	Enteral alternative
	Oral bioavailability (%)
	T max (hours)
	Safety comparing with IV form
	Efficacy comparing with IV form
	Recommendation for IV to PO switch

	Analgesics

	Acetaminophen
	63-89
	0.5-1 
	IV form associated with higher incidence of hypotension [1]
	Comparable analgesic and antipyretic effects in critically ill patients [2]
	




Except in severe pain requiring rapid titration


	Ibuprofen
	80-100 [3]
	1.5 
	Comparable
	Enhances Recovery After Surgery guidelines recommend the oral rather than IV route for NSAIDs [4]
	

	Nefopam 
	36 [5]
	0.5-1 
	Comparable
	No evidence of IV superiority
	

	Tramadol
	70-90
	2 
	Comparable 
	Comparable analgesic efficacy between oral and intravenous formulations in non-critical populations [6]
	

	Morphine sulphate 
	30
	2-4 
	Comparable
	Enteral formulation recommended as soon as the gastrointestinal tract is functional and pain control is stable [7] 
	

	Gastrointestinal medications

	Esomeprazole
	77
	2-2.5 
	Comparable, including C. difficile infection and ventilator-associated pneumonia [8]
	No evidence of IV superiority
for ulcer prophylaxis or prevention of rebleeding after successful endoscopic therapy [9, 10] 
	Except in high-risk upper gastrointestinal bleeding (Forrest Ia to IIb ulcers)

	Ondansetron
	60
	1.5 
	Comparable 
	No evidence of IV superiority.
Similar clinical outcomes between oral and IV in context of postoperative nausea and vomiting [11]
	


Except in patients with active vomiting


	Metoclopramide
	80
	1 [12]
	Comparable
	No evidence of IV superiority.
Comparable efficacy in context of chemotherapy [13]
	

	Phloroglucinol
	42 [14]
	0.67-1
	Comparable  
	Comparable efficacy between oral and parenteral formulations in reducing pain and spasm in non-ICU populations [14]
	

	Psychotropic medications

	Diazepam
	80-100
	0.5-1.5
	Comparable
	Enteral benzodiazepines are effective alternatives for the management of agitation, anxiety, alcohol withdrawal, delirium tremens and seizure prophylaxis [15] [16]
	Except in status epilepticus or severe acute agitation

	Clonazepam
	90
	1-4
	Comparable
	
	

	Hydroxyzine
	80
	2 
	Comparable 
	Enteral hydroxyzine may represent a viable alternative to intravenous sedatives for light sedation [17] 
	

	Haloperidol
	60-70
	2-6 
	IV administration increases the risk of cardiac adverse effects [18]
	Psychiatric expert consensus guidelines recommend prioritizing oral formulations over intramuscular routes whenever possible [18]
	

	Tiapride
	75
	1 
	
	
	

	Chlorpromazine
	10-69 [19]
	0.25-0.5 
	
	
	

	Amitriptyline
	25-50
	6 
	Serious adverse events, including cardiac arrhythmias, have been reported following IV administration [20]
	No superiority of the IV route over oral administration has been demonstrated for neuropathic pain, postoperative pain or major depression [20] [21]
	

	Clomipramine
	35-65 
	4 [22]
	Comparable
	
	

	Antiepileptic medications

	Levetiracetam
	100
	1.3 
	Comparable 
	Comparable efficacy profiles [23] [24] [25] [26] [27]

Antiepileptic residual monitoring may be particularly valuable 
	Except in status epilepticus 


	Lacosamide
	100
	0.5-4
	Comparable
	
	

	Sodium valproate
	100
	1-4
	Comparable
	
	

	Phenobarbital
	80
	8 
	Comparable
	
	

	Brivaracetam
	100
	0.25-3
	Comparable
	
	

	Cardiovascular medications

	Lercanidipine 
	100
	1.5-3
	Comparable
	Current guidelines recommend oral route whenever feasible [28] [29]. 
No superiority of the IV route [30]
	Except in hypertensive emergencies [28] [29]

	Extended release urapidil 
	63-80 
	4-6
	Comparable
	
	

	Furosemide
	65
	1
	Comparable
	No evidence of IV superiority [31].
Double the oral dose
	Except in acute heart failure [31]


	Bumetanide
	95
	0.5
	Comparable
	Can be used alternatively to furosemide in current guidelines [32]
	

	Acetazolamide
	100 [33]
	2-4  [33]
	Comparable
	Initial correction of diuretic-induced alkalosis may be more rapid with IV form [34]
	

	Amiodarone
	30-80
	3-7
	Comparable
	No evidence of IV superiority
	Except in emergency atrial fibrillation cardioversion with hemodynamic instability [35]

	Acetylsalicylic acid
	<60 
	0,5-0,67
	Comparable
	[bookmark: _Hlk230274758]No difference in clinical outcomes in context of acute coronary syndrome [36]. Current guidelines recommend oral route whenever feasible (platelet inhibition obtained more rapidly) [37]
	

	Labetalol
	25
	1-2
	Comparable
	Current guidelines recommend oral route whenever feasible (including early acute coronary syndrome management to reduce risk of reinfarction and ventricular arrhythmias) [38]
	

	Propranolol
	25 [39]
	1-4
	Comparable
	
	

	Atenolol
	50
	3 [40]
	Comparable
	
	

	Corticosteroids et immunosuppressants

	Prednisolone
	82-89
	1,5-2,3
	Comparable
	Oral prednisolone was not inferior to IV prednisolone In COPD exacerbation [41] or in asthma [42] or in inflammatory disease flares [43]
	Except High-dose bolus for acute inflammatory conditions

	Dexamethasone
	>80 [44]
	1-2
	Comparable
	No evidence of IV superiority
	Except in meningitis, Shock

	Hydrocortisone
	100 [45]
	1
	Comparable
	No evidence of IV superiority
	Except in Shock, adrenal crisis

	Mycophenolate mofetil
	94
	1 [46]
	Comparable 
	Equivalent efficacy, even in the immediate period after transplant [47] 
Therapeutic drug monitoring is necessary
	Except within 24h after solid organ transplantation

	Tacrolimus
	20-25
	1-3
	IV form carries a higher risk of nephrotoxicity, neurotoxicity and anaphylactoid reaction  [48] 
	Comparable efficacy profiles
but oral administration is associated with higher variability in tacrolimus concentrations in comparison to IV administration [48]
Therapeutic drug monitoring is necessary
	Except within 24h after solid organ transplantation

	            Antimicrobials
	For all antimicrobials: except in shock or in the initial phase of a severe infections#

	Antibiotics

	Amoxicillin
	70
	1-2
	Comparable 
	Switch is recommended#
Comparable efficacy between oral amoxicillin-clavulanate and IV third-generation cephalosporin in non-ICU pneumonia [49]. In ICU patients with infection who improved after 72 hours, switching was associated with similar tolerability and mortality [50]
Beyond 9 g/day, IV administration should be prioritized
	

	Amoxicillin-clavulanic acid
	70 [51]
	0.75-2
	
	
	

	Sulfamethoxazole-trimethoprim
	90 [52]
	2-4
	Comparable 
	Switch is recommended#
Doses should be adjusted according to the expected MIC [53]
	

	Ciprofloxacin
	70-80 
	1-2
	Comparable
	Switch is recommended#
In ICU patients with infection who improved after 72 hours, switching was associated with similar tolerability and mortality [50]. 
With Staphylococcus aureus or Pseudomonas aeruginosa, higher dosages than 750 mg should be given [54]
	

	Levofloxacin
	100
	1-2
	Comparable
	
	 

	Linezolid
	100
	1.5-2.2
	Comparable
	Switch is recommended#
Comparable microbiological and clinical effectiveness between oral and IV administration [55]
	

	Clindamycin
	90
	1 
	Comparable
	Switch is recommended#
Specific clinical outcome data in the ICU setting are lacking.
	

	Doxycycline
	73-93 [56]
	2-4
	Comparable
	Switch is recommended#
Comparable efficacy profiles in Neuroborreliosis [57]
	

	Metronidazole
	100
	1-3
	Comparable
	Switch is recommended#
	

	Antituberculosis drugs

	Rifampicin
	100
	2-3
	Comparable
	Switch is recommended# 
Enteral nutrition and ICU conditions may reduce the drug’s absorption [58] [59].
Therapeutic drug monitoring is necessary 
	Except during the first 2 weeks of neuro-meningeal tuberculosis 

	Isoniazid
	100 [60]
	1-2
	Comparable
	
	

	Ethambutol
	75-80
	2-3
	Comparable
	
	

	Antiviral therapy

	Acyclovir
	54
	0.75-3
	Comparable
	French guidelines recommend oral antiviral therapy for primary episodes and recurrent genital or orofacial herpes simplex infections in immunocompetent patients. Specific clinical outcome data in the ICU setting are lacking.
Therapeutic drug monitoring can be performed
	

	Valgancyclovir 
	40–60 
	1-2
	Comparable
	No evidence of IV superiority 
	

	Antifungal therapy

	Fluconazole
	90 
	0.5-1.5
	Comparable
	Switch is recommended  in candidiasis infections after 5 days [61] 
	

	Posaconazole
	10-17 (fasted conditions) 
49-59 (fed conditions) [62]
	4-5
	Comparable
	Possible subtherapeutic systemic concentrations in ICU patient with oral form [63] [64]
Therapeutic drug monitoring is necessary 
	

	Voriconazole
	96
	1-2
	Potential accumulation and toxicity of sulfobutylether-β-cyclodextrin with IV formulation in patient with kidney failure.
	Enteral nutrition may reduce the drug’s absorption. Variability in antifungal target attainment among critically ill patients [65] [66]
Therapeutic drug monitoring is necessary 
	

	Isavuconazole
	98
	2-3
	Comparable
	In critically ill patients, interindividual pharmacokinetic variability and suboptimal drug exposure have been observed. [67] [68]
Therapeutic drug monitoring is necessary and higher enteral dosing regimens should be considered at treatment initiation 
	

	Other

	Cetirizine
	93 
	0.9 
	Comparable 
	Comparable efficacy profiles [69] [70]
	

	Desmopressin   
	Intranasal: 10
Oral: 0.25 [71]

	Intranasal:1Oral: 0.5-2 
	Higher Risk of hyponatremia with IV forms [71] [72]
	Similar efficacy between forms [71] [73]. 
Use different dosage between form (30-time higher in oral form)
	Except in central diabetes insipidus in head trauma or surgery [74]


	Vitamins and electrolytes

	Thiamine
	70-90 [75]
	1-5 [76]
	Comparable
	Comparable efficacy profiles [75]
	

	Nicotinamide (vitamin B3/PP)
	>90 [78]
	1-2 [78]
	Comparable [79]
	Comparable efficacy profiles [79]
	

	Potassium
	85-95 [80]
	1 [81]
	Comparable [82]
	Comparable efficacy profiles [82]
	Without severe, symptomatic, or life-threatening deficiency requiring rapid correction



	Phosphate
	60-90 [83]
	1-3 
	Comparable [83–85]
	Comparable efficacy profiles [83–85]
	

	Magnesium 
	24-76 
	NR
	Comparable [84]
	Comparable efficacy profiles [84]
	

	Calcium
	20-40 [86]
	2 [87]
	Comparable
	No evidence of IV superiority
	



Table S2. Pharmacokinetic characteristics, comparative safety and efficacy, and recommendations for intravenous-to-enteral switching with bibliographic references 
Safety and efficacy comparing with IV form: data summarised in this table are derived from published studies, a substantial proportion of which were not conducted in critically ill patients. only data reporting differences in tolerability or safety between intravenous (IV) and enteral/oral formulations are presented. This table should therefore be read as a synthesis of the best available indirect evidence and not as evidence of safety in critical illness.  Recommendations: Based on available pharmacokinetic, safety, efficacy, and guideline data, medications were classified into two categories: in green : ready for IV-to-enteral substitution, indicating medications that can generally be switched in clinically stable patients with preserved gastrointestinal, in orange : requires monitoring before substitution, indicating medications for which enteral administration is feasible but requires therapeutic drug monitoring and/or close clinical assessment because of variable pharmacokinetics (orange in the table) .Abbreviations: NA: not available, IV: intravenous; Tmax: time to peak concentration. 

# The French Infectious Disease Society, in collaboration with the French Clinical Pharmacy Society and the Infection Prevention and Antibiotic Resistance Network, has recently proposed a structured algorithm to guide the switch to oral antibiotic therapy: https://documentation-forum.preventioninfection.fr/Record.htm?Record=19135054124919532369&confirm=on
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