

Modafinil ORM Review

ORM Constraints:


· FS supervised ground testing (2 part?)

· FS properly educated and trained

· 100 to 200 mg q 8 hrs prophylaxis

· No poly-pharmacy

· Multiplace (( 3 G) aircraft use only (TTB)

· Phased cockpit multi – single

	
	Risk Matrix
	
	Probability

	
	
	
	A. Frequent
	B. Likely
	C. Occasional
	D. Seldom
	E. Unlikely

	Severity
	Catastrophic
	I
	Extremely High
	 
	 
	 
	 

	
	Critical
	II
	 
	High
	 
	 
	 

	
	Moderate
	III
	 
	 
	Med
	 
	 

	
	Negligible
	IV
	 
	 
	 
	Low
	 


AFPAM 90-902 for Severity/Probability Definitions

23.1. Severity: 

I. Catastrophic - Complete mission failure, death, or loss of system.

II. Critical - Major mission degradation, severe injury, occupational illness or major system damage.

III. Moderate - Minor mission degradation, injury, minor occupational illness, or minor system damage.

IV. Negligible - Less than minor mission degradation, injury, occupational illness, or minor system damage

24.1. Probability:

A. Frequent - Occurs often in career/equipment service life. Continuously experienced.

B. Likely - Occurs several times in career/equipment service life. Occurs frequently.

C. Occasional - Occurs sometime in career/equipment service life. Occurs sporadically, or several times in inventory/service life.

D. Seldom - Possible to occur in career/equipment service life. Remote chance of occurrence; expected to occur sometime in inventory service life.

E. Unlikely - Can assume will not occur in career/equipment service life. Possible, but improbable; occurs only very rarely.

	
	SAFETY
	COMMENTS

	Vestibular Side-Effects
	II-D
	· Reports of nausea/dizziness after simulator ride (Caldwell, 2000, #22)

· AFRL/HEPM (in press) study finds no instances of vestibular dysfunction or dizziness 

· Limited literature

· Additional experiment expected CY02

	Modafinil vs. Dex
	N/A
	· Set up guidance/concerns (i.e. G’s, vestibular, altitude)

· Initial recommendation: Dex for fighters, Modafinil for heavies?
· Provide FS with recommendations and education 

	Negative effects on G-tolerance (Cardiopulmonary)
	II-E?
	· Centrifuge protocol approved (AFRL/HEPM)

· Comparison to Dex for fighters?

· Experiment coming

· No literature



	Thermoregulation
	IV-D/E
	· Possible issue for non-flyers (i.e. ground crew, maintenance, SP’s)

· Little concern (Buguet, 2000, #421) (Baranski, #422) (Bourdon, 1994, #91)


	Altitude
	III-D
	· Salzgeber and Miller review (in press) shows No literature (1)
· Data from hyperbaric exposures suggests no increased risk of decompresion sickness

	Overdose
Under dose
	IV-E
II-E
	· Centrally acting drug

· Gender differences (Wong, 1999, #47)

· Low abuse potential (Warot, 1993, #228) (Pigeau, 1995, #417)
· Use 2 step ground test to determine dosage tolerance (2)
· More experimentation needed to determine optimal dosage (100 vs. 200 mg)

	Extended Recovery of Sleep Architecture
	Acute: III-D

Chronic: II-?
	· Increase in latency (Saletu, 1989, #355) (Buguet, 1995, #139) (Warot, 1993, #228)

· No Change in latency (Lagarde, 1995, #88)

· Change in sleep architecture (Saletu, 1989, #355)
· Recovery period unknown
· Largest data gap?

	Desired sleep w/ modafinil
	III-D
	· Increase in latency (Saletu, 1989, #355) (Buguet, 1995, #139) (Warot, 1993, #228)

· No Change in latency (Lagarde, 1995, #88)
· Sleep possible

	Other side effects
	III / IV – B/C/D?
	· Hypertension interaction?

· Reports of headaches 24hrs after study (hangover affect)

· Nausea

· Added risk above placebo

	Key literature missing
	?-?
	· Interaction with other operationally significant drugs(3) 


1. Interactions with altitude concern for later use of modafinil (i.e. HALO missions, U-2)

2. Curent ACC policy for dextroamphetamine ground testing requires a trial with two doses of dextroamphetamine administered 4 hours apart. A similar two dose schedule using modafinil 100 mg first and modafinil 200 mg second can be proposed. The four-hour dosing interval is a holdover from when dextroamphetamine 5 mg was authorized. Dextroamphetamine 5 mg was effective for 4 hours or longer for aircrew.
3. Polypharmacy (i.e. caffeine, anti-malaria, pyrido, cipro, BP meds, and others) studies not completed—large concern

4. ? = Unable to access probability 






