VGHTC Drug Bulletin

HiE AL G iR AR (04)23592539
B EIFIe A TRACZEECIPEF W W BB EuEe
2 PR L S Ao B 32 3| 2% A EpaY oo

K ht hittp://www3.vghtc.gov.tw : 8082/pharmacy/pharmacy1.htm
* + % 45 phar@vghtc.gov.tw
gl pdp ALtz g- 2 -4

B-blockers

B-blockers B-blockers
negative
inotropic effect B-blockers
B-blockers B-blockers
B-blockers
( digitalis, diuretics, B-blockers
ACE-inhibitors) B-blockers
negative inotropic effect
B-blockers 20%-65%
23%-32% B-blockers
B-blockers
B-blockers B-blockers
B-blockers B-blockers
B-blockers ?

B-blockers
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TABLE-1 Major Placebo-Controlled Trials of R-Blockade in Heart Failure

HF Patients [Follow-up| Target Mean Effect on Effect on
Study Drug : Dosage
Severity (n) (mean | Dosage ) All-Cause All-Cause
years) (mg) Achieved Mortality hospitalization
(mg/d)
.3 . Mild/ 6.5 1[6.25t050 I 65% L 27%
US Carvedilol™| Carvedilol |\ 1 yerate| 1994 | months | bid 45| (P<0.001)" | (P=0.036)
4 . ~|Moderate/ 34% 1 20%
CiBIS-II Bisoprolol Severe 2647 1.3 10 qd 7.5 (P<0.0001) | : (P=0.00086)
5 |Metoprolol| Mild/ L 34% 1 18%
MERIT-HF CR/XL [Moderate 3991 1 200 qd 159 L (P=0.0062)|  (P=0.004)
31 . s\Moderate/ 50 to 100 L 8%
BEST Bucindolol Severe 2708 2 bid 152 NS | (P=0.08)
6 . 10.4 : 1 35% o/ /D
COPERNICUS” | Carvedilol | Severe 2289 months 25 bid 37 (P=0.0014) I 20% (P=0.002)

CIBIS-Il indicates Cardiac Insufficiency Blsoprolol Study Il; MERIT-HF, MEtoprolol CR/XL Randomized
Intervention Trial in congestive heart failure; BEST, Beta-Blocker Evaluation of Survival Trial; COPERNICUS,
CarvedilOl ProspEctive RaNdomlzed CUmulative Survival trial; and NS, not significant.

*Not FDA approved in United States.

+Mortality not a planned end point.
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TABLE-2 Beta-blockers
Drug B1 B2 al ISA Indication for CHF

Carvedilol X X X X

Bisoprolol X X

Metoprolol CR/XL X X

Propranolol X X

Atenolol X

Xamoterol X strong

bucindolol X X X weak
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The effect of carvedilol on morbidity and 3. Metoprolol CR/XL Randomised Intervention
mortality in patients with chronic heart failure. Trial in Congestive Heart Failure (MERIT-HF).
US Carvedilol Heart Failure Study Group. N Lancet. 1999; 353: 2001-2007.
Engl J Med. 1996; 334: 1349-1355. 4. Effect of carvedilol on survival in severe chronic
The Cardiac Insufficiency Bisoprolol Study Il heart failure. N Engl J Med. 2001; 344:
(CIBIS-Il): a randomised trial. Lancet. 1999; 1651-1658.
353: 9-13 5. A trial of the beta-blocker bucindolol in patients

with advanced chronic heart failure. N Engl J
Med. 2001; 344: 1659-1667.
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Argatroban Heparin bypass
Heparin ? 16%
Heparin aPTT PT ACT
2-4 INR
persistent erythema 0.54 to 0.96 ug/kg/minute
erythema macules 24 ACT activated
peeling clotting time 150
0.5ug/
heparin kg/minute ACT
argatroban heparin
Argatroban FDA 10mg 15-25mg
, /hr aPTT 1.5-2.5
heparin thrombo- .
. 0.1 ug/kg/min ACT 150
cytopenia
. B
L-arginine
thrombin
174ml/kg
54%
5.1ml/kg/min MICROMEDEX® Healthcare Series, Thomson MICROMEDEX,
390-51 Greenwood Village, Colorado (Edition expires [2001/08/15]).
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Raloxifene (Evista™, )

Raloxifene
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"(selective estrogen
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receptor modulator, SERM)

(bone mineral density, BMD)
LDL
(estrogen
antagonist)

1997 Raloxifene FDA

60mg

MORE( The Multiple
Outcome of Raloxifene Evaluation)

Raloxifene
BMD
LDL 8~10% HDL
TG Raloxifene
4
) Raloxifene

estrogen-receptor-positive
90%

Raloxifene 60%
presystemic
glucuronide conjugation

2%
2348 L/kg
Raloxifene monoglucuronide
conjugates 95%

MICROMEDEX® Healthcare Series, Thomson MICROMEDEX,

albumin  a-1 acid glycoprotein
sex steroid binding globulin

Raloxifene
first-pass
conjugates
Raloxifene

glucuronide
CYP-450
glucuronide conjugates

27.7 Raloxifene
6% glucuronide conjugates
( 0.2%)

Raloxifene

) 72
Raloxifene
Raloxifene

cholestyramine
Raloxifene 60%
warfarin prothrombin
time
FDA

Alendronate  sodium (Fosamax®)
Risedronate  sodium  (Actonel®)
Raloxifene hydrochloride (Evista®)
Calcitonin (Miacalcin®) estrogen(

)

Raloxifene

Greenwood Village, Colorado (Edition expires [2000/08/15]).





