
e-Table 3. Results for Secondary Outcomes Reported in Less Than 3 Trials. The table further includes a qualitative review of 4 

studies reporting on AZM’s effect on exercise tolerance/endurability using very different measurements precluding pooling of 

results. 
 

Side Effect 

 
Study  

(Author, Year) 

 Acetazolamide  Placebo     

   %  Yes /N  %  Yes /N  Comment  

 Hypokalemia  tenHove 2016  5  4 /86  0  0 /79  

Average acetazolamide dose was 2.5g (range 0-

4g); the hypokalemia cases took acetazolamide 

1.25-4g and concomitantly used 

Valsartan/Hydrochlorothiazide; 

No renal adjustment, no potassium 

supplementation. Follow up period was 

relatively long at 180days 

 

   Vahedi 2002  4  1 /26  0  0 /27  
Acetazolamide 500mg/day x90days to patients 

with migraines. No renal adjustment; potassium 

given as needed for hypokalemia 

 

 Nephrolithiasis  tenHove 2016  2  2 /86  0  0 /79  

Average acetazolamide dose was 2.5g (range 0-

4g); the 2 case with renal stones received 2.25-

3g and 3.25-4g, respectively. Follow up period 

was relatively long at 180days. 

 

 Vomiting  tenHove 2016  14  12 /86  4  3 /79  

Average acetazolamide dose was 2.5g (range 0-

4g). Vomiting occurred similarly across different 

dose ranges (0-1g 5, 1.25-2g 1, 2.25-3g 3, 3.25-

4g 3). Follow up period was relatively long at 

180days. 

 

   
Collier 2016 

(Study #3) 
 5  1 /21  0  0 /21  

Acetazolamide 500mg/day x1dose in healthy 

volunteers. 
 

 Anorexia  tenHove 2016  7  6 /86  0  0 /79  

Average acetazolamide dose was 2.5g (range 0-

4g). Anorexia occurred at lower dose ranges (0-

1g 2, 1.25-2g 4). Follow up period was relatively 

long at 180days. 

 

   Fishman 1989  8  1 /12  0  0 /12  Acetazolamide 500mg x14days for retinitis 

pigmentosa 
 

 Transaminitis (requiring 

hospitalization) 
 tenHove 2016 

Wall 2014 
 2  1 /86  0  0 /79  

Average acetazolamide dose was 2.5g (range 0-

4g). Case with transaminitis received 4g/d; 

subject was admitted and acetazolamide 

stopped. In addition there were some cases of 
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temporary transaminitis that resolved with 

temporarily withholding study drug (5 in 

acetazolamide vs 4 in placebo group). “No 

participant required additional medication as 

result of abnormal lab value” 

 Chest Pain  Gulsvik 2013  3  1 /35  0  0 /35  

Acetazolamide 750mg/day x ~5days in patients 

hospitalized for acute respiratory failure + 

metabolic alkalosis; “patients were severely ill 

and received numerous co-medications, so the 

relationship to the use of acetazolamide is 

difficult to assess” 

 

 Palpitations  Chow 2005  20  4 /20  20  4 /20    

 Increased Expectorations  Gulsvik 2013  3  1 /35  0  0 /35  

Acetazolamide 750mg/day x ~5days in patients 

hospitalized for acute respiratory failure + 

metabolic alkalosis; “patients were severely ill 

and received numerous co-medications, so the 

relationship to the use of acetazolamide is 

difficult to assess” 

 

 Cough  Chow 2005  10  2 /20  5  1 /20  Acetazolamide 500mg/day x 2days for AMS 

prevention. Extensive active query of specific sx. 
 

   Basnyat 2003  23  17 /74  21  17 /81  Acetazolamide 250mg x2.5d to prevent AMS. 

Listed under symptoms “suggestive of infection” 
 

 Hyperuricemia  Vahedi 2002  4  1 /26  0  0 /27  Acetazolamide 500mg/day x90days to patients 

with migraines. No renal adjustment. No gout. 
 

 Excitement  Chow 2005  5  1 /20  5  1 /20  Acetazolamide 500mg/day x 2days for AMS 

prevention. Extensive active query of specific sx. 
 

 Slight disorientation  Fishman 1989  8  1 /12  0  0 /12  
Acetazolamide 500mg x 14days in patients with 

retinitis pigmentosa. Case complained of 

“fatigue and slight disorientation”. 

 

 Irritability  Chow 2005  10  2 /20  10  2 /20  Acetazolamide 500mg/day x 2days for AMS 

prevention. Extensive active query of specific sx. 
 

 Nervousness  Chow 2005  10  2 /20  0  0 /20  Acetazolamide 500mg/day x 2days for AMS 

prevention. Extensive active query of specific sx. 
 

   Whitcup 1996  5  2 /40  3  1 /37  
Acetazolamide 1000mg/day x30days in patients 

with macular edema. Extensive active query of 

specific sx. 
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 Back Pain  Whitcup 1996  3  1 /40  0  0 /37  
Acetazolamide 1000mg/day x30days in patients 

with macular edema. Extensive active query of 

specific sx. 

 

 Myalgia/Joint Pain  Whitcup 1996  10  4 /40  3  1 /37  
Acetazolamide 1000mg/day x30days in patients 

with macular edema. Extensive active query of 

specific sx. 

 

 Leg Cramps  Whitcup 1996  3  1 /40  0  0 /37  
Acetazolamide 1000mg/day x30days in patients 

with macular edema. Extensive active query of 

specific sx. 

 

   Farber 1994  3  1 /37  0  0 /34  
Acetazolamide 1000mg/day x30days in patients 

with Chronic Iridocyclitits. Active query of 

specific sx. 

 

 Otalgia  
Collier 2016 

(Study #3) 
 10  2 /21  0  0 /21  

Acetazolamide 500mg/day x1dose in healthy 

volunteers. 
 

 Visual Disturbances  Zell 1988  29  2 /7  0  0 /8  Acetazolamide 500mg x 4days for prevention of 

AMS 
 

 Nose Bleed  Zell 1988  14  1 /7  0  0 /8  Acetazolamide 500mg x 4days for prevention of 

AMS (epistaxis occurred “after” the trip) 
 

 
Peripheral Sensory 

Neuropathy 
 Newton 2002  17  2 /12  0  0 /10  

Acetazolamide was titrated based on renal 

function (mean dose ~918mg/day); patients had 

underlying HIV and were critically ill with 

cryptococcal meningitis, receiving concomitantly 

Amphotericin 

 

 Death  Newton 2002  17  2 /12  0  0 /10  

Acetazolamide was titrated based on renal 

function (mean dose ~918mg/day); one case 

died after severe metabolic acidosis, the other 

after visual loss; patients had underlying HIV and 

were critically ill with cryptococcal meningitis, 

receiving concomitantly Amphotericin which can 

cause also metabolic acidosis 

 

 Metabolic Acidosis  Newton 2002  17  2 /12  0  0 /10  

Acetazolamide was titrated based on renal 

function (mean dose ~918mg/day), patients had 

underlying HIV and were critically ill with 

cryptococcal meningitis, receiving concomitantly 

Amphotericin which can cause also metabolic 

acidosis 
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   Gulsvik 2013  8  3 /38  0  0 /35  

Acetazolamide 750mg/day x ~5days in patients 

hospitalized for acute respiratory failure + 

metabolic alkalosis; “three patients … were 

withdrawn … because pH fell below the 

predetermined safety limit of 7.3” 

 

 Allergic Reaction  
tenHove 2016 

Wall 2014 
 2  1 /86  0  0 /79  

Average acetazolamide dose was 2.5g (range 0-

4g). Case with allergic reaction of unknown 

origin was judged as possibly related to 

acetazolamide and received 2.5g/d. 

 

 Decreased kidney function  tenHove 2016  2  1 /86  0  0 /79  

Average acetazolamide dose was 2.5g (range 0-

4g). Case with decreased kidney function 

received 4g/d; Acetazolamide was ?temporarily 

suspended. Did not “require additional 

medication as result of abnormal lab value” 

 

 Leukonychia  Burtscher 2002  13  2 /15  0  0 /15  

30 Subjects were randomized to AZM 125mg 

x2doses vs placebo just before arrival to high 

altitude; 2 subjects in AZM group vs 5 in placebo 

group took naproxen for headache at high 

altitude (3480m); both subjects who received 

AZM+Naproxen showed leukonychia (white 

bands over all fingernails) at examination 8 

weeks later; these subjects were otherwise 

healthy and did not experience any issues other 

than the headache at altitude thus the authors 

conclude that it is likely the interaction of 

AZM+Naproxen at high altitude 

 

 Neurocognitive Dysfct  Weng 2013    na     na   

Based on various neurocognitive tests AZM 

subjects seemed to do worse than placebo 

patients (all of which were brought to high 

altitude); AZM was given at 250mg/day for 4 

days 

 

   Faull 2015    na     na   

Brain function as measured by prosaccadic 

latency was worse in healthy subjects on AZM 

500mg/d x 3days brought to altitude (vs no 

change in placebo) 

 

 
Decreased Exercise 

Tolerance/Endurance 
 Bradwell 2014    na     na   

Exercise tolerance measured in various ways 

including drop in SpO2, ability to complete 

exercise, and perceived exercise difficulty was 
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worse in healthy adults on AZM 500mg/d x3d 

brought to altitude 

   Faoro 2007    na     na   

Healthy subjects brought to high altitude were 

randomized to AZM 750mg/d x1d; there was NO 

change in exercise capacity as measured via 

various physiologic measures including max O2 

uptake and arterial oxygen saturation during 

moderate exercise; ventilatory efficiency 

measured as ventilation/CO2 output was 

decreased (similar to Laland 2009) 

 

   Fulco 2006    na     na   

AZM 750mg/day x2days reduced exercise 

endurance (time to exhaustion; dynamic knee 

extensions) at sea-level but not simulated 

altitude 

 

   Garske 2003    na     na   

Healthy subjects on AZM 1000mg/d x5days had 

decreased exercise capacity as measured by 

maximum power achieved, and had increased 

perception of leg fatigue 

 

 
Decreased Ventilatory 

Efficiency 
 Lalande 2009    na     na   

Following 18h hypoxic exposure (simulating 

4300m) 15 subjects exercised for 10min at 

submax capacity on AZM 125mg vs Placebo; 

AZM increased ventilation, but reduced 

ventilatory efficiency measured as 

ventilation/CO2 output 

 

 

Decreased Tendon Tap 

Reflex / Impairment of 

synaptic transmissions 

 Brechue 1997    na     na   

AZM 750mg/d x1day reduced isometric force 

and peak to peak electromyographic (EMG) 

amplitude (1.38 mV to 0.83 mV), while 

increasing EMG latency associated with a 

unilateral Achilles tendon-tap. Motor nerve 

conduction velocity and maximal voluntary 

isometric torque (knee extensors) were 

unaltered. The authors concluded that “These 

data suggest that inhibition of the tendon-tap 

reflex and associated isometric force, following 

ACZ, is related to impairment of synaptic 

integrity between la fibers of the muscle spindle 

and the alpha motor neuron and not impairment 
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of the muscle spindle or force-generating 

capacity.” 

 Decreased color vision  Leys 1996    na     na   

After single dose AZM 500mg subjects were less 

sensitive to a blue-green light. The authors 

concluded that “Acetazolamide alters the 

sensitivity of one or more cone populations, 

probably the carbonic anhydrase-containing 

cones. The sensitivity loss is reversible and does 

not appear to be clinically significant.” 

 

                 

Abbreviations: AMS = Acute Mountain Sickness, AZM = Acetazolamide, Sx = Symptoms. 

 

In addition, several studies reported headaches, but in general this was part of the outcome (usually Acute Mountain Sickness) and 

thus improved with Acetazolamide therapy, thus these data were excluded. 
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