Stabilis

NH,
N,
N/i j/\'r
)\ CH,
HoN N N ¢

OH
0\/

Tradename

‘@\u Methotrexate sodium

Artrait Argentina

Bendatrexat Germany

Ebetrex Croatia, Denmark, Finland, Hungary,
Iran, Norway, Sweden, Tunisia

Ebetrexate

Emthexat Belgium, Colombia, Denmark, Egypt,
Great Britain, Luxembourg, Turkey

Emthexate Greece, Netherlands, Spain

Ledertrexate Belgium, Luxembourg, Mexico,
Morocco, Netherlands, Slovenia,
Tunisia

Maxtrex

Metex Germany, Norway

Methotrexate France

Metoject Belgium, Canada, Chile, Croatia,
Denmark, Finland, France, Great
Britain, Hungary, Iceland, Ireland,
Mexico, Netherlands, Portugal,
Slovenia, Spain, Sweden, Switzerland,
Turkey

Metotrexato Argentina, Chile

Trexan Chile, Finland

Trexat Germany

o

Stability in solutions
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|‘j A‘ 0,36 mg/ml 23°C 72 @ 1501
[] A‘ 0,36 mg/ml 4eC 7 (V) 1501
[] 1,25 & 12,5 mg/ml 2-8°C ws (P 110
[] 2,5 mg/ml 25°C *ﬁ q) 739
[] RL 2,5 mg/ml 25°C * D 739
|‘:'| El B 2 mg/ml e 2 4 (V) 31
|‘j El B 2 mg/ml o, P (V) 31
|‘:'| El B 2,5 mg/ml 25°C O 739
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PVC A‘ 0,225 mg/ml 4°C 30 O 162

PVC A‘ 0,36 mg/ml 23°C 7 @ 1501
-

PVC A‘ 0,36 mg/ml 4°C 72 @ 1501

PVC A‘ 0.5 mg/ml 20°C 30 O 859
-

PVC A‘ 24 mg/ml 4°C 30 G 162

PVC 0.1 & 1 & 20 mg/ml 20°C 84 O 1021
-

PVC 1,25 & 12,5 mg/ml 2.8°C 105 G 110
-

PE A 0,36 mg/ml| 21°C-22°C| £ |48 @ 1520
o

PE A‘ 0,36 mg/ml 23°C 72 @ 1501
o

PE A‘ 0,36 mg/ml 4°C 72 @ 1501

PE A‘ 0,36 mg/ml poc| TP 48 @ 1520
s

POF A 02mgml|  23-27°C 28 O 3980
-

POF 20mgml|  23-27°C 28 G 3980
o

POF 02mgml|  23-27°C 3 O 3980

POF ‘ 20mgml|  23-27°C 28 G 3980

50 mg/ml 25°C 70 O 1155

El B 2 mg/ml e 2l (V) 31

El B 2 mg/ml 4°C s (V) 31

(%) 2,5 mg/ml 25°C 7 G 1469

(%) 2,5 mg/ml 4°C 7 O 1469

(%) 25 mg/ml 2-8°C 84 G 3670

& 25& 100 mg/ml 2.8°C 14 O 4578

& 25&100 mgml 21°C 14 G 4578

Stability of mixtures

T =R o] e e e e e e e

~o |
~ — D
> 00 3 B ==
6,25 mg/ml| 20°C-23°C Granisetron hydrochloride : 0,5 mg/ml 4 @ 57
El B 0,0279 mg/ml 23°C - _) Cytarabine : 0,442 mg/ml 48 @ 1661
2 | Cytarabine : 0,484 mg/ml
EIB ' 00314 mgm 230c| W@ | TYHATDIe memt 48 @ 1661
Hydrocortisone sodium succinate : 0,478 mg/m
- ine : 0,4 1
EIB ' 00581 mgmi 23oc| & |Cytarabine : 0477 me/ml 48 @ 1661
Hydrocortisone sodium succinate : 0,467 mg/m
EIB | 00542 mgmi 23°c| " | Cytarabine : 0,433 mg/ml i (M) 1661
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[] EIB | 00721 mgmi 230c| 2 | CYtarabine : 0479 me/ml 4 @ 1661
Hydrocortisone sodium succinate : 0,489 mg/m
D El B 0,0649 mg/ml 23°C -> Cytarabine . 0,431 mg/ml 48 @ 1661
Ii'l El B 00314 mg/ml 40 = |Cytarabine : 0,484 mg/ml 4 @ 1661
’ - Hydrocortisone sodium succinate : 0,478 mg m%
C‘I El B 0,0279 mg/ml 40C _) Cytarabine : 0,442 mg/ml 48 @ 1661
CI EIB | 00581 mgrmi gec| o | Cytarabine : 0477 me/ml 5 ) 1661
’ = Hydrocortisone sodium succinate : 0,467 mg, m?
G El B 0’0542 mg/ml 4°C ? Cytarabine . 0,433 mg/ml 48 @ 1661
CI El B 00721 mg/ml 4°C 2> | Cytarabine : 0,479 mg/ml 48 @ 1661
’ = |Hydrocortisone sodium succinate : 0,489 mg/ml
G El B 0,0649 mg/ml 4°C ? Cytarabine : 0,431 mg/ml 48 @ 1661
PVC ’ 0,5 & 6 mg/ml| 21°C-23°C * Ondansetron hydrochloride : 0,03 & 0,3 mg/mj¢ @ 184
A‘ | me/ml 250 2 |Hydrocortisone sodium succinate : 2 mg/ml o4 @ 1008
& = | Cytarabine : 4,1 mg/ml
5,3 mg/ml 24-26°C Methylprednisolone sodium succinate : 0,8 m gml @ 4641
3 mg/ml 24-26°C Methylprednisolone sodium succinate : 0,5 mg/ml @ 4641
3 mg/ml 24-26°C Hydrocortisone sodium succinate : 2,5 mg/ml , 4 @ 4641
6 mg/ml 24-26°C Hydrocortisone sodium succinate : 4 mg/ml | 5, @ 4641
RL | me/ml 5500 2 |Hydrocortisone sodium succinate : 2 mg/ml 4 @ 1008
g = | Cytarabine : 4,1 mg/ml
El B | mefml 950 2 |Hydrocortisone sodium succinate : 2 mg/ml 4 @ 1008
g = | Cytarabine : 4,1 mg/ml
@ 154 me/ml s°C ﬁ Methylprednisolone sodium succinate : 0,51 q%/ml @ 175
T e Cytarabine : 3,85 mg/ml

Factors which affect stability

ES

=

1155
1158
3731

*[ 1 mg/ mll]# W—:%

145
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= | i

301
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Compatibility

)
EL),

Methotrexate sodium : 15 mg/ml

D& | Niopuina s

Allopurinol sodium : 3 mg/ml
Z Methotrexate sodium 3637
. Methotrexate sodium 3637

@ P>
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Methotrexate sodium : 15 mg/ml

d

[ 3
Amifostine : 10 mg/ml
>? < > <' Methotr.exate sodium 3637
Cytarabine
10 Methotrexate sodium
ol 978
K '><' Cytarabine RL
Methotrexate sodium RL 739
Methotrexate sodium : 15 mg/ml ’ 91
Amphotericin B cholesteryl sulfate complex : 0.83 mg/ml
Methotrexate sodium : 15 mg/ml ’ 99
Aztreonam : 40 mg/ml
Methotrexate sodium : 0.4 mg/ml ’ 431
Cefalotin sodium : 1 mg/ml
>? < > <' Methotrexate. sodium . 3637
Chlorpromazine hydrochloride
W’J > <' Methotr.exate sodium : 0.2 mg/ml ’ 431
Kot Cytarabine : 0.4 mg/ml
Methotrexate sodium : 15 mg/ml 1415
Methotrexate sodium : 30 mg/ml 150
Asparaginase : 120 Ul/ml
5? < Methotrexate sodium 4154
Bleomycin sulfate
Methotrexate sodium : 30 mg/ml ‘ 150
41 | Ceftriaxone disodium : 100 mg/ml
Methotrexate sodium : 30 mg/ml ‘ 150
: Cyclophosphamide : 20 mg/ml
Methotrexate sodium : 30 mg/ml ‘ 150
Cytarabine : 0.6 mg/ml
D?C Methotrexate sodium 3580
Cytarabine
Methotrexate sodium : 30 mg/ml ‘ 150
@l | Daunorubicin hydrochloride : 0.52 mg/ml
o) > <' Methotrexate sodium : 30 mg/ml A 150
&8 | 48] | Dexamethasone sodium phosphate : 4 mg/ml
ﬁm Methotrexate sodium : 15 mg/ml % 301
Methotrexate sodium : 12,5 mg/ml A‘ 2262
Doripenem : 5 mg/ml
Methotrexate sodium : 25 mg/ml 763
Doxorubicin hydrochloride : 2 mg/ml
Methotrexate sodium : 30 mg/ml ‘ 150
@l | Doxorubicin hydrochloride : 0.4 mg/ml
Methotrexate sodium : 15 mg/ml ’ 251
| | Doxorubicin hydrochloride liposome peg : 0.4 mg/ml
> <' Methotrexate sodium : 25 mg/ml 763
v O Droperidol : 2,5 mg/ml
> <' Methotrexate sodium : 25 mg/ml 1088
48] Droperidol : 2.5 mg/ml
E? C > <' Methot.rexate sodium 3637
Droperidol
Methotrexate sodium : 30 mg/ml ‘ 150

Etoposide : 0.6 mg/ml
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Methotrexate sodium : 15 mg/ml

. ’ 1410
Etoposide phosphate : 5 mg/ml
Methotrexate sodium : 15 mg/ml ’ 244
Filgrastim : 30 ug/ml
Methotrexate sodium : 15 mg/ml ’ 492
Fludarabine phosphate : 1 mg/ml
[ﬁ] Methotre-xate sodium 3637
Fludarabine phosphate
W [R] Methotrexafte sodium 3474
Fluorouracil
Methotrexate sodium : 25 mg/ml 763
Fluorouracil : 50 mg/ml
W"% Methotrexafte sodium : 0.2 mg/ml ’ 431
4 Fluorouracil : 0.25 mg/ml
W [X] Methotrexz}te sodium 3637
Fluorouracil
Methotrexate sodium : 25 mg/ml 763
Folinate calcium : 10 mg/ml
Methotrexate sodium : 30 mg/ml A 150
Folinate calcium : 10 mg/ml
Methotrexate sodium : 25 mg/ml 763
Furosemide : 10 mg/ml
Methotrexate sodium : 25 mg/ml 1088
Furosemide : 10 mg/ml
Methotrexate sodium : 25 mg/ml A 91
Gallium nitrate : 1 mg/ml
Methotrexate sodium : 15 mg/ml A 1423
Gemcitabine hydrochloride : 10 mg/ml
Methotrexate sodium : 12.5 mg/ml A 57
Granisetron hydrochloride : 1 mg/ml
Methotrexate sodium : 25 mg/ml 763
Heparin sodium : 1000 UI/ml
Methotrexate sodium : 30 mg/ml A 150
Heparin sodium : 500 Ul/ml
W Metho'trexatf: sodium 3637
Heparin sodium
Methotrexate sodium : 1 & 3 mg/ml ’ 331
Hydroxyzine dihydrochloride : 0.5 mg/ml
[ﬁ] R} Metho?réxate sodium . 3637
Idarubicin hydrochloride
[;] R} Methotrexate sodium : 25 mg/ml A 491
L Idarubicin hydrochloride : 1 mg/ml
7@y | 77 | Methotrexate sodium : 30 mg/ml A
K '><' Ifosfamide : 36 mg/ml 150
Methotrexate sodium : 15 mg/ml A 1625
Lansoprazole : 0.55 mg/ml
Methotrexate sodium : 15 mg/ml Q 1925
Linezolid : 2 mg/ml
Methotrexate sodium : 15 mg/ml A 160
Melphalan : 0.1 mg/ml
Methotrexate sodium : 30 mg/ml A 150

Mesna : 1.8 mg/ml
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Methotrexate sodium : 25 mg/ml

v . . 763
Metoclopramide hydrochloride : 5 mg/ml
Methotrexate sodi
.; g ethotrexal e.so ium . 3637
Metoclopramide hydrochloride
q ;thht te sodium : 30 mg/ml
. ? otrexate sodium : mg/m ‘ 150
Midazolam hydrochloride : 5 mg/ml
.q ,. _. Methotre?xate sodium : j_’aO mg/ml ‘ 150
Nalbuphine hydrochloride : 10 mg/ml
% Methotrexate sodium : 0.,5 mg/ml ’ 184
Ondansetron hydrochloride : 0,03 mg/ml
% Methotrexate sodium : O.,S mg/ml ’ 184
Ondansetron hydrochloride : 0,3 mg/ml
( | | Methotrexate sodium : 6 mg/ml
% ethotrexate sodium .mg ’ 184
Ondansetron hydrochloride : 0,3 mg/ml
% Methotrexate sodium : 6. mg/ml ’ 184
Ondansetron hydrochloride : 0,03 mg/ml
% Methotrexate sodium : 1'5 mg/ml ‘ 334
Ondansetron hydrochloride : 1 mg/ml
Methotrexate sodium : 30 mg/ml ‘
% ethotrexate sodium . mg/m 150
Ondansetron hydrochloride : 2 mg/ml
Methotrexate sodium : 30 mg/ml ‘
% e f) 1.rexa e.so ium mg/m 150
Oxacillin sodium : 250 mg/ml
% Meth-otre).(ate sodium : 12,5 mg/ml ’ 1662
Oxaliplatin : 0,5 mg/ml
Methotrexate sodium : 15 mg/ml
% e.orexaeso ium mg/m ’ 85
Paclitaxel : 1.2 mg/ml
(2 | __ _. Methotrexate sodium : 30 mg/ml ‘ 150
2 Paracetamol : 200 mg/ml
\/ Methotrexate sodium : 15 mg/ml ’ 81
v Piperacillin sodium / tazobactam : 40/5 mg/ml
.; g f__ _. Methotrexa.lte sodium . 3637
Promethazine hydrochloride
(1 | _. __ Methotrexate sodium : 15 mg/ml Q 300
k2 Propofol : 10 mg/ml
.5 g 1_. __ MetFl(.)tl.rexate sodium' 3637
Ranitidine hydrochloride
Methotrexate sodium : 15 mg/ml ‘
% etho rexa.e sodium mg/m 335
Sargramostim : 10 ug/ml
Methotrexate sodium : 15 mg/ml
% e : 0 r.exa e sodium mg/m ’ 905
Teniposide : 0.1 mg/ml
Methotrexate sodium : 15 mg/ml
% e. otrexate sodium mg/m ’ 249
Thiotepa : 1 mg/ml
EéMtht te sodium : 30 mg/ml
@] w3 e orexalleso ium . mg/m ’ 150
N Vancomycin hydrochloride : 5 mg/ml
% M'ethotre?xate sodium : 25 mg/ml 763
Vinblastine sulfate : 1 mg/ml
Methotrexate sodium : 30 mg/ml ‘
% .e ? rf:xa e sodium mg/m 150
Vincristine sulfate : 0.1 mg/ml
( | | Methotrexate sodium : 0.008 mg/ml
% .e ? réxa e sodium mg/m ’ 431
Vincristine sulfate : 0.004 mg/ml
% Methotrexate sodium : 25 mg/ml 763

Vincristine sulfate : 1 mg/ml
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Q Methotrexate sodium : 30 mg/ml A 150
Vindesine sulfate : 0.1 mg/ml

Q Methotrexate sodium : 15 mg/ml A a4
Vinorelbine tartrate : 1 mg/ml

D Route of administration
ok N:zle
/B2 RONSHESE, BEC
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% Dictionary

Anticancer drug

injection

Tradename

Stability in solutions

'm  Container

&=

Molecule

[ ] Concentration

|
=D
+

Temperature

Lt | Storage

Duration of stability

‘\r’ Biosimilar

conflicting data

EE] | References

Glass

NaCl 0,9% or Glucose 5%

Protect from light

A¢
@ Hour

Sodium chloride 0,9%

O Day

N B>|kd

Light

RL | Ringer’s lactate solution El B/ Elliott’s B solution

2 |Not specified Polyvinyl chloride
Polyethylene Polyolefine

‘ Glucose 5% Polypropylen Syringe

‘ Water for Injection & None

Stability of mixtures Y |Solvent

E Compound Factors which affect stability
# Induces W"?c Degradation

% Parenteral nutrition (binary mixture) Compatibility

Compatible Unspecified incompatibility
Incompatible Precipitation after 1 hour
W"?@ Chemical instability .| Parenteral nutrition (with lipids)

Color change after 4 hours

Immediate precipitation

Color change

Precipitation after 2 hours

Route of administration

Intravenous

i 2 AN

Intravenous infusion

&~
N

\

Continuous infusion

Intramuscular

RNEE

Subcutaneous

Intra-arterial

-+ Intrathecal

Continuous subcutaneous infusion
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