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The Peroxisome Proliferator-Activated Receptor (PPAR)

a
yd
PPAR _ B/5

N
Y (con varianti1,2 e 3)

PPARSs

- famiglia di fattor1 nucleari di trascrizione (attivatori de1 perossisomi)
che fanno parte della superfamiglia dei recettori nucleari steroidei
-modulano I’espressione di svariati geni coinvolti nel metabolismo
lipidico e del tessuto adiposo

- ubiquitari ma con distribuzione tessuto-specifica

- tutti 1dentificati nelle cellule delle linee osteoblastica e osteoclastica.
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A. Lumbar spine

Mean difference (85% Cl)

Treatment Control
Mean % Mean % Mean difference
Study or subgroup change (SD) n change (SD}) n (95% CI) Favours | Favours
«— control ' treatment —»
Randomized !
controlled trial i
Glintborg et al.” -1.02(2.66) 30 0.34(278) 14 -1.36(-3.10t00.38) —r
Grey et al.* -1.2 (2.1) 25 -0.2 (2.1) 25 -1.00(-2.16 to 0.16) —-—'r
Subtotal 55 39  -1.11(-2.08 to -0.14) -‘-i
Observational study ,
Yaturu et al.” 0.69 (2.4) 32 2.3 (29) 128 -1.61(-2.581t0-0.64) —l— i
Subtotal 32 128 -1.61(-2.58 to -0.64) e :
Overall 87 167 -1.36 (-2.05 to -0.67) <> |
. i
B. Hip
Treatment Control
Mean % Mean % Mean difference Favours ' Favours
Study or subgroup change (SD) n change (SD) n (95% ClI) < control | treatment —»
Randomized ;
controlled trial
Glintborg et al.® -0.41(2.03) 30 0.67 (2.46) 14 -1.08 (-2.56 to 0.40) —
Grey et al.” -1.9(2) 25  -0.2(1.6) 25 -1.70 (-2.70 to -0.70) —
Subtotal 55 39  -1.50(-2.34 to -0.67) -
Observational study .
Yaturu et al.” -1.19 (1.8) 32 -0.14(1.9) 128 -1.05(-1.76 to -0.35) -
Subtotal 32 128 -1.05(-1.76 to -0.35) <o ;
Overall a7 167-1.24 (-1.78 10 -0.70) <P
T T i T 1
-4 -2 0 2 4
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B. Fractures in women Odds ratio (95% CI)
No. of fractures
Favours ' Favours
Study Thiazolidinedione Control Odds ratio (95% CI) <— treatment : control —>»
Dormandy et al.* 44/870 23/905 2.04(1.22-3.41) —l—
Kahn et al.”® 60/645 51/1195 2.30 (1.56-3.39) i = =
Nissen et al.™ 6/84 0/93 15.48 (0.86-279.18) >
Seufert et al. (a)” 1/156 1/159 1.02 (0.06-16.44) .
Seufert et al. (b)* 0/148 1/145 0.32 (0.01-8.03) 3 = ;
Overall 111/1903 76/2497 2.23 (1.65-3.01) ’
I | i |
0.05 0.2 1 5
C. Fractures in men Odds ratio (95% CI)
MNo. of fractures
Favours | Favours
Study Thiazolidinedione Control Odds ratio (95% Cl) <— treatment | control —>»
Dormandy et al.* 3001735 371728 0.80 (0.49-1.21) ——
Kahn et al.” 32/811 57/1700  1.18 (0.76-1.84) ——
Nissen et al.™ 2/186 0/180 4.89 (0.23-102.60) : »>
Seufert et al. (a)” 0/161 0/154 Not estimable i
Seufert et al. (b)* 0171 1/175 0.34 (0.01-8.38) < = :
Overall 64/3064 95/3937 1.00 (0.73-1.39) ’
T T i T T
0.05 0.2 1 5 2
Odds ratio (95% Cl) 0
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24.."9..“2010 (12:52:] - ALLARME PER I PAZIEMHTI
Farmaco per diabetici ritirato dall'Ue
Sotto accusa I'Avandia: rischio ictus

j I.EI\ E'FJ“ condividi I]? 4 ;'I
stampa a pldle =l -

Aumenta la probabilita =it 8

di malattie cardiovascolari =
L'Ema: "Problemianche
per Avandamet e Avaglim.
Sichieda al proprio medico
prima di sospendere le cure”

ROMA

L'antidiabetico Avandia (rosiglitazone],
prodotto dalla britannica GlaxoSmithKline,
sara ritirato dal mercato europec nei
prossimi mesi a causa di un aumento del rischio cardiovascolare. L'ente regolatorio europec Ema
ha deciso chei medicinali a base di rosiglitazone dovranno «smettere di essare disponibile in
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Effect of Rosiglitazone on the Risk of Myocardial Infarction

> 6 mesi di terapia
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Table 4. Rates of Myocardial Infarction and Death from Cardiovascular Causes.

Study

Myocardial infarction

Small trials combined

DREAM

ADOPT

Owverall

Death from cardiovascular causes
Small trials combined

DREAM

ADOPT

Overall

Rosiglitazone Group

Control Group

no. of events/ftotal no. (96)

44/10,285 (0.43)

15/2,635 (0.57)
27/1,456 (1.85)

25/6,845 (0.36)
12/2,635 (0.46)
2/1,456 (0.14)

22/6106 (0.36)
9/2634 (0.34)
41/2895 (1.42)

7/3980 (0.18)
10/2634 (0.38)
5/2895 (0.17)

Odds Ratio
(95% CI)

1.45 (0.88-2.39)
1.65 (0.74-3.68)
1.33 (0.80-2.21)

P Value

0.15
0.22
0.27

1.43 (1.03-1.98)

0.03

2.40 (1.17-4.91)
1.20 (0.52-2.78)
0.80 (0.17-3.86)

0.02
0.67
0.78

1.64 (0.98-2.74)

0.06
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Effect of Rosiglitazone on the Risk of Myocardial Infarction

> 6 mesi di terapia

and Death from Cardiovascular Causes

Steven E. Nissen, M.D., and Kathy Wolski, M.P.H.

Table 4. Rates of Myocardial Infarction and Death from Cardiovascular Causes.

Study

Myocardial infarction

Small trials combined

DREAM

ADOPT

Owverall

Death from cardiovascular causes
Small trials combined

DREAM

ADOPT

Overall

Rosiglitazone Group Control Group

no. of events/ftotal no. (96)

44/10,285 (0.43) 22/6106 (0.36)
15/2,635 (0.57) 9/2634 (0.34)
27/1,456 (1.85) 41/2895 (1.42)

86/14.376 (0,62%) 72/11.635 (0,60%)

2 su 10.000
25/6,845 (0.36) 7/3980 (0.18)
12/2,635 (0.46) 10/2634 (0.38)
2/1,456 (0.14) 5/2895 (0.17)

39/10.936 (0,36%) 23/9.509 (0,24 %)

Odds Ratio
(95% CI)

1.45 (0.88-2.39)
1.65 (0.74-3.68)
1.33 (0.80-2.21)

P Value

0.15
0.22
0.27

1.43 (1.03-1.98)

0.03

2.40 (1.17-4.91)
1.20 (0.52-2.78)
0.80 (0.17-3.86)

0.02
0.67
0.78

1.64 (0.98-2.74)

0.06

1 su 1.000
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Cardiovascular safety of non-steroidal anti-inflammatory
drugs: network meta-analysis
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APTC composite outcome —

Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumirac oxib

1.220(0.78 to 1.93)
2.26](1.11 to 4.89)
1.600(0.85 to 2.99)
1.43](0.94 to 2.16)
1.53)(0.74 to 3.17)
1.44](1.00 to 1.99)
2.04)(1.13 to 4.24)

+ll1-!++-

0.2 05 1 2 5

Favours Favours
NSAID placebo
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OGGETTO: ritiro dal mercato del farmaco ROSIGLITAZONE

In riferimento alla Vs nota del 29.09.10 di pari oggetto, data la gravita e la rarita della
patologia (fibrodisplasia ossea progressiva) @ non avendo sollevato obiezioni gh altri
Uffici competenti dell AIFA, nulla osta alla presentazione della Clinical Tral
Application al Comitato etico / Autorith competente & alla successiva fornitura del
resiglitazone da parte della casa produttrice.

Si suggerisce di valutare I'eventuale utilizzo del pioglitazone.

Direttore Ricerca e Sperimentazione Clinica

Agenzia laiana del Fasmaen - Spermantaions & Ricerca
“ia della Sieia Nevada, 60 - 00144 Roma - el 0555784303 - fax. HGSETEL1I0 = e-mail spanmentanons clincasanta -
waw agenziafarmaco &




Fine
Rosiglitazone
28 ottobre 2010

Cortisone 5 mg

o

5 gennaio 2011
Riaccensione malattia

(braccia, gambe, mandibola, gola)
Cortisone inefficace (dose fino a 50 mg)

11 marzo

Situazione tranquilla |
Pioglitazone 30 mg
Cortisone 7,5 mg

28 gennaio

Avviato pioglitazone
(15> 30 mg)

Dopo 2 settimane

Inizio riduzione steroide
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