SUPERIORITY OF MAGNESIUM
AND VITAMIN B6 OVER
MAGNESIUM ALONE ON SEVERE
STRESS IN HEALTHY ADULTS WITH
LOW MAGNESEMIA

A RANDOMIZED, SINGLE-BLIND, CLINICAL TRIAL

Primary Objective

To compare the effect of magnesium and vitamin B6 (Magne B4®)
supplementation vs magnesium supplementation alone on perceived stress

WHY was the trial carried out?

Work-related stress has been shown to Physiological interactions between
affect up to 28% of adults in the EU' magnesium deficiencies and stress
: have been well-documented?*
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Serum magnesium can Modulates neurotransmitters In combination may exhibit
moderate the response that affect DEPRESSION beneficial SYNERGISTIC EFFECTS
to STRESS and ANXIETY on SEVERE STRESS

WHO took part in the trial?

Mean serum
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Mean age Sex With a DASS-42 mmol/L kg/m?
stress subscale score
of severe/extremely
severe

WHERE was the
trial carried out?

locations
in France

How was the trial carried out?
Phase IV clinical trial

Vitamin

Randomized Stratified Investigator VS
1:1 by sex blinded

2 tablets 2 tablets
3 times a day with food 3 times a day with food

..................... + 8 weeks o

How was stress measured?

Using the Depression Anxiety Stress Scale The STRESS component of DASS-42
(DASS-42),5¢ a CLINICALLY VALIDATED comprises 14 questions with
self-reported measure of: a 4-point scale of scoring

SCORING SCALE
0 = did not apply to me at all;
] 1 = applied to me to some degree, or some of the time;
) 2 = gpplied to me a considerable degree,
Depression or a good part of the time;
3 = applied to me very much, or most of the time

Stress and magnesium: a vicious circle

1. Serum magnesium concentrations
decrease in response to stress
4. Stress

2. Stress
hormones
increase
hormones

potentially ’
increase

further

3. Reduced
resistance
fo stress

The trial DATA

WHAT were the results

Both interventions saw a MARKED REDUCTION IN STRESS
(as measured by DASS-42) in the total (mITT) population* at Week 8'
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Severe/extremely severe stress Normal/moderate stress
DASS-42 stress subscale score 26-42 DASS-42 stress subscale score 0-25
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3.16 -2.36
(95%Cl: 0.50, 5.82; (95%Cl: -4.99, 0.27;
p=0.0203) p=0.0784)
PP n=160 PP n=73
Severe/extremely severe stress Moderate siress
DASS-42 stress subscale score 26-42 DASS-42 stress subscale score 19-25
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2.89 -1.96
(95%Cl: 0.22, 5.56; (95%Cl: -5.11, 1.20;
p=0.0339) p=0.2199)

Significantly greater improvements observed in
severely stressed subjects

SAFETY

Both interventions had similar safety profiles
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41% reported 21 adverse event 40% reported =1 adverse event
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2% abdominal pain 5% abdominal pain

TO CONCLUDE...

Magnesium supplementation alone and Magnesium plus vitamin B6
supplementation reduced stress (by DASS-42) in all adults with low magnesemia

SEVERELY STRESSED individuals Studies of longer duration
nad the GREATEST BENEFIT are needed to determine
with MAGNESIUM PLUS VITAMIN B6 LONG-TERM EFFECTS
SUPPLEMENTATION

EudraCT Number: 2015-003749-24. The trial was funded by Sanofi-Aventis Groupe, Gentilly, France, the manufacturer of Magne Bs®

*mlTT, modified Intention-To-Treat population. Included all subjects with an evaluable DASS-42 stress subscale score at baseline and at
least one other time point during the freatment period.

Similar results were observed at Week 4 and in the PP population.*

*PP, Per Proftocol Set. Included all participants in the mITT without any major protocol deviations. The PP excluded patients with
baseline DASS-42 stress subscale scores <18.

SSimilar results were observed at Week 4.

**In conjunction with EMA guidelines,” a predetermined subgroup analysis was carried out following the identification of
heterogeneous benefits demonstrated within the freatment groups.



