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ABSTRACT

Polycystic ovary syndrome (PCOS) affects ~1 in 10 women worldwide. Hypomagnesemia may
worsen insulin resistance (IR) due to the role magnesium (Mg) plays in glucose metabolism. This
review explores the relation between serum Mg and IR among women with PCOS. A review of
primary research focusing on both serum Mg and women with PCOS was conducted from 2011
to 2019. Studies reviewed included human subjects, written in the English language, and limited
to community-dwelling women aged >18y. A total of 7 articles were reviewed. The findings from
4 epidemiological analytic studies evaluating serum Mg status suggest there may be a relation
between serum Mg concentrations and IR among women with PCOS. However, among the 3
experimental trials, Mg supplementation inconsistently impacted IR among women with PCOS.
Women with PCOS are more likely to underconsume Mg-rich foods and have a greater likelihood
of lower serum Mg concentrations. Although it remains unclear if dietary Mg and/or
supplementation should be a nutritional strategy for all women with PCOS, current research
indicates an association between adequate Mg status and improved IR. Further research
evaluating dietary interventions and supplementation is warranted.  Curr Dev Nutr
2019;3:nzz108.

Introduction

Polycystic ovary syndrome

Polycystic ovary syndrome (PCOS) is a disease that affects 6-10% of females worldwide (1).
Among women of reproductive age, PCOS is one of the most common endocrine disorders (2, 3).
The diagnostic criteria for PCOS vary among organization recommendations. According to the
NIH Consensus, the patient must present with clinical and/or biochemical hyperandrogenism
as well as menstrual dysfunction (2). Whereas, the Rotterdam criteria states that patients must
present with 2 out of the 3 symptoms: clinical and/or biochemical hyperandrogenism, oligo-
ovulation or anovulation, or polycystic ovaries confirmed by ultrasound (4). The Androgen
Excess Society’s criteria for diagnosis includes clinical and/or biochemical hyperandrogenism and
ovarian dysfunction and/or polycystic ovaries (5) (Table 1).

Signs and symptoms of PCOS may comprise of acne, excess hair or hirsutism, obesity or
abdominal fat, alopecia, and acanthosis nigricans, as well as irregular menstrual cycles (2, 3, 6).
Women with PCOS are at higher risk of developing obesity, insulin resistance (IR), type 2 diabetes
mellitus, cardiovascular disease (CVD), cancer, infertility, and psychological disorders including
depression and anxiety (3, 6). An accurate diagnosis of PCOS and early intervention aids in the
reduction of reproductive, metabolic, and cardiovascular risks often noted within this population
(2, 7). Although the exact pathogenesis of PCOS remains unknown (8, 9) researchers believe
genetics, intrauterine factors such as androgen exposure and prenatal nutrition, environment and
lifestyle, and obesity are all risk factors (8-10). Some risk factors, such as prenatal environment
and genetics (10) cannot be changed; however, lifestyle factors, including diet, physical activity,
and obesity (8, 9) may play a role in disease progression and are modifiable.
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TABLE 1 Criteria for the diagnosis of polycystic ovary
syndrome

NIH Consensus,
1990 (2)

Rotterdam criteria, Androgen Excess
2003 (4) Society, 2006 (5)

Must include 2 out of 3:  Must include all:

Must include all:

Clinical and/or
biochemical
hyperandrogenism

Clinical and/or
biochemical
hyperandrogenism

Clinical and/or
biochemical
hyperandrogenism

Menstrual
dysfunction

Oligo-ovulation or
anovulation

Ovarian dysfunction
and/or polycystic
ovaries

Polycystic ovaries
(ultrasound)

Exclusion of: Exclusion of: Exclusion of:

Other conditions
mimicking PCOS

Nonclassic congenital
adrenal hyperplasia

Other androgen
excess or ovulatory
disorders

Androgen-secreting
tumors

PCOS, polycystic ovary syndrome.

The treatment of PCOS is dependent upon the signs and symptoms,
but current recommendations include weight loss as well as metformin
for premenopausal women (7). Although weight loss, even as little as
5%, has been noted to restore normal menses and improve ovulation
(7) additional cardiometabolic risk factors may still be present.
Furthermore, weight loss may be inappropriate for women presenting
as underweight or within a normal weight range or body composition.
Therefore, it is critical to evaluate additional treatment options for
women seeking disease control without medication or for those women
who find weight loss difficult or potentially not appropriate.

Magnesium

Magnesium (Mg) is a cofactor in over 300 enzyme systems and is a
required nutrient for both energy production and nucleic acid synthesis
(11, 12). The normal blood serum concentration of Mg is between 0.76
and 1.15 mmol/L (1.85-3.65 mg/dL) (12), however, Mg researchers
indicate the lower reference limit of serum Mg concentration should be
0.85 mmol/L (2.07 mg/dL), particularly for individuals with impaired
glucose control (12, 13). The RDA for women aged >19 y is 320 mg
(14). There is no evidence of adverse effects related to high intakes
of naturally occurring magnesium in foods, thus no tolerable upper
intake level (UL) is set for dietary Mg intake (14). However, excess
supplemental Mg intake can produce diarrhea and rarely, more serious
issues such as hypotension, weakness, and confusion (15). Therefore,
a UL of 350 mg/d from supplemented Mg for women aged >14 y was
established to reduce the risk of adverse reactions from excess intake
(14).

Mg is an abundant mineral found in plant and animal sources as
well as drinking water (16). Most foods containing dietary fiber also
provide Mg, such as leafy green vegetables, whole grains, legumes,
nuts, and seeds (16) (Table 2). Furthermore, some grains, including
breakfast cereals, are fortified with Mg. Water, including tap, mineral,
and bottled, is a source of Mg, but content varies from 1 mg/L to >120
mg/L depending upon the brand and source (17).

It is estimated that over half of Americans do not obtain ample
dietary Mg for various reasons, including low concentrations of Mg

in processed foods and common dietary staples such as meat, sugar,
and white flour (16, 18). Additionally, the cooking and boiling of
produce diminishes the Mg content of food (16). Excessive doses of
vitamin D may increase urinary Mg excretion, as Mg is necessary for
the conversion of vitamin D into its active form (11, 19). Common
medications, such as H2 blockers, proton pump inhibitors (PPIs),
and diuretics, reduce the absorption of Mg (11). The FDA suggests
clinicians should consider checking serum Mg concentrations prior
to initiating PPI therapy for individuals requiring long-term therapy
(>1Yy) or with polypharmacy (20). Prescription medications and over-
the-counter medications, including PPIs and diuretics, in addition to
diet history, should be evaluated as part of the clinician’s assessment of
the patient.

Mg and IR

Mg directly influences glucose metabolism by acting as a cofactor
for many enzymes involved in energy metabolism as well as being
part of the Mg?*-ATP complex (21). Beyond the role as a cofactor
for over 300 enzymes, Mg is essential for both aerobic and anaerobic
energy production by glycolysis and oxidative phosphorylation via
the Mg-ATP complex or directly as an enzyme activator (12, 16).
The association between Mg and IR among individuals with diabetes
mellitus (DM) and metabolic syndrome are well documented (22-25),
with low concentrations of magnesium being associated with IR.

It is believed IR is the main pathogenic factor related to the
increased rate of metabolic disturbances among women with PCOS
(26). The exact underlying cause of IR remains unclear, however
numerous mechanisms have been suggested, including oxidative stress
and inflammation, endoplasmic reticulum stress, insulin receptor
mutations, and mitochondrial dysfunction (3, 27).

Mg is required in the cellular absorption and conversion of glucose
into energy (28, 29), and is essential for the autophosphorylation of the
insulin receptor, tyrosine kinase (28, 29), which plays a crucial role in
glucose uptake in muscular and adipose tissue (28, 29). The presence of
Mg ultimately increases ATP receptor sensitivity by increasing tyrosine
kinase activity (28, 29). Mg is also required in cellular glucose transport

TABLE 2 Selected food sources of magnesium (11, 15)

Food mg per serving

Almonds, ¥4 cup 96
Spinach, cooked, %2 cup 78
Peanuts, oil roasted, % cup 63
Snacks, trail mix, % cup 59
Quinoa, cooked, ¥ cup 59
Black beans, cooked, %2 cup 60
Edamame, shelled, cooked, ¥ cup 50
Chocolate, dark, 1.0 ounce 50
Peanut butter, smooth, 2 tablespoons 49
Bread, whole wheat, 2 slices 46
Avocado, cubed, 1 cup 44
Potato, baked with skin, 3.5 ounces 43
Yogurt, plain, low fat, 8 ounces 42
Oatmeal, instant, 1 packet 36
Banana, 1 medium 32
Tomato products, canned, % cup 29
Salmon, Atlantic, farmed, 3 ounces 26
Milk, 1 cup 24-27
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via glucose transporter protein activity-4 (GLUT-4) (28, 29). The
autophosphorylation of tyrosine kinase influences the translocation of
GLUT-4 to the plasma membrane. The facilitation of glucose transport
thereby lowers blood glucose concentrations (28, 29).

It is theorized individuals with DM may benefit from Mg
supplementation due to its insulin-sensitizing effect as well as its
antagonistic effect with calcium (Ca) (30). Mg may also aid in regulating
oxidative stress, thus reducing inflammation and thereby stabilizing
the endothelium (30). As such, this benefit may translate to a similar
population, such as women with PCOS, particularly women with IR.

Low dietary and serum Mg concentrations as well as an increased
Mg urine output are frequently noted among individuals with IR
and type 2 diabetes (31). In a 2016 systematic review and meta-
analysis, researchers evaluated the effect of oral Mg supplementation
on insulin sensitivity and glucose control among individuals presenting
with and without DM (25). Mg supplementation doses ranged from
300 to 750 mg/d (25). Researchers found longer Mg supplementation
duration, >4 mo when compared with <4 mo, significantly improved
HOMA-IR (P = 0.001) and fasting glucose (P < 0.001) in both
groups (25). A subgroup analysis of the Mg supplementation noted
a significantly greater reduction in plasma glucose (P = 0.002) and
HOMA-IR (P = 0.009) among individuals with low serum Mg
concentrations when compared to individuals with normal serum Mg
status (25).

Research evaluating the dietary habits of women with PCOS indicate
1 out of 4 women do not consume adequate amounts of dietary Mg (32).
A study by Asemi et al. indicates women with PCOS consume an average
of 233 mg/d of Mg, which is below the RDA of 320 mg/d for women aged
>19y (33).

With noted improvements among individuals with other metabolic
disorders, such as DM, it is plausible to question if Mg may play a role in
the nonpharmacologic treatment of IR among women with PCOS. The
primary purpose of this review was to determine if there is a relation
between serum Mg concentrations and IR among women with PCOS.

Methods

Search strategy

PubMed, the Cochrane Library, and Scopus were utilized to
search the literature with keywords “PCOS” or “polycystic ovary
(MeSH)
terms and non-MeSH terms “magnesium” and “PCOS” were

syndrome and Mg” Both medical subject headings

used. The articles included for the review were human, primary
articles published within the previous 8 vy, between 2011 and
2019, written in the English language, and limited to women aged
>18 y. Studies involving participants with poor prognosis or acute,
critical illness including HIV/AIDS, renal disease, cancer, organ
transplant, hepatic disease, as well as those who were pregnant or
breastfeeding were excluded. A total of 44 articles were identified
from the search, with 1 additional source identified from a manual
search of previously published articles. After eliminating duplicates and
reviewing titles and abstracts of all articles, a total of 13 full-text articles
were evaluated. Of those records, 6 full-text primary articles were
excluded from the review, and 7 were included. Reasons for exclusion
included participants aged <18 vy, evaluation of dietary Mg excluding
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blood serum Mg concentrations, and outcomes of interest excluding IR
(Figure 1).

Data analysis and outcome measures

A total of 7 primary articles were reviewed and included in this state-
of-the-art review. The Academy of Nutrition and Dietetics Evidence
Analysis quality criteria checklist was utilized to evaluate all included
studies (34). The relation between serum Mg concentrations and IR was
evaluated utilizing glycemic parameters including, but not limited to,
insulin, fasting blood glucose (FBG), and HOMA-IR, among women
with PCOS. A full summary can be found in Tables 3 and 4.

Results

Of the 7 primary articles reviewed, 4 were epidemiological analytic
studies that evaluated serum Mg status among women with PCOS
compared with a control group (Table 3). The other 3 studies were
randomized controlled trials (RCTs) evaluating Mg supplementation
compared with a placebo group among women with PCOS (Table 4).

PCOS and serum Mg status
In the positively rated, 2011 cross-sectional study by Kauffman
et al. researchers aimed to determine if serum Mg concentrations
correlate with IR, glucose intolerance, obesity, PCOS phenotype, and
other endocrine and metabolic parameters among women with PCOS
(35). Premenopausal American women (n = 100) with PCOS were
compared with women (n = 20) without PCOS within the same
age and weight range (35). Except among women with prolonged
amenorrhea, venous blood samples were obtained between days 2
and 5 of the follicular phase post overnight fast (35). For women
with prolonged amenorrhea, the follicular phase was not taken into
consideration for the venous blood draw (35). Mg concentrations were
similar among women with IR + PCOS when compared with women
with noninsulin resistant (NIR) + PCOS (0.82 mmol/L compared with
0.83 mmol/L, P = 0.34); however, both concentrations were below
the recommended normal reference range (35). When comparing Mg
concentrations to BMI status, no difference was found between the
groups (P = 0.15). Participants with both DM + PCOS had a mean
Mg concentration of 0.80 mmol/L, women classified as prediabetic had
a mean Mg concentration of 0.85 mmol/L, and women with normal
glucose concentrations had a mean Mg concentration of 0.83 mmol/L,
thus there was no difference between groups (P = 0.13) (35). Mg
concentrations were similar across all PCOS phenotypes and were not
significantly different when compared with women without PCOS (35).
Researchers concluded Mg concentrations do not correspond to insulin
sensitivity or glycemic control in women with PCOS (35). Although
researchers considered PCOS phenotype and the control was matched
based upon age and weight, 90% of the women in the study were
anovulatory and the comparison group was of small sample size (35).
Conversely, Chakraborty et al. completed a positively rated, prospec-
tive cohort study in 2013 (36). The researchers examined serum
concentrations of essential elements, including copper (Cu), zinc (Zn),
Mg, manganese (Mn), Ca, and chromium (Cr), among insulin resistant
and NIR women with PCOS (36). Premenopausal Indian women
with PCOS (n = 132) were separated into 2 groups, IR (n = 50)
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Records identified through
database searching
(n=44)

Additional records identified
through other sources
(n=1)

A

Records after duplicates removed

(n=24)

A 4

Records screened
(n=24)
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Full-text articles
assessed for eligibility
(n=13)

h 4

Records excluded
(n=11)

l

Studies included in
qualitative synthesis
(n=7)

Y

Full-text articles
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(n=6)
* aged <18y’
* Did not

evaluate serum
Mg concentrations

[ Included ] [ Eligibility ] [ Screening ] [Identification]

e Qutcomes of

FIGURE 1 PRISMA flow diagram.

compared with NIR (n = 82) and compared to women (n = 46) of
similar age and BMI who presented without a diagnosis of PCOS (36).
Women with a HOMA2-IR >2.1 were classified as insulin resistant
(36). Blood samples were collected between the second and fourth
day of the menstrual cycles at 09:00 h, after an overnight fast (36).
Fasting insulin (12.38 % 0.83 compared with 8.12 £ 0.66 uIU/mL,
P <0.004) concentrations and HOMA2-IR (2.21 £ 0.25 compared with
1.27 £ 0.37, P < 0.05) were significantly higher among women with
PCOS compared with the control group (36). Women with IR + PCOS,
when compared with the control group, had significantly lower
concentrations of serum Mg (P < 0.04), whereas Mg concentrations
among women with NIR + PCOS were similar to the control (P > 0.05)
(raw data for Mg concentrations using mg/dL or mmol/L was not
provided) (36). Researchers noted Mg to be significantly correlated with
fasting insulin concentrations among women with IR + PCOS (r =
—0.31; P < 0.03) (36). The authors concluded a possible association
between serum elements and IR, including Mg, in women with
PCOS (36). Furthermore, women with IR + PCOS had decreased Mg
concentrations (36). Although the sample size was large and compared
IR and NIR women with PCOS to the control sample, there were
a few limitations (36). The subjects were infertile for 5-10 y and
PCOS phenotype was not evaluated (36). Potential confounding factors,
including dietary supplementation and diet, were not addressed (36).

interest
excluded IR

Similarly, Rajeswari et al. completed a neutral rated, prospective
case-control study in 2016 (37). The researchers aimed to analyze
biochemical parameters including FBG and serum Mg among women
with PCOS (37). Premenopausal Indian women (n = 80) with PCOS
were compared with Indian women (n = 40) without PCOS within
the same age range (37). The study found significantly higher FBG
concentrations in women with PCOS than the control (116.65 & 11.15
compared with 89.10 & 5.89 mg/dL, P = 0.0001), with a significantly
lower serum Mg among women with PCOS than the control (1.210
mg/dL £ 0.239 compared with 2.087 mg/dL & 0.189, P = 0.0001)
(37). The serum Mg concentrations among women with PCOS were
below the recommend normal reference range, whereas the control
group was within the normal reference range (37). There was also a
significant negative correlation between glucose and Mg (r = —0.412,
P =0.0001) (37). The researchers concluded women with PCOS present
with lower serum Mg concentrations and higher FBG than women
without PCOS. Limitations of the study included matching by age
without consideration of weight or PCOS phenotypes and a small
sample size (37). Furthermore, the authors did not adjust for potential
confounders such as diet or supplementation (37).

Conversely, Kanafchian et al. completed a positively rated, case-
control study in 2019 (38). The researchers evaluated serum copper
(Cu), Mg, and total antioxidant capacity (TAC) concentrations in

CURRENT DEVELOPMENTS IN NUTRITION



Insulin resistance, magnesium, and PCOS 5

(penunuo))

pajenjens jou adAjousyd

SODd ‘¥l Aq paynens -

‘selq onewa)sks
asod Aew yoiym ‘A 01—g

10} |ilajul s1em s129[gng -

‘paquosep

solydesBowap paywi -

uswiom Qg

jo dnouB uosuedwod jjewsg -

‘Aioje|nnoue

alam Apnis Ul UBWOM JO %06 -

‘paquosep

soiydesBowap paywi -

SUOI}BIUSDUOD
eD) Jaybly

se |jam se B
winiss pasealdsp

aABY 0] pajou ale
dl pue SODd Yim

USWOM "'SODd
Ylm uswiom pue

‘BN Buipnjoul
‘'syjuswis|e
wnies usemiaq
uoneposse

sem alay|

SODd
YHM USWOM

Ul SUOI3BJIUBDUOD
21we2A|6 Jo
Auanisuss uinsul
0} puodsaliod
iou pip
SUO3BJIUBOUOD
BN "SODd
INOYLIM USWOM
WV ITRIVEYET o}
Apueoipubis
10U 219M
pue sadAjousyd
SODd ssoloe
Jejiwis a1om
SUOI}BJIIUBDOUOD BN

G0'0 < d '|041u0d 0} Jejiwis

uswiom 50O Dd ¥|-uou Jo BIAl -

(€00>d 'LE0— =)
SODd Y| Ul suonesusduod
uinsul Bunse} yum

pale|a.1iod Ajpuediiubis By -

Y00 >d ‘BN

winiss |01u0d 'sSA SODd | -

(S00>d'LE0F LT
'SAGZ°0 F L2°2) ¥I-ZVINOH
Ucm suonelusduod

(¥000 > d ‘990 F cl'8
'SA€8°0 F 8€°Z1) uljnsul

Bunsey |01U0d "SA SODd -

(Ip/Bw

£0°2) 1/|10WW §8°Q 0

UOI1BJIUSDUOD Buljaseq B

papuawwodal 8yl Mojaq

sdnoub oiweoA|Bns pue NG
y1oq 1o} BN winies ues|p -

€L'0=d

J/loww £€8°Q :21wedA|6na

n/j10ww

G0 :sonageipaid /0w

08°0 N SUOI}RJIUSDUOD
BN wnias ues|p -

weo=d)

SODd YHM UsWom y|N pue

USWOM Y| UDamM1aq Je|iwis
9J9M SUOI}BIIUBDUOD Bl -

158} 1yBIuIano ue Jaye y
00:60 1€ 824> [enusuaw sy}
JO { pue g shep usamiaq
pa108||02 a1om sajdwes
poo|g *(9y = u) dnoib
|0J1U0d yum paseduwiod

pue (zg = U) YN : dnoin
pue (0g = u) ABojoydiow
Kieno onshokjod yum

Ayl 1 dnoug "y| se payisse|d
aleM |'Z< dI-CVINOH

"d| uodn paseq

sdnouB z oul paiynens aiem

(€L = U) SODd Ym uswiopy

eayllouswe pabuojoid
yum uswom Buowe ajdwes
POO|q SNOUSA IO} 8|CeLIeA
e J0u sem aseyd 1ejnoi||oy
ay] 11sey 1ybBiutanoysod
aseyd Jejnaijjof a3

JO G pue g sAkep usamiaq
pauleigo aiem ‘sajdwies
poo|g snousp “abuel
1yBlem pue sbe swes

3yl Ulylim SODd hoyim
uswom Oz yim patedwod

alam §ODd YHM uawom 00|

BLISYLID WEpPISN0Y
'SODd j0 xd
ol Ajiusyul
juanedino
“JUBWIINIDDY
Kog> :paby
zeL=u)

uswiom uelpu|

|esnedouswaly

eLSID Wepienoy
'SODd J° xXa
soIuIp
ABojounopus
aAnonpoud

-a1 4o ABoj0douAB
“UsWIINIDeY

A zy-81 :paby
(001 = u)

USWOM UBdLIB WY

|esnedouswaly

SO2d
YHM USWOM ¥|N

pue y| Buowe (1D
pue ‘e) ‘ulN ‘BN
‘Uz 'nD) syuswd|d
|enuassa

JO suOnesUSIUOD
wnias

oy} a1en|eas of

SODd YHm
uswom Buowe

sioroweled
Jljogelaw pue
auLdopUS JaYlo
pue adAousyd
SODd “usaqo
‘@ouels|0ul
9s00n|6

"4l Ym a1e|21100
SUOI}eUSDUOD
B\ wnises

JI sulwILIep Of

(+) eamisod
:ope.b Ayjenb
umouun
:@24nos Buipuny
elpu| :A1unod
Apnis 1ioyod
annpadsoud
:uBisep Apnis
€10z :deak

|e 1@ Auoqenjeyd

:ope.b Ayjenb
auou
:@2unos Buipuny
vsn :Aiunod
Apnis
|BUOI295-SS0ID
:uBisep Apnis
110z :deak

|e 3@ uewyne))

sBuipuly jo suoneliwi]

suoIsnpuo)

elep awodINQ

UOIJUBAIDLU|

uonejndod Apmg

asodind Apmg

ubisep Apnis
“eak Joyiny

SODd Yum uswiom Buowe snieys wnissubew wnias Bunenjeas seipnis [euoileaiasqo jo Alewwns ¢ 37g9VL

CURRENT DEVELOPMENTS IN NUTRITION



6 Hamilton et al.

"ouiz ‘uz ‘Aloeded juepixolue |10} ‘Dy/] ‘Xapul 3oayd ALAINISUSS ulnsul aAieluenb NDYND ‘ewolpuAhs Aieno onshkohjod 'sODd ‘ABojodsukb
pue $2113815q0 ‘NADFO ‘1UBISISaI UINSUILOU ‘Y|N ‘@saueBuew ‘Ul ‘wnisauBew By ‘eouelsisal uinsul ‘Y| ‘asoon|6 poo|q Bunsey ‘Dg4 ‘sisoubelp ‘X ‘sniijjaw sajagelp ‘N “4addod ‘nD fwniwolyd YD) ‘wnidjed ‘e

sadfjousyd

SODd @4edwod jou piq -

's|qeleA auljaseq
usaMm1aq seduIBlIP

104 uawisnfpelsod o -
"azis a|dwes |jews -

‘abe Ag payorew

Kjuo syalgns jonuo) -

‘paquosap solydesBowsp

pue yijeay panw -

sadfjousyd

SODd @4edwod jou piq -

NG 42yb1y e aney SO
YHM Uswiom Jajul 0} Jabie|

aq 03 spasu azis s|duies
‘dnoib 50ODd pue |onauod
JO |INg Usamiaq aoualayip

1edubis Ajjeansnels -

‘abe Ag payorew

Ajuo s19lgns [ouo) -

‘paquosap solydesbowsp

pue ([esy peyw -

d| pue
SS2I1S 9ANEPIXO

0} 9INQLIU0D
Aew reyy OvL
pue B\ usamiaq
uone|[aLIod
aniebau

B YUM 'SODd Yum
uswom Buowe Y|
pue B\ usamiaq
uone|aliod e

a1edipul synsal ay |

SODd noyum
usSwIom uey
Og4 Jeybly pue
SUOIBIIUSDUOD
B\ wnies Jamo|
UM pajou a1om

SODd YHM USWOM

(0000 = d) |043u0d

a1 pue Y|N 'sA Y| Buowe
Jamo| Apuediiubis D] -

(€000 =d '08¥°0 =)

IMDIND pue By usamiaq

uole|a110o anlysod

e pue (9000 =d '6vv0—

= 1) YI-VINOH (2000 = d

'605°0— =) SODd Ym

uswom YN ‘SA y| Buowe

Dg4 pue By usamiaqg
uol1e|a1100 aAelaN -

Ip/Buw

/0°Z 4O UOIeUadU0D

auljeseq B\ papuswWOodal
ay1 mojaq aiem sdnoib yog -

(0610 = d) ¥l uodn paseq

sdnoib usemiaq edualayip

ou yum (zg€'0 =4 “p/bw

€8'L "SATp/Bw $g°|) |011u0d

"SA SODd Useamiaq Je|iwis
9J9M SUOI1BIIUBDUOD Bl -

(L0000 =d CLy0—
= 1) B|\ pue asoon|6
UdM18Q UOI1E|94I0D
annebau juediIubig -
10000 =d '68L°0 F £80°C
SA6ECOF 0L
BN winJss |01U0d "SA SODd -
L0000 =d '68'S F0L'68
SAGLLL FS99LL
:Dg4 |011U0d 'SA SODd -

1se4 1yBlulano ue Joye
pa128]|00 a1om sajduwies
poojg (06 = u) |o3u0d

yrm pasedwod atem sdnoib
SODd "l se payissepp

21oM %EEE’0> [MDIND

pue §'Z< ¥I'VINOH

(P2 = U ¥IN

‘SA (9€ = u) Y| uodn paseq
sdnoib z oul payineis aiom

(09 = U) SODd Yum uswopn

a|joid pid

‘D@4 ‘pioe oun ‘wnisaubew
wnuss azAjeue 0}

9198||02 SeM POO|C SNOUBA
‘obuels abe swes ayy uiylm

SODd noyiim uswiom Qf
ysm patedwod atem §ODd

Y1IM UBWOM ()8 :UOIUSAIDIU|

BLISILD WepIanoy
'SODd 40 x@
J93u8d Y3jeay
aAipPNpoidal
pue Aujiiagul
juenedino
UBWINIDSY
A 0v-02 :peby
(09 =u)
usWoOM ueluel|

|esnedouswaly

juswpedsp

ABo|jodsukb

1ed :50Dd §0 xa

J1Uld NADHO

jusnedino

“JUBWINIDDY

A ov-g1 :peby

(08 =u)

UBWOM uBIpU|
|esnedouswaly

(+) @nnisod
:ope.b Ayjenb
uey|

S80UBIDG |eDIPBA
Jo Ausieniun
|ogeg wouj ueld

dnouB jonuod sy :@24nos Buipuny

yrm pasedwod uey| :Aunod
se SODd YHm Apnas
uswom Buowe |013U0D-8sed
SUOI1eUSDUOD :uBisep Apnis
VL pue ‘B 'nD 610z eak

winias aenjeas o] |e 1@ uelydjeue)|

awolpuAs
Jl|oge1aW 4O sk
1e ale oym SODd
UM uswiom (@) |lesanau
O uonesynuep! :apeub Ayjenb
ay ul ple umousjun
Kew 1ey; (siyoud :@24nos Buipuny
pidi pue pioe elpu| :A1unod
oun ‘wnisaubew Apnis
'Dg4) siexlew |0J3u0D-8sed
|eaiwaydoiq :uBisap Apnis
asedwod 9107 :4eak

pue azAjeue o] e 1@ D Lemssley

sBuipuly jo suoneliwi]

suoisnpuo)

elep swodINQ

UOIUBAIBLU|

uonejndod Apmg

asodind Apmg ubBisep Apnis

ueak ‘loyiny
(penunuo)) ¢ 319VL

CURRENT DEVELOPMENTS IN NUTRITION



Insulin resistance, magnesium, and PCOS 7

(ponunuo))

paquosap
soydesBowoap
payw -
“(p/Bw 00L)
pajuswa|ddns
BN Jo 1unowe
[lews AjoAnejay -
“JusIayp
Kjueoijubis
dnoib
UOIIUBAIDIUI pUE
oqaoe|d usamiaq
so|qelen
|eSIwaYD0Iq JO
san|ena auljeseq -
‘uoi}
-eyuswa|ddnsod
yum pasedwod
yoea jo
uonejuawsa|ddns
a|Buls 1o} pas -

palenjens

jou adAjouayq -
‘Kio1e|naoue
asam Apnis
Ay} Ul UaWOM

40 %0¢ AjuO -
'SUOI}BJIUSIUOD
suoJsisople
pue /4 ssasse

01 S|0J}UOD }JO ¥oeT -
‘paquasap
sojydesBowap

paywiI -

‘Buipuyq jo e -
‘ozIS

a|dwes ||ews Aiap-

S}NSa1 Wyuod 0}

papasu ale s|0IUod

auljeseq Jejiwis

Jo suosiiedwod

Yim uonebnsaaul

Jaymuny Janamoy s

Jljogelswolp.ed pue

wisijogelaw uijnsul

Uo 109y8 |edyBusq e

aAey AeW M Z| JOA0

uonejuawa|ddnsod
@ ulweya-ed-uz-Bin

papaau

aJe wnisaubew

Jo suonesedaid

Juaiayip Ajjenuaiod

pue ‘suoneinp

Jebuoy| ‘sesop Jaybiy

Bunenjens saipnis

2NN} UISASMOH

'SODd JO uswWieas

Y} Ul |edlBUSY

aq ||ns Aew

uonejuawsa|ddns

'SaW021N0

2y} ut syuswanosdwii

uediiubis

ul }nsal 10U

pip uonejuswsa|ddns
BIN =1um

uediubis

JoBuo| ou atem sdnoif
usamiaq (800 =d) IMDIND
pue (80°0 = d) ¥I"'VINOH
(010 =d) wnsut ‘ss|qeLien

auljaseq Jo juawisnlpeisod -

"(S00°0) BD PUB (LO00 > d)
BN '(£0°0 = d) Dd4 duljeseq

Ul @2UaJaIp 1uedIubIg -

(€00 =d "L0°0 F £000°0—
'SAZ0°0 F L0°0H) PIDIND

pasealoul Apuesiubig -

(z00=d

‘90 F L'0+ SAQL F ¥°07)
dI-VINOH pPue (L0'0 =d
Tw/NIM8C F o+
SNV F 6°L-)
SuoleJIUSOUOD C__ch_

wnJss paseaidap uedIubig -

(2000 =4d
“p/Bw g0 F L'0—
SA L0 F L0+ BN

wnias paseaudul Apuediiubig -
:ogaoe|d ‘sa yusws|ddng

(1000 >d)

paseaunul Apuediiubis
SUOI1BJIUSDUOD BUOI8ISOp|e
|eseq juawieaiisod yum
(£0°0 > d) suoneinusduod
V44 pue (70'0=d)
ainssaid poojq o1jo3shs
paseaudap Apuedyiubis

dnoib auoioejoucuids ay] -

w0'0=d

Wb 6L F 6L

01 ;w/B% 56" F £°€E)

IINg paseaidsp Apuedyiubis

dnoub abeydoon|6 ay] -

‘AuiAnisuas
ulnsul 1o /44 ‘|o4@1s8|04yd
"1yblam abueyd Apuediiubis

jou pip uonejuswa|ddns Bl -

¢l pue

'6'9 'S "0 SoaMm 1e spiodal
Kyanoe jeoiskyd ¢ pue
SpJ0daI Pooy p-¢ ‘siigey
auINOoJ JIsY} urelulew

01 PaSIAPE BIaM || M €
184y X p/Bwi 0G| 01 Bwi 00
JO SjUSWIDUI Ul pasealdul
sem yiym ‘Bwi 0og

}JO 9s0p [eRIUI 8y} 1€ 18|ge)
UIWIOJ18W PaWINSUOD ||
M zL x Ajtep 9o1ma (0g = u)
ogeoe|d io (0g = u) g
ulwelA n) 0oz snid ed Buw
00V 'uz Bw y ‘BN Bw 0oL
anl9da1 01 sdno.b

Z o1l paubisse Ajwopue.
aJaMm Uy} pue §ODd 40
sadAjousyd pue ‘abe ‘|Ag

10} paydlew alem wuuw.ﬁﬂjm

Kjnanoe

|ea1sAyd Jo sugey Aiersip
abueyo 01 10U padjse aiem
s1algng "suolsisop|e pue
Y44 ‘@soon|B ‘ulnsul 4o} y g
pue ‘| ‘0 1e poojq Bunos|jod
"Juswieal) Jo)ye pue
auljaseq 1e pawliopad sem
peo| 8s0on|6 6 G/ Y1m 1591
8douels|0) 8500N|6 7 M 7|
x Kjlep @o1my auoyoejouodids
Bw 05 (zL =)

¢ dnoug !Ajiep @o1my ‘yinow
Aq spixo wnissubew

Bw oov (01 = u) z dnoin
‘Ajiep @21m3 aBeydoon|6

Bw QoS (¥ = u) | dnoig

BLIB}D WepIa)0Yy
'SO2d $0 xg
DIUI 4SO By
1e Aujisju| Joy
191u8)) [edIUID
pue yoieasay
2y} 0} |elssal
JUSWIINIDDY
K oy-g1 :paby
09 =u)
UBWOM ueluel|
|esnedouswalg

BLIB}D WepPIaI0Yy
'SODd J° X@
SIUIP NADFO
juenedino
JUBWIINIDDY
Azy-g1 :paby
(9e =)
USWOM UBDLIBWY

|esnedouswa.y

SOOd Yum
uswom Buowe
slosew st
oljogelawolp.ed
pue |0Jjuod
21WeA|6 uo
uonejuswsa|ddns
@ ulweyA pue ‘eD
‘uz ‘BN Jo s108ye
oy} a1ebisanul of

SODd
YHM USWOM

Buowe Ayanisuss
ulnsui pue
SUOI}RIIUBOUOD
V44 ‘o|yoid
pidi| wnias
uo wnisaubew
pue abeydoon|B
‘auojoejouoids
Jo 10aye

8y} e1enjeAs o]

(+) eamisod
:opeub Aujenb
uel| pue ‘SANY
‘Yoleasay 1oy
Jo||@oueyD-adIA
2y} Wolj uein
:@2unos Buipuny
uel| :A13unod
104
:ubisep Apms
/1027 :1eak

|e 39 |\ ueljiwer

:ope.b Ayjenb

umousjun

:@21nos Buipuny

vsSn :Anunod

104

:ubisep Apms

€10z :1eak

le1e
sjeje@-pikkaunpy

sBuipuyy o
suoneywi

suoisnpuo)

elep awod1nQ

uoljuaAIdIU|

uone|ndod Apng

asodind Apnig

ubBisep Apnis
ueak loyiny

SODd Yum uswom Buowe BA parusws|ddns Buiienjeas sjely jeruswiiadxe jo Alewwng ¢ 379VL

CURRENT DEVELOPMENTS IN NUTRITION



8 Hamilton et al.

DUIZ U7 !|el} PB||0JIU0D paziwopuel ‘] DY Xapul
ypayo Auanisuas uinsul eanemuenb ‘|yOvND ‘ewoipuhs Aiero onskokjod ‘'O ABojooauAB pue soue1sqo ‘NADFO ‘winisaubew ‘B ‘esoon|B ewseld Bunsey ‘D44 ‘pioe Aney 9au) ‘44 ‘sisoubelp ‘X ‘wniojed ‘ed)

paquosap
soydesBowoep
pauwn -
‘uon
-eyuaws|ddnsoo
yum patedwod
yoea jo
uonejuawsa|ddns
a|Buls uo} pas -
"ozis a|dwes ||ews -
‘uoneInp Hoyg -

SUOI}BJUSIUOD

Dd4 109)e 10U

S90p INQ Wsi|oge1aw

uljnsur sanoidut

SODd YHm uswiom

Buowe ym g| Jano

uonejuswa|ddnsod
3 ulwelA pue B

(710 F 60°0+)

jo abueyd |p101

e yum Ip/Bw g0 F vl'e

}B SUO}RJIUBIUOD

B\ wniss pey

dnoib uonejuswa|ddnsod
a1 ‘|elnsod -

"auljased 1e p/Buw

£0’Z 4O UONEIUSdUOD

BN pepuswwodal
2y} mojaq a1am sdnoib yyog -

(200'0 =d "€00°0 F 800°0—

'SA €000 F €00°0) IDIDIND
paseaudul Apuediiubig -
(1000=d L'OF V0

SA L0 F 2°07) ¥I'VINOH

pue (zo0'0 =d “1w/nI7

GOFGSL'SAGOFOLY)

SUOI}BJUSDUOD UlNSul
wnias peonpai Apuedsiiubig -

:ogaoe|d

'sA uoljeyuswa|ddns
sanjen paisnlpy

ZLpue’s’9’e

‘0 s3@em 1e spiodal Alianoe

|eaisAyd ¢ pue spiodai

poo} Aep-¢ para|dwod

syuedpiped ||y

M Z| x (g = u) oqeoe(d

Jo (og = u) 3 ulweyiA

p/Bw 0oy snid B p/Bw

05z uonuaaiaul L1andwiod

ein sdnol g ojul perosies
Ajwopuel alem s109gng

BLISILD WEPIS1OoY
'SO2d 0 xa
S1UID JBSSOY By}
1e Ajispul Joy
J91u8)) [edulD
2y} jo suaned
uBWINIODY
Aov-8l :peby
09 =u)
usWIOM UBlURI|

|esnedouswaly

SO2d

YHM UBWIOM 4O

sa|iy01d dljoqelaW

uo uonejuswa|d

-dnsod 3 uiwena

pue B o 1088
ay} a1ebiisaul of

(+) @nnisod
:ope.b Ayjenb
ueJ| pue ‘SNNY
‘Yolessay 4oy
Jo||@dueyd-adIA
a1 wouj 1ueln
:@24nos Buipuny
uel| :A1unod
104
:uBisep Apnis
610 :deak

|2 32 N ueljiwer

sBuipuyy o
suoijeyiwi

suoisnpuo)

elep awodInQ

uoljuaAIdIU|

uone|ndod Apnig

asodund Apnig

(panunuo))

ubBisep Apnis
eak loyiny

v 3iavli

CURRENT DEVELOPMENTS IN NUTRITION



addition to biochemical glycemic parameters, among women with
PCOS (38). Premenopausal Iranian women with PCOS (n = 60)
were stratified into 2 groups based upon IR (n = 36) compared
with NIR (n = 24) and compared Iranian women (n = 90) without
PCOS of similar age (38). The study found Mg concentrations were
similar between PCOS compared with the control (P = 0.322) with no
difference between groups based upon IR (P = 0.190) (38). However,
when the IR 4+ PCOS group was compared with the NIR + PCOS
group, researchers found a negative correlation between Mg and FBG
(r = —0.509, P = 0.002), HOMA-IR (r = —0.449, P = 0.006), and a
positive correlation between Mg and the quantitative insulin sensitivity
check index (QUICKI) (r = 0.480, P = 0.003) (38). Additionally, TAC
was significantly lower among women with IR 4+ PCOS compared
with NIR + PCOS and the control (P < 0.001) (38). The researchers
indicated a correlation between Mg and IR among women with PCOS,
with a negative correlation between Mg and TAC that may contribute to
oxidative stress and IR (38). Limitations of the study included matching
by age without consideration of weight or PCOS phenotypes, a relatively
small sample size, and no adjustments for potential confounders such as
diet or other baseline variables (38).

Out of the 4 studies evaluating serum Mg concentrations and
glycemic control, only 2 (36, 37) studies found women with PCOS
to have significantly lower Mg concentrations when compared with
women without PCOS. In Rajeswari et al. (37), women with PCOS
had statistically and clinically lower serum Mg concentrations, at 1.210
mg/dL (0.497 mmol/L), a value below the normal range of 0.76 to 1.15
mmol/L (12). Chakraborty et al. also found women with IR + PCOS
to have a lower concentration of Mg when compared with the control
group and women with NIR + PCOS (36). Kanafchian et al. did not
find a statistically significant difference of serum Mg concentrations
between the groups, however, they did note women with IR + PCOS
had a negative correlation between Mg and FBG and HOMA-IR with a
positive correlation between Mg and QUICKI (38). Finally, Kauffman et
al. did not find statistically significant differences between the 2 groups,
the women with IR 4+ PCOS had a Mg concentration of 0.82 mmol/L
(35). This finding may be of clinical significance as it is below 0.85
mmol/L, a proposed lower reference limit for individuals with impaired
glucose control (12, 13). The results indicate women with IR + PCOS
have a clinically significant lower serum Mg concentration than women
with NIR + PCOS (35). The findings (35-38) suggest there may be a
relation between serum Mg concentrations and IR among women with
PCOS. Given this potential relation the supplementation of Mg may be
beneficial in improving IR.

Effectiveness of Mg supplementation

In the positively rated 2013 randomized trial by Muneyyirci-Delale
et al. researchers evaluated the effect of spironolactone, glucophage, and
Mg on the serum lipid profile, free fatty acid (FFA) concentrations,
and insulin sensitivity in women with PCOS (39). The researchers
evaluated Mg oxide treatment compared with traditional medications
as previous studies have indicated a low serum Mg status among
women with PCOS (39). Premenopausal American women (n = 36)
were randomly assigned to 1 of 3 groups: Group 1 (n = 14) 500
mg glucophage; Group 2 (n = 10) 400 mg Mg; Group 3 (n = 12)
50 mg spironolactone (39). All participants consumed the medication
or supplement twice daily by mouth for 12 wk (39). A glucose tolerance
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test using a 75 g glucose load was performed at baseline and after
treatment, collecting blood at 0, 1, and 2 h for insulin, glucose, FFA, and
aldosterone determination (39). The subjects were asked to keep dietary
habits and physical activity consistent for the duration of the study
(39). Posttreatment, researchers found spironolactone to significantly
decrease FFA concentrations (P < 0.3) and systolic blood pressure
(P = 0.04) as well as significantly increase aldosterone concentrations
(P < 0.001) (39). The glucophage group had a significantly decreased
BMI (P < 0.04) (39). However, Mg supplementation did not signifi-
cantly change baseline weight, cholesterol, FFA, or insulin sensitivity
among participants (P > 0.05) when compared posttreatment (39).
Although researchers noted Mg supplementation did not produce
significant outcomes, the researchers did not evaluate baseline serum
Mg among participants (39). This limitation, as well as the small sample
size and relatively short duration of the study may also play a role in
the outcome (39). Furthermore, the Mg supplementation was above the
UL, however, no adverse events were reported (39). Mg may still be
beneficial in the treatment of PCOS and future studies evaluating higher
doses, longer durations, and potentially different preparations of Mg are
needed (39).

In a 2017 positively rated, double-blind RCT, Jamilian et al.
investigated the effects of Mg, Zn, Ca, and vitamin D supplementation
on glycemic control (40). Premenopausal Iranian women (n = 60)
were matched using BMI, age, and PCOS phenotype and randomly
assigned into 2 groups: placebo or intervention to receive 100 mg Mg,
4 mg Zn, 400 mg Ca, and 200 IU vitamin D for 12 wk (40). Both the
control group and the intervention group were prescribed metformin,
starting with an initial dose of 500 mg, which was increased by 500
mg each week until reaching the target amount of 1500 mg/d (40).
Participants were advised to maintain normal habits and track 3-d
dietary and physical activity records at weeks 0, 3, 6, 9, and 12 (40).
Upon completion of the 12-wk trial, the supplemented group, when
compared with the placebo group, had significantly increased serum
Mg concentrations (4-0.1 &+ 0.1 compared with —0.1 £ 0.3 mg/dL,
P =0.002) (40). The supplemented group compared with the placebo
group also had a significant reduction in serum insulin concentrations
(-1.9 £ 4.6 compared with +0.4 &+ 2.8 £IU/mL, P = 0.01) as well
as HOMA-IR (-0.4 & 1.0 compared with +0.1 £ 0.6, P = 0.02) and
a significant increase in the QUICKI (4-0.01 £ 0.02 compared with
—0.0003 £ 0.01, P = 0.02) (40). However, there was a significant
difference in baseline values between the 2 groups for fasting plasma
glucose (FPG) (P = 0.03), Mg (P < 0.001), and Ca (P = 0.005) (40).
After the adjustment of baseline values of biochemical variables, age,
and baseline BMI, the difference in changes of insulin (P = 0.10),
HOMA-IR (P = 0.08), and QUICKI (P = 0.08) between the 2
groups were no longer significant; however cardiometabolic parameters
including total cholesterol and triglycerides remained significantly
lower (P < 0.05) (40). Despite lacking significant differences after the
adjustment of baseline values for glycemic parameters, the authors
suggested that Mg-Zn-Ca-vitamin D cosupplementation over 12 wk
in women with PCOS may still have an advantageous effect on
insulin sensitivity and markers of cardiometabolic risk (40). The study,
however, had some limitations as the researchers failed to show the data
for baseline serum values and did not note if the values were below
the normal target range (40). Furthermore, much of the baseline values
between the 2 groups were significantly different (40). Finally, since the
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intervention was a cosupplement, it is difficult to determine which, if
any, of the nutrients may have exerted any beneficial effects (40).

Most recently, Jamilian et al. (2019), evaluated Mg and vitamin
E cosupplementation on metabolic profiles of women with PCOS,
in another positively rated, double-blind RCT (41). Subjects were
randomly assigned into 2 groups via computer; the intervention group,
receiving 250 mg/d Mg plus 400 mg/d vitamin E (n = 30) or the
placebo group, receiving a similar shape and size capsule (n = 30)
over 12 wk (41). All participants completed a 3-d food record with
3 physical activity records at weeks 0, 3, 6, 9, and 12 (41). Upon
completion of the 12 wk study and after results were adjusted for
baseline values, age, and BMI, the supplementation group compared
with placebo had significantly reduced serum insulin concentrations
(-1.0 £ 0.5 compared with 1.5 & 0.5 uIU/mL, P = 0.002) and HOMA-
IR (0.2 £ 0.1 compared with 0.4 £ 0.1, P = 0.001), with significantly
increased QUICKI (0.003 £ 0.003 compared with —0.008 £ 0.003,
P = 0.002) (41). The researchers concluded the Mg and vitamin E
cosupplementation over 12 wk among women with PCOS improved
markers of cardiometabolic risk with a nonsignificant trend towards
improved insulin sensitivity (41). Some limitations of the study included
the duration and small sample size as well as the cosupplement
invention, which similar to the previous study, remains unclear whether
one single supplement improved the noted markers of IR or if
improvement was due to the cosupplementation (41).

The effects of Mg supplementation among women with PCOS
remain unclear. So far, only 3 RCTs (39-41) have evaluated the effects
of Mg supplementation on glycemic control among women with PCOS.
Although numerous studies have noted improved glycemic control
with Mg supplementation among other populations, including type 2
diabetes (42) and gestational diabetes (43), current research has failed to
associate Mg supplementation with significant glycemic improvements
among women with PCOS (39). Whereas Jamilian et al. (2017 and 2019)
found cosupplementation containing Mg significantly increased serum
Mg concentrations (P = 0.002) (40, 41), only the cosupplementation
of Mg and vitamin E has been noted to have a statistically significant
effect on IR after adjusting for baseline values (41). However, despite
not having statistical significance, the cosupplementation of Mg, Zn, Ca,
and vitamin D, after adjusting for baseline values, actually resulted in a
greater change in insulin (—1.6 £ 0.7 £uIU/mL) (40) when compared
with the statistically significant decrease in insulin (—1.0 £ 0.5
#IU/mL) with the Mg and vitamin E cosupplement over 12 wk (41).

Limitations

It is unclear if the association between IR and Mg supplementation
is dose dependent, or rather, if IR is impacted by Mg deficiency.
Furthermore, research has produced clinically significant results with
the use of cosupplementation (40, 41) as well as a diet rich in Mg (33).
Within the observational studies, only a few considered confounding
variables such as supplemented Mg. One study failed to evaluate dietary
supplementation (37), whereas others use supplementation exclusion
criteria, but only if the supplement had been consumed 2 (36) or 3
(35) mo prior to enrollment. Muneyyirci-Delale et al. noted subjects
were instructed to maintain normal dietary habits (39), however, they
failed to evaluate the macro- and micronutrients within the “normal”

diet. These confounding variables may have influenced the overall
outcomes. All 3 RCTs were of short duration (39-41), however, studies
evaluating insulin sensitivity and glucose control among both diabetic
and nondiabetic individuals without PCOS noted Mg supplementation
for >4 mo significantly improved HOMA-IR and fasting glucose (25).
Research indicates women with PCOS are more likely to underconsume
Mg-rich foods (32, 33) and have a greater likelihood of lower serum
Mg (36, 37) when compared with women without PCOS. In 1 study,
Mg cosupplementation was associated with improved IR and markers
of cardiometabolic risk among women with PCOS (40).

Future research, including RCTs of larger sample size and longer du-
ration, is needed to evaluate the effectiveness of single supplementation
versus cosupplementation as well as to determine the optimal duration
and dosage of supplementation.

There are some limitations within the research, particularly with
regards to assessing serum Mg. Most of the body’s Mg is located inside
cells or in bone, thus the serum concentration may not accurately
depict true Mg status (11, 12). Currently, there is no gold standard
to assess Mg status, however, for the most comprehensive analysis,
both laboratory tests and clinical assessment might be required (11,
12). Furthermore, only 3 (35, 36, 39) out of the 7 studies excluded
individuals on medications, including PPIs. This confounding vari-
able is of importance because chronic PPI-induced hypomagnesemia
does not respond to Mg supplementation with an increase in Mg
serum concentrations (11, 12, 20). Additionally, the research has not
consistently matched women with PCOS upon BMI, age, phenotype,
anovulation, or IR. Furthermore, biochemical parameters for serum
concentrations were not routinely captured at baseline (40). Finally,
there are limitations when using fasting values including HOMA-IR
and QUICKI to measure IR and insulin sensitivity among women with
PCOS, as the results are highly variable (44). Assessment measures
found to be more accurate for the determination of IR and insulin
sensitivity include the oral-glucose-tolerance test (OGTT) (44) and
the gold standard, the hyperinsulinemic euglycemic glucose clamp
technique (45).

Applications to Practice

Mg is a cofactor for numerous biochemical reactions (11, 12). Current
research indicates women with PCOS are more likely to underconsume
Mg-rich foods (32, 33) and have a greater likelihood of lower serum Mg
(36, 37). However, serum Mg may not be the most reliable criteria for
assessing Mg status (11, 12) and as such the use of a nutrition-focused
medical history with dietary analysis as well as a physical examination
should be utilized when assessing the overall status of the patient.
Although it is uncommon for an individual to have a symptomatic
Mg deficiency due to low dietary intake, health conditions such as
type 2 diabetes, gastrointestinal diabetes, chronic alcoholism, and
medications, including PPIs and diuretics, may increase the likelihood
of deficiency (12).

The clinician should evaluate for potential Mg deficiency via food-
and nutrition-related history, reviewing sources of Mg, including
legumes, leafy greens, potatoes, and quinoa. An assessment of medica-
tions and supplements, biochemical data, and physical findings should
also be conducted. Excessive vitamin D supplementation, chronic
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diarrhea, fat malabsorption, and medications, particularly long-term
use of PPIs, may increase the risk of Mg deficiency (11). Patients
with mild Mg deficiency may have no significant signs or symptoms.
However, symptoms of Mg deficiency may include a decreased appetite,
nausea, vomiting, fatigue, and weakness (11, 12). With more severe
deficiencies, individuals may experience numbness, tingling, muscle
cramping, seizures, and changes in personality, as well as arrhythmia,
coronary spasms, and hypocalcemia or hypokalemia (11, 12).

Finally, it appears dietary Mg may not be the only or best
solution for improving glucose metabolism and insulin sensitivity
among women with PCOS. Utilizing a nutrient-dense diet, such as
the Dietary Approaches to Stop Hypertension (DASH) eating pattern
(33) that is high in Mg, potassium (K), Ca, and low in sodium, is
associated with improved health outcomes including CVD, DM, and
metabolic syndrome (33). Micronutrients often underconsumed among
women with PCOS include Mg, K, Ca, vitamin D, and folate (32,
33). Furthermore, lower serum concentrations of essential elements
including Mg (35-37), Mn (36, 46), and Cr (36) are noted among
women with PCOS when compared with women without PCOS. An
individualized plan for the supplementation of micronutrients may be
warranted for women who struggle to meet their micronutrient needs.

Conclusion

Women with PCOS are more likely to underconsume Mg-rich foods
(32, 33) and have a greater likelihood of lower serum Mg concentrations
(36, 37). The results of the observational studies indicate an association
between Mg and IR among women with PCOS (35-38). It remains
unclear whether adequate dietary Mg or supplementation improves
insulin sensitivity among all women with PCOS, however, there is
some evidence to suggest that improved IR can be obtained in women
with PCOS as a result of Mg cosupplementation (39, 40). Dietary
interventions and micronutrient supplementation may prove to be a
viable treatment option for women seeking disease control without
medication, however, more research is needed.

Although research has made great strides with regards to the
evaluation and treatment of PCOS, the etiology, progression throughout
the lifespan, spectrum of symptoms, and various morbidities still
remain rather elusive. Furthermore, the true pathogenesis of disease
is still unknown. Although unregulated steroidogenesis, IR, genetics,
and oxidative stress likely play a role, additional studies are needed
to better understand the disease in order to prevent comorbidities
and treat PCOS. Larger studies of longer duration, evaluating both
IR + PCOS compared with NIR + PCOS women and PCOS phenotypes
are necessary. Moving forward, the relation between supplementation of
micronutrients, particularly those consumed in lower quantities within
this population, such as Mg, vitamin D, Ca, K, folate, and antioxidants,
would also be of value. Although it remains unclear if dietary Mg and/or
Mg supplementation should be a nutritional strategy encouraged for all
women with PCOS, current research indicates an association between
achieving adequate Mg status and improved IR.
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