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M ethotrexate

1.1 ( Antipsoriatics )
1.2 ( Antirheumatic agent )
1.3 ( Antineoplastic agnet )
2.1
(dihydrofolate reductase)
2.2 Methotrexate (dihydrofolate reductase)
DNA RNA

Phar macokinetic Parameters TDM

Tmax 1~ 4 hours
F (bioavailability) Oral =0.25 ~0.5 Parenteral = 1

(S30mg/m2 ) (>3Omg/m2 )

space fluid )
vVd 0.5~1.0L/kg
Protein binding 50 %

( the 3"

4-amino-4-N1°- methylpteroic acid (DAMPA)
7-OH-Methotrexate
Methotrexate Polyglutamates

: 11 ~ 20 hours
44 ~ 100 %
Total body clearance 2.43 mL/min/kg
Elimination 0.306h™




Dosage form and amoumt Indication
LDMTX ( <50mg/m*) PO, SC, IM, IV
7.5-15mg/week Rheumatoid arthritis

Investigation for asthma

7.5-30mg/week

Psoriasis

15-40mg/m*/week

ALL

56—6Orng/m2 (IM)

Ectopic pregnancy or nonsurgical
abortion

Imtermediate dose therapy (> 50-500mg/m? )

HDMTX ( >500mg/m®) IV

1.5g/m2 Acute lymphocytic leukemia
8-12g/m2 Osteosarcoma

Intrathecal

<lyear, 6mg Meningeal leukemia

1-2years, 8mg

Meningeal leukemia

>2-3years, 10mg

Meningeal leukemia

>3-65years, 12mg

Meningeal leukemia

>6Syears, may require reduce doses

Meningeal leukemia

5.1
(D.
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(4).

(5).
52
(psoriasis ) (rtheumatic arthritis ) 0.25 ~1.254 M
5.3
(Hours Postinfusion) (M M)
20 hrs >10p M
44 hrs >y M
68 hrs >0.1y M
92 hrs >0.054 M
SMTX 100 mg/m” (TDM) ,
SMTX 100 mg/m?, 4
8-12 g/m’ MTX ,
54
Kd Cl +vd
T1/2 0.693 xvd =+CI
T1/2 0.639 + Kd
Loading dose Vd xCp =+

Maintenance dose

Dose=  Vmax xCp + Km

Cl xCpssave xt + S xF

Michaelis-Menten equation



6.1 Drug-Drug I nteraction

MTX
Drug Effect on MTX Concentration Mechanism
Aspirin
Prpbenecid
MTX
NSAID
Sulfonamides
Penicillin MTX
5-Flurouracil MTX
Cisaplatin
Cholestyramine MTX
Tetracyclin
Chloramphemicol
6.2 Food-Drug Interaction
MTX , MTX
(Cmax)
/ Leucovorin
40%
MTX
MTX
MTX

BUN
MTX
MTX

serum creatinine

PH>6.5




/ Leucovorin
AST,ALT
G-CSF
MTX
. Leucovorin
48 MTX Leucovorin
50 M 1000 mg/m”* every 6 hr(IV)
S M 100 mg/m” every 6 hr(IV)
0.5y M 10 mg/m” every 3 hr (IV or oral)
0.1y M 10 mg/m” every 6 hr(IV or oral)
<0.05p M
= Leucovorin MTX 48 (24-42 )

AN S
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