VGHTC Drug Bulletin

AR ] Bl - AR

K LN S R L B G A 53 G . PE S 4 2

¥ BiaP R ERZEK B E R

(04)23592539

F AT B Rl s w2
EX Tk~

K Ht hittp://wvww3.vghtc.gov.tw:8082/pharmacy/pharmacyl.htm

7 5 2 45 : phar@vghtc.gov.tw
glapy i A tzg— 1 - Lgp

\oie

Fluorogunolone

QT interval

torsade de pointes

QT interval
QT interval
400 msec.
QTc 440 msec
450
470 QT interval

CPMP Suggested Ranges for QTc
Intervals (msec)

QTc? Men Women
Normal <430 <450
Borderline 430-450 450-470
Prolonged > 450 > 470

QT interval

Torsade de

pointes (Tdp)
QT interval
QT interval

QT interval , Tdp

definite,

probable, and proposed association,

adverse event data submitted to
US Food and Drug Administration FDA
Spontaneous Reporting System (1969 to
1997) the Adverse Events Reporting
1997 and thereafter 1996
2001 fluoroquinolone
the crude rates of TORSADE DE
POINTES
ciprofloxacin

System

gatifloxacin

levofloxacin crude rates of torsade de

pointes  ciprofloxacin 90 18

p less than 0.001, either comparison
levofloxacin 5

Frothingham, 2001

Fluoroquinolone

gatifloxacin
p=0.001



Drugs Associated with QT Interval Prolongation

Drugs by Class |Association®/Torsadogenic®|[FDA Labeling® Comments

Gatifloxacin Probable QT

Grepafloxacin Definite NA Removed from U.S. market

Levofloxacin Proposed TDP Lower risk than that of similar
agents.

Moxifloxacin Probable oT Lower risk than that of similar
agents.

Sparfloxacin Definite NA Removed from U.S. market

FDA = United States Food and Drug Administration;
QT = QT interval prolongation; TDP = torsade de
pointes; NA = not applicable;

4Associations are based on the strength of evidence
that supports whether QT prolongation can occur.
This categorization does not delineate an individual
Eatient's risk of QT prolongation.

Torsadogenic potential is divided into four
categories as characterized in a previous
publication[gl: high = drugs that are potent blockers of
currents prolonging myocardial repolarization;
medium high = drugs that prolong myocardial
repolarization at higher doses, or at normal doses
with concurrent administration of drugs that inhibit
drug metabolism; low = drugs that prolong action
potential duration and QT interval at high doses or

concentrations that are clearly above the therapeutic
range; and not clear = drugs that block repolarizing
ion currents in vitro but that have so far not been
shown to prolong repolarization in other in vitro
models.

‘Describes whether the FDA-approved product
labeling includes mention of QT prolongation,
torsade de pointes, or both.

Fluoroquinolone TDP
FDA
Fluoroquinolone
TDP

Characteristics of Patients Developing Torsade de Pointes From the FDA Adverse

Event Reporting System

Characteristics Macrolide | Fluoroquinolone
Age,y 61+/-22 72+/-15

Female, % 70 67

Mean baseline QT, msec 432+/-50 434+/-44

Event QT, msec 594+/-80 530+/-151

Fatal outcomes, % (n/N) 9 (14/156) | 13 (6/46)
Patients receiving concomitant drugs known to prolong QT, % | 22 24




Fluoroquinolone TDP
AGENT NUMBER OF U.S. CASE RATE (PER 10
CASES REPORTED MILLION PRESRIPTIONS)
Ciprofloxacin 2 0.3
Gatifloxacin 8 27
Levofloxacin 13 5.4
Moxifloxacin 0 0
Ofloxacin 2 1.4
Summary of Fluoroquinolone QTc Interval Data
Sparfloxacin Grepafloxacin |Levofloxacin  |Trovafloxacin{Moxifloxacin
Dogs 90 mg/k
Rabbits 10-30 y . o
Dogs 25-45 resulted in a
mg/kg,
. mg/kg, QT , 25-msec QT
Animal data _ arrhythmia No data No data |
prolongation , interval
developed in _
occurred _ prolongation (no
1/4 animals .
arrhythmias)
QTc interval
prolongation in Yes Yes Minimal No p.0. minimal
humans
Mean + SD
QTc interval p.0.10.3+27.6 4.6 msec + 23 p.0. 6 = 26 msec,
o p.0. 8 msec Nodata |
prolongation in msec msec I.v. 12.1 msec
humans
QTc interval
prolongation outlier ~ |> 500 msec from > 60 msec from
o Not observed o
values (> 60 msec from |baseline in 10/880]  No data No data o ~ [baseline in 3/107
_ in clinical trials
baseline or > 500msec |pts pts
overall)
Additive QTc
prolongation effects
. Yes No data 4137 pts No data Yes
with other
QTc-prolonging agents
Patients at risk for QTc
interval prolongation Yes No No No Yes
excluded from trials

MICROMEDEX® Healthcare Series, Thomson MICROMEDEX,

Greenwood Village, Colorado (Edition expires [1999/08/15)).
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Benzodiazepines

Time
Loeak Half-life | Adult Onset/ QngLéSt'n E(r:egna
Agent Supply (parent |Dose X " FDA Indications y
Blood . Duration |renal Catego
hr daily .
Level failure ry
(hr)
Anxiolytics
*Anxiety(immediate-release only)
Alorazolam 1~15ht/ *Panic disorder(with or without
P 0.5mg/Tab | 1~2 | 12~15 | 0.5~4mg y No |agoraphobia) D
(Xanax®) ND . )
(immediate-release or extended
release)
ﬁ_r;g?;ﬁ@ﬁ’)am 15mg/Tab| 1~2 | 8-20 | 6~30mg | ND No [*Anxiety ND
*Acute alcohol withdrawl
2mg,5mg/ *Anxiety
Diazepam Tab - - - PO 30/ *Cardioversion
(Valium®) 10mg/2ml/ 05~2| 20~80 | 4~40mg ND No *Endoscopic procedure D
Amp *Skeletal muscle spasm
*Seizures
Fludiazepam Not approved by FDA
(Erispan®) 0.25mg/Tab| 1 23 0.75mg ND No |, Anxiety ND
0.5mg,1mg/ . *Anxiety
I(‘:tri?/;ig?m Tab 1~6 | 10~16 | 2~6mg 208h?;0 / No [*Preanesthetic D
2ml/ml/Amp *Status epilepticus
Oxazepam - - _ 2~3hr/ *Alcohol withdrawl
(Serax®) 15mg/Tab | 2~3 | 5~20 |30~120mg 19-24hr No |, Anxiety D
A Not approved by FDA
Oxazolam 10mglcap | 230" 30-60mg | 307 *Anxiety D
(Serenal®) rat:60 .
*Preanesthetic
Hypnotics
Estazolam _ _ 201/ . ,
(Eurodin®) 2mg/Tab 2 10~24 | 1~2mg 10~24hr No [*Insomnia X
Not approved by FDA
*Anesthesia adjunct
*Anesthesia induction
Flunitrazepam | 1mg/Tab - - - 2030/ *Insomnia
(Rohypnol®) 2mg/Amp 1~2 ] 16-35 | 1-2mg 8hr ND *Local anesthesia D
supplementation
*Premedication
*Status epilepticus
Clonazepam 0.5mg,2mg/| , _ _ 1.5~20mg| 20'~40/ *Panic disorder
(Rivotril®) Tab 1~4 1 30-40 6~8hr No *Seizure disorders D

MICROMEDEX® Healthcare Series, Thomson MICROMEDEX, Greenwood Village, Colorado (Edition expires [1999/08/15)).





