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LDN in MS
• Dosis: For drug-abuse 50 mg/day (1 tablet = 50 mg)

For MS 3 mg/day up to 4,5 mg/day
• Source: Anecdotal evidence taken from approx. 40

self-reports from Germany and more than
1,000 reports from the US

• Spasticity: Effect, without weariness / „weak legs“
• Fatigue: Effect, better than applying Amantadine
• Sensory: Inconsistent, several reports show pro effect
• Bladder: Effect, without weariness
• Residual
    urine: Might recede completely
• In general: Diverse effects are reported
• Effect: 2 hours after taking, for approx. 24 hours
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Clinical Trial at the Klinik Dr. Evers
• Aim of study: How and how well does LDN work in 

MS?
• Type of study: Double-blind and randomized trial
• Duration: 10 days on in-patient basis
• Dosis: 3 mg naltrexone/day, given at 9 am
• Size: Total of 60 patients,

30 patients treated with LDN; 30 patients
with placebo

• Patients: PPMS und SPMS starting from EDSS 5.0
No analgesics containing opiates
No benzodiazepines

• Study duration: Oct 2004 – Apr 2005
• Examinations: Pre- and post-neurological examination and

patient pre- and post-questionnaire
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Differences in basic values in the
physician's assessment [1]

(n = 60 (medication = 30; placebo = 30))

0,420500,81128,85133,81VEP right msV12VEPr

0,471500,73129,08133,23VEP left msV12VEPl

0,91149-0,1175,5473,66Urine retention mlV11Resth

0,59258-0,545,253,67Baclofen mg/dV8Baclo

0,59958-0,530,400,33basic med. 0/1BasisM

0,67358-0,420,830,77spinal 0/16spinal

0,83958-0,200,770,73infratentoriell 0/16infra

0,647580,460,900,93supratentoriell 0/16supra

0,05458-1,970,900,700 = prim.; 1 = sec.5MS

0,97744-0,035,385,35y since last relapse4LastR

0,711580,3714,6315,63y since diagnosis3Dyears

0,605580,520,570,631 = female2Sex

0,969580,0448,8348,93years1Age

0,723580,360,130,171 = SPKSPK

0,20358-1,2923,9322,87arbitraryBMI

0,06358-1,9072,5767,30kgWeight

0,29958-1,05174,20171,57cmHeight

pDFt-valueMean placeboMean medic.Unit / TextVariables
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Differences in basic values in the
physician's assessment [2]

(n = 60 (medication = 30; placebo = 30))

0,352580,94154,60238,37arbitrary walk dist.VgoTot

0,637580,476,416,57EDSS 0…10V32EDSS

0,93658-0,087,036,97EquilibriumV28Equil

0,50258-0,685,605,07reflexesV27Reflex

0,36058-0,922,732,13paresthesiaV26Feel

0,53058-0,635,504,97vibrationV25Vibra

0,36858-0,912,831,93Lage toesV24Toes

0,62058-0,505,805,47spastic ityV21Spast

0,43958-0,786,636,03paresis footV20Pfoot

0,64658-0,466,005,67paresis legsV19Pleg

0,445580,772,232,73paresis forearmV18Pfa

0,261581,132,433,27paresis handV17Phand

0,494580,692,002,43paresis eyesV16Peye

0,76058-0,3177,7777,13heart rate bpmV14HR

0,12158-1,57127,33120,33SBP mmHgV14SBP

0,02158-2,3885,0078,43DBP mmHgV14DBP

0,752570,3236,9136,94temperature °CV13Temp

pDFt-valueMean placeboMean medic.Unit / TextVariables

 => Except DBP no significant differences between medication and placebo group.
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0,97114350,450,47Wilks Lambdamultivariate patient

pDF errorDF effectFValueTestVariable

0,003588,7081,5074,33DBP mmHg

pDFFMean placeboMean medic.Variable

0,16021241,540,36Wilks Lambdamultivariate physic.

pDF errorDF effectFValueTestVariable

in order to provide valuable information for further studies.

Expost  the ratio of responders and their statistical values should be indicated

it can be assumend that there is a large portion of non-responders and paradoxical effects.
Interpretation: Due to meanwhile substantial anecdotal evidence for more than 9 months

The distinct difference in diastolic blood pessure has been observed prior to the beginning
ofexamination.

after 10 days. Univariate tests of significance should not be interpreted.
Multivariate results are not significant => no significant differences between both groups

Multivariate test of significance: medication compared
to placebo of physician's assessment "post"
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Responders physician's assessment in the medication group (improvement of 1 point as a mean)
Total = 30, incl. 10 responders (compared to 5 responders in the placebo group)

0,000283,8720100,000,48EDSS 0…10D32EDSS

0,388270,29191044,4455,33arbitrary walk.distance %DGoRelativ

0,001283,5320100,302,90EquilibriumD28Equil

0,065271,562090,351,33reflexesD27Reflex

0,064281,5720100,551,60paresthesiaD26Feel

0,053281,6720100,151,60vibrationD25Vibra

0,017282,242010-0,450,90position toesD24Toes

0,001283,5820100,552,60spasticityD21Spast

0,001283,412010-0,102,40paresis footD20Pfoot

0,000283,712010-0,301,70paresis legsD19Pleg

0,012282,3920100,101,70paresis forearmD18Pfa

0,001283,462010-0,252,20paresis handD17Phand

0,000286,422010-0,052,50paresis eyesD16Peye

0,140281,102010-3,400,70heart rate bpmD14HR

0,043281,782010-3,256,50SBP mmHgD14SBP

0,083281,4220102,008,30DBP mmHgD14DBP

0,255280,672010-1,460,11temperature °CD13Temp

0,10724-1,281791,47-5,89VEP right msD12VEPr

0,070241,53179-4,412,22VEP left msD12VEPl

0,08923-1,3917825,14-6,18urine retention mlD11Resth

pDFt-valuen
nonresp.

n resp.Mean
nonresp.

Mean resp.Improvement  Physician's assess.

Improvements of 10 responders compared to nonresponders are considerable, especially in the EDSS-value!
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Responder patients' opinion in the medicaton group (improvement by 1 point as a mean)
Total = 30, incl. 10 responders (compared to 7 responders with placebo) [1]

0,30928-0,5120100,600,90D20 Lift foot

0,01328-2,342010-0,201,20D19 Walking with aid

0,00228-3,222010-0,202,00D18 Leg power

0,204280,8420101,250,50D17 Obstipation

0,00223-3,18169-0,503,44D16 Imperative urinating

0,15723-1,031690,191,00D15 Urinating frequency night

0,07923-1,461690,251,67D14 Bladder depletion

0,00723-2,63169-0,312,11D13 Urinating frequency day

0,00228-3,2420100,102,50D12 Writing

0,00928-2,5320100,201,90D11 Finger movement

0,01528-2,2920100,152,30D10 Eating, knife and fork

0,00328-2,972010-0,102,30D9 Intentional tremor

0,13928-1,102010-0,050,80D8 Zipper

0,23628-0,7320100,400,80D7 Light too bright

0,19728-0,872010-0,050,50D6 Strabism

0,02728-2,012010-0,101,70D5 Blurred sight

0,00328-3,0320100,401,90D4 Memory impairments

0,03028-1,9620100,601,70D3 Concentration

0,21728-0,8020100,651,30D2 Swallowing

0,00428-2,862010-0,101,70D1 Speach, articulation

pDFt-valuen nonresp.n resp.Mean nonresp.Mean resp.Improvement
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Responder patients' opinion in the medicaton group (improvement by 1 point as a mean)
Total = 30, incl. 10 responders (compared to 7 responders with placebo) [2]

0,00828-2,542010-0,552,60D35 Quality of sleep

0,14228-1,0920101,052,50D34 Evening low

0,00228-3,162010-0,402,90D33 Afternoon nap

0,06328-1,5820100,351,60D32 Morning low

0,11228-1,2420101,652,80D31 Fatigue

0,14228-1,0920100,001,00D30 Skin burning

0,08528-1,4120100,501,70D29 Temperature perception

0,05128-1,6920100,351,70D28 Inexplicable pain

0,05528-1,6520100,001,10D27 Chest tension

0,09628-1,3420100,451,70D26 Sudden spastic ity

0,01028-2,4720100,702,40D25 Frequency of falling

0,00328-3,032010-0,102,80D24 Stiffness when rising

0,00128-3,412010-0,602,30D23 Thigh tension

0,00228-3,122010-0,701,80D22 Calf tension

0,02628-2,042010-0,700,70D21 Climbing stairs

0,30928-0,5120100,600,90D20 Lift foot

0,01328-2,342010-0,201,20D19 Walking with aid

0,00228-3,222010-0,202,00D18 Leg power

pDFt-valuen nonresp.n resp.Mean nonresp.Mean resp.Improvement

Interpretation:
Responders not only improve as expected their motor skills, but also somew hat concentration, memory and ocular focussing.
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Conclusions [1]

• There is no general differences in the arithmetic mean
between medication and placebo group!

• LDN resp. naltrexone is not a generally applicable
medication for the treatment of typical symptoms of MS!

• However, despite a double-blind study design, 81.9% of
the physicians and 75% of the patients were able to
assess appropriately whether treatment was classified
as either medication or placebo.

 There must be some kind of effect...
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Conclusions [2]

• Taking a closer ex-post-look at the medication group, the
apparent contradiction between empirical and anecdotal
evidence reveals some particular massive effects.

• Contradictory to internet data, only ⅓ of all PPMS and SPMS
patients with EDSS≥ 5.0 can be regarded as responders. The
effect measured consists of the LDN-effect and routine
treatment in the Evers-Klinik. There were only 5 responders
in the placebo group – a difference. This result is
contradictory to assessments based on anecdotal evidence
gathered from the internet.

• However, partially substantial improvements of symptoms are
in concordance with the reported anecdotal evidence.
Responders changed the rating of their EDSS-value for the
better by 0.5 points in only 10 days!!
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Conclusions [3]

Consequences for clinical practice:

LDN is not a universal remedy. Before thinking about
taking LDN on a regular basis it is recommended to
carry out a single trial with LDN (3-5mg nemexine) and
do a check-up after 1.5 hours. When effect is obvious,
continuation of medicating LDN is recommended.
Contrariwise, the effect of LDN might induce a
paradoxical effect like increased spasticity.
The causes for responsiveness to LDN are not yet clear,
but are probably genetic.
Further anecdotal evidence regarding patients being
responders for 9 months by now, supports the view of a
steady effect even over a longer time period.


