Black Cumin SAP

Potent anti-inflammatory and antioxidant nutraceutical

Black cumin (Nigella sativa) is an herb native to the Middle Eastern and South-Asian regions
of the world, and has long been used in traditional healing systems for a variety of treatments.
Ayurvedic medicine as well as Unani practices demonstrate the uses of black cumin seed
against diseases and conditions related to inflammation, obesity, and hypercholesterolemia.
When following a supplemental dose of N. sativa daily, patient trials have resulted in lowered
levels of total cholesterol and LDL-C, as well as higher levels of HDL-C, providing measurable
verification of the herb’s therapeutic qualities. Today, many practitioners are finding black
cumin to be a potent herb in adjunctive cancer treatment. Recent studies and clinical
experimentation have demonstrated the positive effects of black cumin in the prevention
of cancer via free-radical scavenging and promotion of apoptosis. In addition, Black cumin
has been found to improve thyroid status and ameliorate disease severity in patients with
Hashimoto’s thyroiditis. These seeds contain a number of substances attributed to their
healing potential, including thymoquinone, saponins, alkaloids, and high levels of beneficial
fatty acids including linoleic acid and oleic acid.

ACTIVE INGREDIENTS

Each softgel contains:
Organic black cumin (Nigella sativa) seed oil............ 500 mg
50% linoleic acid —20% oleic acid

Other ingredients: Vitamin E (mixed tocopherols from non-GMO sunflower) in a softgel made
of bovine gelatin, glycerin, and purified water.

This product is non-GMO.

Contains no: Gluten, soy, wheat, eggs, dairy, yeast, citrus, preservatives, artificial flavor or
color, starch, or sugar.

Black Cumin SAP is available in bottles of 60 capsules.

DIRECTIONS OF USE

Adults: Take 2 softgels twice daily before a meal or as directed by your healthcare practitioner.
Take a few hours before or after taking supplements containing iron, zinc, calcium or copper.
Consult a healthcare practitioner for use beyond 4 weeks. Use for a minimum of 2 weeks.

INDICATIONS

Black Cumin SAP may support:
- Healthy cholesterol levels, mitigate or manage signs and symptoms of metabolic
syndrome,* 15167 and improve hepatic function. 3!
- Reducing the size of some tumours @NFH
- The prevention of cancer.l®* !
prroging [tsk]]yroid status and ameliorating disease severity in patients with Hashimoto's Black Cumin SAP
thyroiditis.
- Treatment of seasonal allergies and skin conditions such as eczema.l?6?"!  Black Cumin Seed Ol

Huile de graines de cumin noir
Organic / Biologique

SAFETY, CAUTIONS, AND WARNINGS {”jg M
l de (l \a nu\ssar\ce Ell p Yel
Consult a healthcare practitioner prior to use if you have a known immune disorder. Discontinue
use if you experience gastrointestinal upset. 60 SOFTGELS / GELULES nfh.ca

Contraindications: Do not take if you are pregnant, breast-feeding, or trying to conceive.
Known adverse reactions: May cause gastrointestinal upset when taken on an empty stomach.

PURITY, CLEANLINESS, AND STABILITY .. vicc navisory panet (52

All ingredients listed for all Black Cumin SAP lot numbers have been tested by a third-party adding nutraceutical research
laboratory for identity, potency, and purity. to achieve optimum health
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BLACK CUMIN (Nigella sativa) SEED

Black cumin seed (Nigella sativa) is an herb native to the Middle-Eastern and South-
Asian regions of the world, and has long been used in traditional healing systems
for a variety of treatments. Asian and Ayurvedic medicine as well as Unani practices
historically demonstrated the uses of black cumin seed for the promotion of good
health, and against diseases and conditions related to inflammation, obesity,
and hypercholesterolemia. The most well-studied active ingredient in N. sativa is
thymoquinone, a component found in the fixed and essential oils of the seed, which
has been investigated most rigorously for its antioxidant, free-radical scavenging,
anti-inflammatory, and anticancer activities in both in vitro and in vivo studies."23

METABOLIC SYNDROME
AND CARDIOVASCULAR BENEFITS

Black cumin seed supplementation (2 g N. sativa per day for 4 weeks) was seen to
be associated with significant decreases in total cholesterol (4.78%), LDL (7.6%), and
triglycerides (16.65%) in a randomized, placebo-controlled trial (n = 88).1%

There were no significant changes in fasting blood sugar levels or HDL in this study;
however, in another study, black cumin was shown to modulate fasting, postprandial
blood glucose levels, and HbA ! A study showed statistically significant reduction
in systolic and diastolic blood pressure compared to placebo, while also showing
reduction in total cholesterol and LDL."™!

In another study, 1.5 g/d black cumin seed over three months demonstrated an ability
to aid in weight management, reducing body weight, waist circumferences, as well as
systolic blood pressure measures.'® Another study showed similar impact of crushed
black cumin seed as compared to placebo, reporting a “favorable impact on almost
all variables” of metabolic syndrome, including, but not limited to, body mass index,
waist-hip ratio, blood pressure, fasting blood sugar, and serum lipids."”

Black cumin has shown an antidiabetic effect via modulation of insulin sensitivity
in animal models, where diabetic rodents treated in randomized trials benefited
from progressive normalization of glycemia comparable to the effects of metformin,
including decreased OGTT. These studies suggest insulin-sensitizing action by
enhancement of GLUT4 expression, activation of the AMPK pathway, and ACC
phosphorylation.ls”

ANTIBACTERIAL, ANTIFUNGAL, AND ANTIPARASITIC

Crude alkaloid extracts and water extracts have shown the most promising results for
black cumin seed as antimicrobial, though alcohol extracts have also shown efficacy.
In vitro studies show effect for black cumin seed extract against isolates of methicillin-
resistant Staphylococcus aureus, Helicobacter pylori, and other bacteria, most
prominently against Gram-positive cocci, as well as anti-yeast activity against Candida
albicans and antischistosomiasis effectiveness.!®! Another in vitro study showed N.
sativa oil and its bioactive components inhibited strains of S. aureus via increased
ethidium bromide accumulation (indicating antimicrobial efflux) and membrane
integrity disruption. Reductions of S. aureus levels in biofilm by 28% to 40% were
observed, indicating potential efficacy of N. sativa oil against methicillin susceptible
and methicillin resistant S. aureus (MRSA) strains." Activity against antibiotic resistant
pathogens has been tested against human salivary bacteria, where N. sativa oil killed
more than 60% of pathogens.” Other studies have further established the antiviral
and antibacterial activity of thymoquinone, the principal active ingredient of N. sativa
seeds, with both studies showing an anti-biofilm effect.”» 2! A dose of N. sativa (450mg
3 times a day) for 3 months to hepatitis C patients significantly reduced hepatitis C
viral load and oxidative stress, and improved glycemic control (n=30).%3! Furthermore,
doses of 1g and 3g of N. sativa seeds for 4 weeks, given in addition to an antibiotic
reduced H. pylori load significantly more than an antibiotic treatment alone, in 88 H.
pylori patients with non-ulcerative dyspepsia.? Future clinical trials will help support
the anti-microbial and anti-biofilm activity of N. sativa.

ANTI-INFLAMMATORY, ANTIOXIDANT,
AND ANTICANCER

The various actions of thymoquinone, including antioxidant, free radical-scavenging,
and superoxide-mitigating effects, are supported by noted preservation of activity
of various antioxidant enzymes, including catalase, glutathione peroxidase, and
glutathione-S-transferase. This supplement seems to exhibit anti-inflammatory and
anticancer effects via antiproliferation, apoptosis induction via p53 pathways, cell-
cycle arrest, and antimetastatic or antiangiogenesis mechanisms. These include
the modulation of TNF-a, NF-kB, PTEN, and STAT3 regulation, and the mitigation of
T,1 cytokines including IL-4, IL-5, and IL-13, while inhibiting 5-lipoxygenase enzyme
activity.ls 9!

In human breast-cancer studies, N. sativa extracts have been shown to be effective
in vitro for influencing the survival of MCF-7 breast-cancer cells.” N. sativa oil or
thymoquinone administration has been shown to lower cyclophosphamide toxicity
via antioxidant mechanisms and suggests a potential adjunctive role in current
conventional cancer therapies. Thymoquinone has also been shown benefit in
pancreatic ductal adenocarcinoma cells via reduction of MCP-1 activity.™ Other
cancers that have received attention regarding treatment with thymoquinone or
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extracts of Nigella sativa include blood, colon, hepatic, lung, skin, renal, prostate,
fibrosarcoma, and cervical cancers."? In a randomized trial conducted with 80 children
suffering from febrile neutropenia (FN), administration of 5g per day of N. sativa seeds
for 3-9 months decreased the incidence of FN in children suffering from brain tumors,
and shortened their hospital stay.”®

HASHIMOTO’S THYROIDITIS BENEFITS

A common cause of hypothyroidism is Hashimoto’s thyroiditis, an autoimmune
disorder. A clinical study investigated the effects of N. sativa on thyroid function,
serum vascular endothelial growth factor (VEGF) - 1, Nesfatin-1 and anthropometric
features in 40 patients with Hashimoto's thyroiditis. In this placebo controlled
randomized study, participants either received powdered N. sativa ora placebo
daily for 8 weeks. N. sativa powder significantly reduced body weight and body mass
index (BMI). In addition, serum concentrations of thyroid stimulating hormone (TSH)
and anti-thyroid peroxidase (anti-TPO) antibodies, serum VEGF concentrations were
observed to be decreased compared to the placebo. In addition, significant reductions
in body weight and BMI were observed. Although more studies are required to
validate these findings, N. sativa can be regarded as a useful therapeutic approach in
the management of Hashimoto’s thyroiditis.

SEASONAL ALLERGIES AND SKIN CONDITIONS

Traditional medicine has used N. sativa for the treatment of certain skin conditions.
Clinical trials have studied this therapeutic effect. In a trial conducted with 60
patients, application of N. sativa twice a day for 4 weeks produced the same effect
as a steroidal medication in alleviation of hand eczema.?® Administration of N.
sativa oil in a dose of 40-80mg/kg/day to 152 participants decreased the perceived
symptoms in patients, with slight reduction in plasma triglycerides and increase in
HDL cholesterol, indicating potential benefits of N. sativa as a supportive treatment
for allergic diseases such as allergic rhinitis, bronchial asthma and atopic eczema.?”

SAFETY CONSIDERATIONS

Acute toxicity of N. sativa fixed oil from seeds has been investigated in mice. LD,
values were 28.8 ml per kg of body weight. This high LD, value suggests a wide margin
of safety for therapeutic dosages although hemoglobin and hematocrit levels were
observed to have increased over 12 months of exposure.ls ™!
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Black Cumin SAP

Potent anti-inflammatory and antioxidant nutraceutical

INDICATION-SPECIFIC DOSAGE SUMMARY BASED ON HUMAN CLINICAL RESEARCH*

“Please note these suggestions are guidelines based on the clinical studies. Evidence for efficacy and safety has been qualitatively (study
quality in terms of study design, sample size, appropriate methods of analysis, use of appropriate placebo/control, bias etc.) assessed and
has been rated using a 5-star * rating classification.

Suggested Black Supporting evidence Outcomes FEIEE
Indication Cumin SAP pp g Study design Safety quality
and study outcomes measures .
dosage rating
RHEUMATOID ARTHRITIS
Rheumatoid 2 softgels/day Significant increase Randomized, double- Serum levels of TNF-a  No severe adverse
arthritis™2 in serum IL-10 levels; blind, placebo-controlled and IL-10, serum effects reported.
significant reduction of study (n =42, 8 weeks). total antioxidant
malondialdehyde (MDA). 1,000 mg/d of Nigella capacity, superoxide
sativa oil. dismutase, catalase
activity, and serum
MDA concentration.

2 softgels/day Significant decrease in Placebo-controlled Clinical and No severe adverse
disease activity score study (n = 40, 1 month). laboratory parameters effects reported.
(DAS-28). Effective relief 1,000 mg/d of Nigella of disease activity
from morning stiffness sativa oil. rheumatoid arthritis,
and improved ACR20 and DAS28, CR20 and
EULAR response criteria. EULAR response

criteria.
CARDIOVASCULAR AND METABOLIC HEALTH
Cardiovascular 4 softgels/day Significant improvement Nonrandomized, single- Lipid parameters; No severe adverse
health BB 6117) in total cholesterol, mean  blind study (n = 57, 1year). triglycerides (TG), total effects reported.
arterial pressure, and heart 2,000 mg/d of Nigella cholesterol (TC), low-
rate in type 2 diabetes- sativa oil. density lipoprotein
affected individuals. cholesterol
(LDL-C), high-
density lipoprotein
cholesterol (HDL-C),
heart rate, systolic
and diastolic blood
pressure.

2 softgels/day Significant improvement in Randomized, double- Fasting blood sugar No severe adverse
fasting blood-sugar levels blind, placebo-controlled  (FBS), TC, TG, LDL-C, effects reported.
(p = 0.03), TC (p = 0.04), BMI, study (n = 43, 8 weeks). HDL-C, serum glucose
and waist circumference; 1,000 mg/d of Nigella levels, glycosylated
SBP and DBP. sativa oil extract. hemoglobin (HbA ).

6 softgels/day Significant improvement Randomized, double- BMI, waist No severe adverse
in TG levels, very-low blind, placebo-controlled  circumference, effects reported.
density lipoprotein (VLDL)  study (n = 90, 8 weeks). waist-hip ratio, blood
levels, weight, and waist 3,000 mg/d of Nigella pressure, TC, TG,
circumference. sativa oil. LDL-C, HDL-C, VLDL.

2 to 6 softgels/day Significant reduction in 17 randomized, controlled  BMI, SBP, DBP, TC, TG, No severe adverse

total cholesterol and LDL  studies (n = 1,185, 4 weeks  LDL-C, HDL-C. effects reported.
after the consumption of  to 3 months). 1,000 mg/d
Nigella sativa powder. to 2,000 mg/d of Nigella

sativa powder or
1,000 mg/d to 3,000 mg/d
of Nigella sativa oil.

10 softgels/day Significant reduction in Randomized, double- SBP, DBP, FBS, LDL-C,  No severe adverse
SBP; significant fall in DBP, blind, placebo-controlled HDL-C, MDA, Na, effects reported.
TC, LDL, FBS, HDL, and MDA study (n = 55, 8 weeks). K, and creatinine;
levels. 5 ml/d of Nigella blood urea nitrogen
sativa oil, 6.6 mg/ml (BUN), aspartate
of thymoquinone from transaminase
Nigella sativa oil (AST), and alanine

transaminase (ALT).

For healthcare professional use only. 3



Continued

Diabetes®

Obesity [9],[10]

Anthropometric
indices™

Hypertension 2

2 to 3 softgels/day

6 softgels/day

6 softgels/day

4 softgels/day

110 6 softgels/day

1to 2 softgels/day

Significant improvement
in weight loss, waist
circumference, and BMI
in Nigella sativa oil group
when compared to the
metformin group.

Significant reduction of
body weight and red blood
cell superoxide dismutase
levels in the obese
population.

Significant decreases in
tumour necrosis factor
(TNF-a) levels in serum
were observed when
Nigella sativa oil was
combined with a low-
calorie diet.

Significant decline

in weight-related
parameters: weight, BMI,
waist circumference, hip
circumference, SBP, and
DBP.

Significant drop in SBP
and DBP levels in Nigella
sativa powder was higher
than in Nigella sativa oil
group when compared

to baseline values of
individual.

Significant drop in SBP and
DBP levels when compared
to baseline after Nigella
sativa oil treatment.

Randomized, open-label,
prospective study (n = 44,
3 months). 1,350 mg/d of
Nigella sativa oil.

Randomized, double-
blind, placebo-controlled
study (n =50, 8 weeks).
3,000 mg/d of Nigella
sativa oil.

Randomized, double-
blind, placebo-controlled
study (n = 84, 8 weeks).
3,000 mg/d of Nigella
sativa oil.

Randomized, double-
blind, placebo-controlled
study (n = 60, 8 weeks).
2,000 mg/d of Nigella
sativa oil.

11 randomized, controlled
studies (n = 860, 8 to

12 weeks); 500 mg/d to
1,600 mg/d of Nigella
sativa powder or 200 mg/d
to 3,000 mg/d of Nigella
sativa oil or 5 ml/d of
Nigella sativa oil.

Randomized, double-blind,
placebo-controlled study
(n =70, 8 weeks). 5 ml/d of
Nigella sativa oil.

Weight, height, BMI,

waist circumference,

AST, ALT, creatinine,

TC, LDL, HDL, TG, and

total antioxidant
capacity (TAC).

Dietary intake,
anthropometric
indices, physical
activity levels,
serum TAC, MDA,
superoxidase
dismutase (SOD),
and glutathione
peroxidase (GPx).

Anthropometric
indices, physical
activity, dietary
intake, BMI, IL-6,
TNF-a, and hs-CRP.

Serum TG, HDL-C, TC,
and FBS levels, body

weight, height, BMI,

WC, HC, WHR, SBP, and

DBP.

SBP and DBP.

SBP; DBP; BMI; and
blood levels of AST,
ALT, ALP, BUN, and
creatinine.

No severe adverse
effects reported
when compared to
metformin.

No severe adverse
effects reported.

No severe adverse
effects reported.

No severe adverse
effects reported.
One reported
stomach pain and
one nausea.

No severe adverse
effects reported.
Two studies
reported mild
nausea.

No severe adverse
effects reported.
Ten individuals
reported mild
nausea.

No severe adverse
effects reported.

BMI, hepatic steatosis
ultrasound grade, TG,
LDL-C, HDL-C, ALT, AST,
blood urea, nitrogen,
creatinine, and
complete blood cell

Randomized, double-
blind, placebo-controlled
parallel-group study

(n =120, 3 months);

5 ml/d of Nigella sativa
oil (thymoquinone = 0.987

Fatty liver(™ 10 softgels/day Significant reduction in the
grade of hepatic steatosis,
levels of ALT and AST, and

triglycerides and HDL-C.

+0.07 mg/ml of Nigella count.
sativa oil).
RESPIRATORY HEALTH
COPDU™! 4 softgels/day Significant improvement in Randomized, double-blind, Lung function tests;  No severe adverse

TNF-a; IL-6; catalase
(CAT); GPx; SOD; and
reduced glutathione
(GSH), and vitamins E
and C levels.

pulmonary function after effects reported.
receiving Nigella sativa
oil. Significant decrease in
protein carbonyl content
posttreatment, significant
changes in TNF-a, IL-6,
catalase, SOD, GPx, GSH,
and plasma inflammatory
markers.

controlled, prospective
study (n =100, 3 months).
2,000 mg/d of Nigella
sativa oil.

For healthcare professional use only. 4



Continued

Asthmal 2 softgels/day
HASHIMOTO’S THYROIDITIS
Hashimoto's 4 softgels/day
thyroiditis”

RENAL HEALTH

Diabetic 5 softgels/day

nephropathy!

Significant improvement in
Asthma Control Test score;
blood eosinophil levels;
and forced expiratory
volume in 1 second.

Significant decrease in
serum levels of thyroid-
stimulating hormone
(TSH) and antithyroid
peroxidase (anti-TPO)
antibodies; increase in
serum T3 concentrations;
and reduction of
anthropometric indices.

Significant improvement
in hemoglobin levels,
blood urea, serum

Randomized, double-
blind, placebo-controlled
study (n = 80, 4 weeks);
1,000 mg/d of Nigella
sativa oil.

Randomized, double-
blind, placebo-controlled
study (n = 47, 8 weeks).
2,000 mg/d of Nigella
sativa powder.

Prospective, comparative,
open-label study (n = 68,
12 weeks). 2.5 ml/d of

Asthma Control Test
score, pulmonary
function test,

blood eosinophils,
total serum, and
immunoglobulin E.

Thyroid function,
serum vascular
endothelial growth
factor (VEGF)-1,
nesfatin-1, and
anthropometric
features.

Blood glucose,
hemogram, serum
electrolytes, and

No severe adverse
effects reported.

No severe adverse
effects reported.
Three individuals
reported itching
and nausea.

No severe adverse
effects reported.
Nausea, diarrhea,

creatinine, fasting glucose, Nigella sativa oil. kidney function test.  rashes, and
postprandial glucose, altered taste were
glomerular filtration rate, reported.

and urinary protein levels.
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