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Target Group:

¢ As Mono-Therapy: Mild-Moderate MDD patients that cannot
use antidepressant medication or those that refuse to take
antidepressants.

¢ As Adjunctive: Noncompliance with the antidepressant

treatment due to: \ ))
SSRIs, SNTIs induced Sexual Dysfunction. \b -

¢ Patients with Subthreshold Depression.




The Need:

MDD patients that cannot use antidepressant medication or
those that refuse to take antidepressants.

* 34% of the adults in the US used at least 1 unconventional form of health care 18

¢ |n a Physician survey (Washington, New Mexico and Israel)- 60% recommend
alternative medicine at least once in a preceding year (1994)*°

® Reason why #;

Philosophical congruence: Alternative therapies are
attractive because they are seenas more compatible
with patients' values, worldview, spiritual/religious
philosophy, or beliefs regarding the nature and
meaning of health and illness.

the growing interest in alternative medicine may
represent a type of eultnral (Kuhnian34) paradigm
shift regarding health belifs and practices

o With conditions like depression, for which several viable treatment options exist,
patient attitudes and preferences are important and may have a large impact on patient
adherence and subsequent recovery?'




¢ As Adjunctive: Noncompliance with the antidepressant
treatment due to:
0 SSRIs, SNTIs induced Sexual Dysfunction.

Antidepressant side effects are a common clinical

challenge, often jeopardizing treatment adherence
and quality of life 7,

34% of SSRIs treated patients experiencing Sexual Function ADRs (17) adverse sexual
effects - which can include loss of sexual drive, failure to reach orgasm and erectile
dysfunction - are among the most common.

While men are affected more often, women report more serious sexual side effects.

Saffrox® Positioning

To all Health Care Providers that treats Depressed patients, Saffrox is the first non Rx
serotonin and dopamine enhancers combined with reduced float that offers effective
Antidepressant treatment, without sexual dysfunction ADR, as a mono or adjunctive
MDD treatment

SAFFROX-2 2%%°yD57 292%0957

affron®patented and standardized Saffron extract—__
< (Crocus sativus L.) >

~2%Crocin and 0.3% Safranal .
< MAGNOX® Magnesium oxide monohydrate

VAV

< Curcumin extract

Piperine extract

Vitamin B6 (Pyridoxine hydrochloride)

Vitamin B12 (Cyanocobalamin)

Folic acid

<L-methyl Folate - 5-Methyl Tetra Hydro Folate (5-MTHF) | >




Adding the accurate active ingredients of Saffrox:

Saffrox™ Major Components:

Saffrox™ contains affron®, patented standardized extract of the active

pharmaceutical ingredients of saffron, containing high concentrate of
Crocin (2%) and Safranal (0.3%).

SPECIFIC MECHANISMS OF ACTION

NMDA antagonism (BERGER et al., 2004)
GABAa« agonism (Szafranski 2014)

Brain-Derived Neurotrophic Factor (BDNF) activation (Hassani et al., 2004)

Main neurotransmitters related to mood and main Affron bioactive components:

H,C CH
? : Reuptake inhibition of Serotonin (Hosseinzadeh et
H al., 2004; Szafranski 2014)
CH

3
SAFRANAL

OH
Ho/-‘f,_ @0“
OH

Uptake inhibition of dopamine and

0/
OH 0 ~_a0H
”°b~\°MWWo"©:°H norepinephrine (Hosseinzadeh et al.,
How 0 o 2004)
o/
HO, -~
ey

OH

CROCIN




5-HT
(slow modulatio

Glutamate Antidepressant effects

(fast excitation)

T
9 o
g O Yy Y | jee | — T

17770
R Sell775

e ' :

!
Slow response l Rapid response|
\
ﬁgj ——3 Multiple physiological effects —‘-‘Translatlon
\ G196A (Val66Met)
+—— SNP Blocks

=
‘ ) Dendrite transport
X Transcription |_>

Nucleus {
BDNF mRNA transport
BDNF mRNA (dendrites or soma)

TRENDS in Neurosciences

Saffron AD efficacy:

Efficacy established in Clinical Trials

Efficacy: RCT Placebo Controiied Trials:
Saffron axtract compared to placebo

N = 40 Mild-Moderate

MDO

RCT DB.

Akhondzaden S, Tahmacebi-Pour N,
Noorbsis AA et st. Phytother Res 2005




RCT trial:

P Sixty adult patients with anxiety and Mild to Moderate MDD, were randomized
to receive a 50 mg saffron or a placebo capsule twice daily for 12 weeks 2.

» Saffron had a significant effect on the Beck Depression Inventory (BDI) and
Beck Anxiety Inventory (BAI) scores of subjects in comparison to placebo at
the 12 week time-point (p < 0.001).

RCT trial:
» A double-blind, randomized trial of Saffron and placebo-controlled trial in the
treatment of mild-to-moderate depression- N=40 patients23.

—@&— Placebo
—— Crocus sativus (Petal) 30mg/Day
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Fig.1 Mean 7 S.E.M. scores of two groups of patients on the Hamilton Depression Rating Scale. ns, non-significant,
“*po 0.01 and *** po 0.001. The horizontal symbols (** and ***) were used to express statistical significance versus
their respective baseline value and vertical symbol and ns were used for between-group comparisons.

Subthreshold Depression

RCT trial:

» In a3 arm study, 128 participants self-reporting low mood but not diagnosed
with depression, were given affron® at 28 mg/day, 22 mg/day, or a placebo
treatment in a randomized, double-blind, placebo-controlled trial for 4
weeks?,




PANAS Nean Change Score

Fig.3 PANA S Mean change scores, subscales positive a ect (PA) and negative affect (NA),
after 4 weeks of treatment with 22 or 28 mg/day affron® or placebo.

Saffron vs. Imipramine:

» In a RCT double-blind, single-center trial 30 mild to moderate MDD adult,
receive capsule of saffron 30 mg/day (TDS) (Group 1) and capsule of
imipramine 100 mg/day (TDS) (Group 2) for a 6-week study .




Figure 1
Mean + SEM scores of two groups of patients on the Hamilton Depression Rating Scale .(ns) Non-Rating Scale.ns =
non-significant, ** = P<0.01 and *** = P<0.001. The horizontal symbols (**and***) were used to express statistical

significance versus their respective baseline value and ns symbols are for between group comparisons.

Saffron vs. Fluoxtine:

Short-term therapy with saffron capsules showed the same
antidepressant efficacy compared with fluoxetine®

N=44

» Ina TCT double blind trial, Saffron was found to be effective similar to fluoxetine’.

810,



In a TCT double blind trial, Saffron was found to be effective
similar to fluoxetine. N=40.

N=40

Saffron in Mild to Moderate MDD -Metta Analysis:

A meta-analysis of randomized clinical trials-Findings from clinical
trials conducted to date indicate that saffron supplementation can
improve symptoms of depression in adults with MDD® .

» Larger clinical trials, conducted by research teams outside of Iran, with long-term
follow-ups are needed before firm conclusions can be made regarding saffron’s
efficacy and safety for treating depressive symptoms.




Saffron and Sexual Function Improvement:

» Reported frequencies of SSRI-induced sexual dysfunction have been between
7% and 70% (Fava and Rankin 2002; Hensley and Nurnberg 2002; Montejo-
Gonzalez et al. 1997; Williams et al. 2006, 2010).

» Saffron is a tolerable and efficacious treatment for fluoxetine-related erectile
dysfunction (9,

N=30

Safrox extract Suppress sexual ADR of SSRIs in women:

» ARCT in 38 depressed women treated with Fluoxetine and suffers from sexual
ADR randomly duble blind assign to placeco or Saffron (2X15 mg/day (.




Saffrox Improves Sleep Profile in MDD

A double-blind randomized and placebo controlled clinical study
was conducted in 2014 on 30 subjects. The efficiency was assessed
using evaluation questionnaires.

>

Saffr' Activ ® helps falling
asleep, improve sleep quality
and allows to wake up well
rested.

Saffr' Activ ® was found to
improve significantly the
global sleeping quality in
100% of the subjects.

Mean score improvement
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Mode of Action:

L-Methyl-Folate Efficacy:

C677T polymorphism - 60% of the U.S. population, might be associated with increased
risk of depression due to 5-MTFF-R insufficient activity (11,

Efficacy:

» Among depressed patients methylfolate significantly improved clinical and
social recovery at 3 months (P<.02) and 6 months (P<.01) compared to patients
treated with antidepressants and placebo effect (2.

» 5’-MTHF and Trazadone are equally effective in improving depressive symptoms
in patients with mild to moderate dementia 9.

» L-Methyl Folate significantly improved depressive symptoms based on the HAM-D
scale with the majority reporting improved mood and less fatigue (P<.01) (4,




60% of Israelies are Magnesium deficient
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Level
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60%

15.03.2004 IN1I2'yNI I'T'291N,INJ"MY,DOI'TIAN D010 v AapnNnIyTn 17D

» Daily consumption of 500 mg magnesium oxide tablets for =8 wk by
depressed patients suffering from magnesium deficiency leads to
improvements in depression status and magnesium levels (.







Key Messages:

>

>
>

>

>

Saffron supports mood balance by regulating serotonergic, dopaminergic and
glutaminergic Systems.

Saffron suppress SSRIs sexual ADR that might increase treatment adherence.

Saffrox™ contains patented standardized afrron® saffron pharmaceutical grade
active ingredients in all batches (2% Crocin and 0.3% Safranal)

Saffrox™ the only preparation contains active (reduced) form of Folic Acid
(L-Methyl Folate) that contribute to the production of Serotonin, Noradrenaline
and Dopamin supporting mood balance.

Saffrox™ contains the most bioavailable patented Magnesium (Magnox™) for
better CNS physiological function in Hypomagnesemic patients

Saffrox™ contains Turmeric aids mental balance and supports cerebral function

Saffrox™ contains Folic Acid, Vitamin Bs & B12 contribute to normal
psychological functioning and reduces fatigue.

High Safety Profile.

Applications:

» Support to mood balance

» Positive impact on sex life and sexual function (men and women)

» Resistance to mental stress

» Support to quality of sleep
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Key Messages:

>

>

>

Saffron supports mood balance by regulating serotonergic,
dopaminergic and glutaminergic Systems.

Saffron suppress SSRIs sexual ADR that might increase
treatment adherence.

Saffrox™ contains patented standardized afrron® saffron
pharmaceutical grade active ingredients in all batches (2%
Crocin and 0.3% Safranal)

Saffrox™ the only preparation contains active (reduced)
form of Folic Acid (L-Methyl Folate) that contribute to
the production of Serotonin, Noradrenaline and Dopamin
supporting mood balance.

Saffrox™ contains the most bioavailable patented
Magnesium (Magnox™) for better CNS physiological
function in Hypomagnesemic patients

Saffrox™ contains Turmeric aids mental balance and
supports cerebral function

Saffrox™ contains Folic Acid, Vitamin Be & B12 contribute to
normal psychological functioning and reduces fatigue.

High Safety Profile.

www.saffrox.co.il NAVEH

www.navehpharma.co.l eee®e®e®PHARMA®





