 7 25
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(14/53) » Pioglitazone B i 3R 9
E e ET'T VORRENE SN B s S
Tk 5 10.99 0 i 3Rk H4p BE 7
F At 29 60 14k 1 bl
W EHE D BNk AR
T o Hois ARMER TR 2IRF LR
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B A REY TZDs ESE L 52
KER S ST P RIR o A ek
R U REEY GR KSR TN
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Jox ¥ ORLGFLFEEAEA &
KEEGE S E T o Ty §
FrEE RRANFRBELETE
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TS Fhok £ I FDA 2 &
O A i
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4.7 - Pioglitazone # % F Jig % 1% 4

AP 1 #(%) 7E P i (%)
n=38 n=38
18] PRF RFRER
e 13 (34.2) R 19(50.0)
LM 25 (65.8) ¢ R 14(36.8)
&4, K i 2(5.3)
Mean + SD 59.4+12.9 e A 3(7.9)
Range 29-81 A A
AF s % ¥ 12(31.6)
v 0(0.0) BEE R ES SR 7(18.4)
i AL 0(0.0) BE TP RE 5(13.2)
Eiop A AR 6(15.8) PBRE S T RE LR 1(2.6)
w4 LB 0(0.0) ABE S LB RS 1(2.6)
7 EARE B A S 5(13.2) KA B LB R 1(2.6)
Hi 17(44.7) ERERRY 1( 2.6)
EEEES T LR 10(26.3) o 10(26.3)
avRESPMEIL
FRE A 2(5.3)
* 4p Bl 1(2.6)
G 19(50.0)
B 7 16(42.1)
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B = - Pioglitazone 2z 7 % & Jfi &k i MedDRA E | & 3t/ 4 jF 3

General disorders and administration site. .
Investigations
Cardiac disorders
Gastrointestinal disorders
Musculoskeletal and connective tigsue. .
Endocrine disorders
Renal and urinary disorders
Respiratory, thoracic and mediastinal . .

Skin and subcutaneous tissue disorders

0.0% 10.0% 20.0% 30.0% 40.0% 50.0% 60.0%

# = ~ Pioglitazone 2. % % ¥ Jig g 2 MedDRA 4 #7

MedDRA SOC JEAR

edema(11)

leg edema(9)

General disorders and administration site conditions(24) face edema(2) '

chest pain(1)

fatigue(1)

elevated liver enzymes(4)

Investigations(6) ight gain(2)
weight gain

congestive heart failure(2)

Cardiac disorders(5) pulmonary edema(2)

peripheral edema(1)
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MedDRA SOC

Gastrointestinal disorders(4)

abdominal discomfort(1)

diverticulosis(1)

flatulence(1)

oral ulceration(1)

Musculoskeletal and connective tissue disorders(3)

myalgia(3)

Endocrine disorders(1)

hypoglycemia(1) *?

Renal and urinary disorders(1)

oliguria(1)

Respiratory, thoracic and mediastinal disorders(1)

pleural effusion(1)

Skin and subcutaneous tissue disorders(1)

lip swelling(1)

LA AR A B AUk f - Gl B REE R R 0 & - Gl PR T K

Fﬁ_frsg ~§_m$ [

L 2:hypoglycemia 5 & 5 4 e F¥i¢ * Lopid® £ Actos® % &-ch2 3 8% @ F3k o seffipt

endocrine disorders ©
PR RO £ 48

(1) Avandia® # # % 5 4k
FREZF - SR ER TG
B 4 HHE B R i &
EEHILHIPE L ESIE T
ERRY AER

(2) 3 23kt » +0ak s P

:[,i;?\:[,i;& °
(3) 2 223k i€ * 300 R B
;.P\:i;}’;;& °

(4) & %% B F 30 P
4?'5» ( l‘i l"] NN W;%_T,;’., g TNYHAJI ClaSS

I 1V cardiac status ) o 4 # b
e * REE o

%ﬁ."l # LF FF Y R 3R B P
BFEFRR AT 2 b Go0E
Beh i Bp A JRELS i F 2 6 2
7 A F e q £ B FDA £22 %
L AR - H 4 TZDs 37
#Z 5. 2 5 TIDE (TZD intervention
with vitamin D evaluation ) 2. % & %
P ERA Y o FEt 2 iR
R SE O RERDE S 10E - BN
RS E B F AT
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