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(Management of Colchicine Toxicity)

Colchicine Toxicity
(Toxic dose > 0.5 mg/kg, and lethal dose > 0.8 mg/kg) **

Resuscitation as indicated:

ABCDE approach Life-threatening

»  Decontamination: Gastric lavage and SDAC as indicated
** Avoid other drugs that ¢
have drug interactions
with colchicine as follows: ® Monitor BP, HR, RR, body temp, SpO,, EKG
-Antiviral drugs ® Adequate Intravenous fluid (especially in patient with vomiting and diarrhea)

+/- vasopressor
® Record I/O, keep urine output 0.5-1 mL/kg/h

-Clarithromycin

-Itraconazole,

Ketoconazole ‘

-Amiodarone, Diltiazem,

Verapamil MDAC: Activated charcoal 1 g/kg, then 0.5 g/kg g 2-4 hours for 3-5 days
-Statins, Fenofibrate, *

Gemfibrozil

-Immunosuppressive drugs: ® CBC, Electrolyte, BUN, Cr, UA stat, then g 24 hours
Cyclosporine ® Ca, Mg, P, Lactate, LFT, CPK if available

-Octreotide ® hsTnT or hsTnl, 12-lead EKG q 12 hours for 48 hours
-Ciprofloxacin ® |f ARDS, treat as indicated

-Carvedilol +

-Grapefruit juice

® Observe CVS collapse especially within 24-48 hours
® Observe neuro sign, seizure, GCS

® Notify Ramathibodi

Poison Center (RPC)
® Admit to isolated
Yes room

Bone marrow
suppression: leukopenia,
neutropenia,
thrombocvtopenia

No ® Bleeding precaution

® G-CSF: 5 mcg/kg/day
(or 300 mcg)
subcutaneous or IV
once daily or BID

Improved

Disposition:

® |f asymptomatic: observe for 24 hours

® |f mild symptoms (e.g., Gl only): observe for 48 hours, then
discharged, then follow-up next 3, 7 days to investigate CBC, UA,
CPK if available, if abnormal, renotify RPC
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Colchicine

Pharmacokinetics'?

® Absorption:
O Rapid absorption at jejunum, ileum
O Oral bioavailability 45%,
O Effect of food: Minimal effect
® Distribution:
O Protein binding (albumin): 39%
O Volume of distribution (Vd): 1300 to 1420 L or 5 to 8 L/kg (overdose: 21 L/kg)
® Metabolism:
O Hepatic: Partial via CYP3A4 and glucuronidation
O 2-O-demethylcolchicine: Major
O 3-O-demethylcolchicine: Major
O Substrate of CYP3A4
O Substrate of P-glycoprotein
® Excretion:
O Renal excretion: 40% to 65% unchanged
O Fecal excretion: Extensive
O Biliary excretion: Some
®  Elimination half-life: 9 53 108 Wit usidlu ESKD, cirhosis 81995143y 10 1wh
O Oral: 19 to 31.2 hours; young subjects, 24.92 hours; elderly subjects, 30.06 hours; elderly
men, 30 hours; elderly women, 34 hours
O Renal impairment, oral: 18.8 hours

Warning
® Pregnancy Category
O Fetal risk cannot be ruled out. (MDX)*
O Available human data from published literature on colchicine use in pregnancy over
several decades have not identified any drug-associated risks for major birth defects,
miscarriage, or adverse maternal or fetal outcomes.®

® Breast Feeding

O Micromedex®: Infant risk cannot be ruled out.”

O Colchicine is present in human milk.’

O No adverse events in breastfed infants in the published literature after administration of
colchicine to lactating women.’

O No data available on the effects of colchicine on milk production.’

O Consider developmental and health benefits of breastfeeding along with the mother’s
clinical need for the drug, and any potential adverse effects on the breastfed infant from
the drug or from the underlying maternal condition.’
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Toxic dose'
o 3nwilsa gout: >0.5 mg/kg Ine >0.8 mg/kg VilideTin

Toxicities'
® (Colchicine = Potent inhibitor of microtubule formation and function
0 Hufinsuiagaduuu mitosis
O Inhibit neutrophil, synovial cell release of chemotactic glycoprotein.
O Inhibit microtubule polymerization ylAAnEIN1Y191Uv8S inflammatory cell mediated,
chemotaxis, phagocytosis
Reduced expression of adhesion molecules on endothelial cell, WBC
danasio neutrophil cytokine production

© O O

Ju competitive GABA-A receptor antagonist
0 MAlASU massive overdose yl9ALAR microtubule breakdown
e 1flas97n Colchicine gn metabolism H1u CYP3Ad fiiu nlé¥ueniliiu CYP3Ad inhibitor agsilyt
CYP3AG vhauamas 39Vl colchicine Simdolusnsneinniuiain toxicity (15197 1)
e 1ila391n Colchicine n P-glycoprotein (P-gp) eMdneanangeneg sethy mnnleFuendilu p-
alycoprotein inhibitor az¥il¥inde Colchicine widslusnamennnduiain toxicity (319 1)

Clinical manifi ions and toxicities'
® Phase 1 (F3lasdl 0-24):
O Gl initation (A&l 0138 TB3329)
O Peripheral leukocytosis (WBC > 30,000 cell/mm?)
® Phase 2 (3ufl 1-7)
O Sudden death I§f TnglanzaensBeag 24-48 Falaausn
O CQVS effect: hemodynamic instability, dysrhythmia
O Hematology effect:
®  Bone marrow suppression: Leukopenia (<1,000 cell/mm?), neutropenia,
pancytopenia, thrombocytopenia
B Sepsis, septic shock
Metabolic effect: Electrolyte imbalance
Renal effect: AKI
Musculoskeletal effect: Rhabdomyolysis
Neurologic effect: Seizure, encephalopathy
Gl effect: Liver injury, pancreatitis
Respiratory effect: ARDS
O Multiorgan failure, DIC, hemorrhage

O O O O O O

® Phase 3 (1NN 7 )
O Alopecia lngoranuadlgdadueniiii 2-3
O Myopathy, neuropathy, myoneuropathy
O lnggUiee1a recovery vive Ld8In

Lo o 4 @ v o o o day o o . e aa ¢ v PR
LanmﬁuwmwamummauaLLuﬂuﬂﬁ@LLaiﬂm msanaula LwﬂwmﬁﬂwﬂuaﬂwLmaﬁm‘uuagﬂu@aﬂwuwmLLWWJLGW?J@JI“ULUMMM

Ver.1: 3 December 2024

3/8



LY a a =
AUGNYINYITIUITUN
AN UNNEANERSINETUIAIIWBUR U Inedeuiing
21A1sgluwad auugluriy nsnnAIUAS 10300 @erIu 1367 Insans 0-2201-1084

RAMATHIBODI POISON CENTER
Faculty of Medicine Ramathibodi Hospital, Mahidol University
Sukho Place Building, Sukhothai Rd., Bangkok 10300 Hotline 1367

Treatment'
® wvgne Colchicine
o vAndesnsldeduniisunsiBersenineen (drug interaction) fuen Colchicine (915841 risk-benefit
Y9In1319e1)

® Decontamination
O Gastric lavage dnAumnelu 1 Falua
® Enhanced elimination
O Multiple dose activated charcoal (MDAC) w31 colchicine & enterohepatic recirculation
O Hemodialysis, hemoperfusion laiau15a remove @seenls 1wz large volume of
distribution (Vd) ustannsevildifiesnwnie renal failure.
O Whole-blood or plasma exchange: ffindngulsiifisswediazsi usenafiansanasslimnlesy
lethal dose
o  TimsineuuulszAulszaes:
O Airway: 618 guamadumelalilds viietenssunseiiansanldvietiemela
O Breathing: oxygen supplement or ventilation support
O Circulation:
" Funme1n1s sudden CVS collapse Feonaiotunelu 24-48 Faluausn
®  Monitor BP, HR, RR, body temperature, SpO», EKG
®  Adequate IV fluid Lﬂja\‘iﬁ]”lﬂél'ﬂwﬁ nausea, vomiting, diarrhea lagls crystalloid 3o
balanced crystalloid solution (e.g. Lactated Ringer's solution, Acetated Ringer's
solution) LfiAss¥AY Urine output 0.5-1 mL/kg/h
®  Vasopressor
" jenanld iiean oxysen demand
" {191n155USE WAV IABP, ECMO
O Neurology:
®  Observe neurologic signs, seizure, GCS
o thilrduldenideu: TWerannisendeu i Domperidone, Ondansetron
O 1l sepsis %30 septic shock 111 empirical antibiotics AmMuAULMINZ L
® {1 Bone marrow suppression: leukopenia, neutropenia, thrombocytopenia
o wnfiame neutropenia sz Simsinite Taelvegluesuasaide (@il) way contact
precaution
O Bleeding precaution
O  #H915aul¥i Granulocyte colony-stimulating factor (G-CSF)
B Filgrastim L% Neupogen®
® 5 mcg/kg/day subcutaneous (SC) %38 intravenous (IV) once daily or BID
11919 300 mcg SC or IV once daily or BID
e nfinnag thrombocytopenia %3e coagulopathy 819MaNA8IN5EN
subcutaneous
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® |nvestigation:
O Hematology effect:
®  (CBCG, PT, INR, PTT
" Peripheral blood smear (PBS)
B |f suspected DIC #915841d4 Fibrinogen
O Metabolic effect: Electrolyte, Ca, Mg, P, Lactate
O Renal effect:

B BUN,Cr
= UA
O CVS effect:

" hsTnT or hsTnl
B 12-lead EKG
O Musculoskeletal effect: CPK
O Gl effect:
U U=
B Serum lipase, amylase f@dd® pancreatitis
O Respiratory effect:
" CXR
®  ABG if suspected pulmonary edema or ARDS
® Antidote
O Colchicine-specific antibody (Anti-colchicine Fab fragments): falsifiinsgmunelulneg

Abbreviation: ABG = arterial blood gas, AKI = acute kidney injury, ARDS = acute respiratory distress syndrome, BP = blood pressure, BUN
= blood urea nitrogen, CPK = creatine phosphokinase, Cr = creatinine, CVS = cardiovascular system, CXR = chest radiograph, DIC =
disseminated intravascular coagulation, EKG = electrocardiogram, ECMO = extracorporeal membrane oxygenation, GCS = Glasgow coma
scale, G-CSF = granulocyte colony-stimulating factor, Gl = gastrointestinal, h = hour, HR = heart rate, hsTnl = high-sensitivity troponin |,
hsTnT = high-sensitivity troponin T, IABP = intra-aortic balloon pump, INR = international normalized ratio, LFT = liver function test, PT
= prothrombin time, PTT = partial thromboplastin time, RR = respiratory rate, UA = urinalysis.
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A151991 1 dURSASEITEWINNe (drug interaction) Colchicine Au1dUIOD 1M1 (Remsnanidesnslasmiv

Colchicine v3aldvaigiiniie Colchicine overdose %#3alnaLAeaay overdose

)2—4

o a Y
YUNDINYINYINY

gl lneiiavin

(Contraindication)

HIMATUATATHITUL TGS
(Major)

By BUATATEITULT
41unane (Moderate)

HIMAIUATATLITULT
o8 (Minor)

Antiviral drugs

Atazanavir
Cobicistat
Darunavir
Nirmatrelvir
Ritonavir
Telaprevir
Tipranavir

Interferon alfa-2a

Antimicrobial drugs

Clarithromycin* (Fatal in
chronic kidney disease)
Erythromycin*

Abametapir

Antifungal or
antiparasitic drugs

ltraconazole
Ketoconazole'
Levoketoconazole
Posaconazole

Fexinidazole
Isavuconazonium sulfate

Cardiovascular drugs

Amiodarone’
Diltiazem*"
Dronedarone
Ranolazine
Verapamil*'

Digoxin
Reserpine

Lipid Lowering drugs

Atorvastatin'
Lovastatin®
Pitavastatin'
Pravastatin®
Rosuvastatin®
Simvastatin®
Bezafibrate”
Ciprofibrate®
Clofibrate®
Fenofibric acid, Fenofibrate
Gemfibrozil

+

Fluvastatin

Immunosuppressive
drugs

Cyclosporine’
Sunitinib

Abrocitinib
Adagrasib
Asciminib
Avacopan
Capmatinib
Elacestrant
Erdafitinib
Fedratinib
Gilteritinib
Ivacaftor
Neratinib
Nirogacestat
Palbociclib
Selpercatinib
Sotorasib
Tacrolimus
Venetoclax

Endocrine drugs

Conivaptan

Lanreotide
Octreotide

Psychiatric drugs

Daridorexant
Vilazodone
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guieinvfeaiu | erivwlilaeiievin giifisumsizenTuusge giiisunsizenguULsY | Bniilsunsizensuuse
(Contraindication) (Major) U1unans (Moderate) | fioe (Minor)
Neurologic drugs Fosnetupitant
Lasmiditan
Netupitant
Phenobarbital
Sodium
phenylbutyrate/Taurursodiol
Dermatologic drugs Berotralstat
Gastrointestinal Vonoprazan
drugs
Hematologic drugs Mitapivat Cyanocobalamin
L-methylfolate
Strong CYP3A4 Boceprevir
inhibitors* Ceritinib
Idelalisib
Indinavir
Josamycin
Lonafamib
Lopinavir
Mibefradil
Mifepristone
Nefazodone
Nelfinavir
Ribociclib
Saquinavir
Telithromycin
Troleandomycin
Tucatinib
Voriconazole
Moderate CYP3A4 Amprenavir
inhibitors* Aprepitant
Cimetidine
Ciprofloxacin
Clofazimine
Crizotinib
Diltiazem
Duvelisib
Fluconazole
Fluvoxamine
Fosamprenavir
Imatinib
Letermovir
Nilotinib
Schisandra sphenanthera
Treosulfan
Voxelotor
P-glycoprotein Amiodarone
inhibitors Carvedilol
Flibanserin
Lapatinib
Quinidine
Vemurafenib
k] Grapefruit juice*

* CYP3A4 inhibitor

1 P-glycoprotein inhibitor
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+ M3TAT2AUAMUTUUIY (Severity) 81989310 Micromedex® tnsuuadu:

- niivhuldsauu (Contraindicated) ianedls Drugs are contraindicated for concurrent use.

- mﬁﬁé’umﬁ%mjmmgq (Major) %184 Interaction may be life-threatening and/or require medical
intervention to minimize or prevent serious adverse effects.

- mﬁﬁé’umiﬁ%mjmmﬂ’mﬂmﬂ (Moderate) 118814 Interaction may result in exacerbation of the
patient's condition and/or require an alteration in therapy.

- mﬁﬁé’umﬁ%mgumﬁﬁaa (Minor) #1888 Interaction would have limited clinical effects.
Manifestations may include an increase in the frequency or severity of the side effects but
generally would not require a major alteration in therapy.
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