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Pharmacological management in
women with gestational diabetes

lassically, gestational diabetes (GD) has been  diabetes (T2DM), the International Association of Dia-
defined as any degree of glucose intolerance  hetes and Pregnancy Study Groups (IADPSG) (1) and
first recognized during pregnancy. However, the American Diabetes Association (ADA) (2) consider
because the current epidemics of obesity and  diabetes diagnosed in the first trimester as “overt dia-
diabetes have led to an increased number of  betes,” reserving the term gestational diabetes for that
pregnant women with previously undiagnosed type 2  diagnosed from the second trimester onward.
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Pre-gestational diabetes (PGD) refers to women with diabetes
diagnosed before pregnancy (including type 1 diabetes, type 2
diabetes mellitus, and other specific types).

GLYCEMIC TARGETS

Good glycemic control significantly reduces the risk of macroso-
mia, preeclampsia, cesarean delivery, neonatal hypoglycemia,
and progression to type 2 diabetes postpartum.

The HAPO study highlighted the importance of maintaining
adequate glycemic levels in pregnancy. Therefore, both fasting
and—especially—postprandial capillary glucose self-monito-
ring is required, with the following targets (3):

. 1-hour 2-hour
?;‘:Cgts: Fasting (basal) postprandial postprandial
: <96 mgdL <160 mgfdL <120 mgfdL

TREATMENT OF GESTATIONAL DIABETES

Lifestyle recommendations—diet and physical activity adap-
ted to the patient’s knowledge—are the first step in GD ma-
nagement. The goal of metabolic control is to correct weight
deviations and maintain capillary glucose levels while always
avoiding hypoglycemia and ketonuria. Recommended weight
gain: 7-11 kg in overweight women, and 4.5-9 kg in women
with obesity

Diet should be normocaloric, except in those with obesity. Mo-
derate physical activity is recommended (= 150 minutes of mo-
derate aerobic exercise per week) (2, 4-7).

WHEN TO INITIATE PHARMACOLOGICAL TREATMENT?

Studies suggest that 70-85% of women diagnosed with GD
achieve control with lifestyle modification alone. Pharmacolo-
gic treatment is indicated only when glycemic targets are not
met.

If after 1-2 weeks of lifestyle changes glucose remains above
targets, insulin therapy should be initiated (2).

Available pharmacological options

1. Insulin (First-line therapy). Insulin is the treatment of
choice when lifestyle modifications are insufficient. It is
considered safe during pregnancy because it does not cross
the placenta.

Types of insulin

» Rapid-acting insulin (lispro, aspart): controls postpran-
dial peaks; administered before meals.

« Intermediate-acting insulin (NPH): covers basal needs

during the day, usually combined with rapid-acting in-
sulin.

» Long-acting insulin (glargine, detemir): provides stable
basal coverage, usually combined with rapid-acting insu-
lin.

Doses are individualized based on pre- and postprandial glu-
cose levels. Continuous glucose monitoring (CGM) is useful,
especially in basal-bolus regimens. A typical starting regi-
men: 0.2-0.3 IU/kg/day of long-acting insulin, and, then, add
rapid-acting analogues before meals as needed (start with 4
IU) (2, 4-7).

Avoid hypoglycemia and minimize excessive weight gain.

In a basal-bolus insulin regimen (basal + rapid-acting insu-
lin), continuous glucose monitoring (CGM) is a useful and
indicated tool.

2. Metformin: Metformin is useful as an alternative, especially
when minimizing weight gain or reducing the risk of pree-
clampsia is a priority; however, caution is required due to
the potential long-term effects on the child.

It is an oral treatment option generally used in women at
risk of developing type 2 diabetes (T2D) after pregnancy, or
in those who cannot tolerate insulin or do not have access
to insulin in their place of residence. Metformin reduces in-
sulin resistance and decreases hepatic glucose production.
Itis more commonly used in women with GDM and overwei-
ght'. However, the Spanish Agency for Medicines and Medi-
cal Devices (AEMPS) only recommends the use of antidiabe-
tic drugs within authorized clinical trials.

The starting dose is 500 mg/day, with progressive titration
up to 1000 mg every 12 hours to minimize adverse effects.

3. Other glucose-lowering agents under investigation: The-
re are investigational medications that may offer alternati-
ves to insulin, such as GLP-1 receptor agonists, which help
lower glucose levels and improve insulin sensitivity. Howe-
ver, these agents are not yet recommended for routine ma-
nagement of GDM.

TECHNOLOGY AND EDUCATIONAL SUPPORT

*  CGM improves glycemic control and hypoglycemia detec-
tionininsulin-treated GD.

» Digital tools (apps, telemonitoring, coaching) offer additio-
nal support.

OTHER RELEVANT TREATMENTS DURING GESTATIONAL
DIABETES

1. Blood pressure management
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Hypertension or preeclampsia may coexist with GD. Safe
medications include:

. Methyldopa (first-line)
. Labetalol
. Nifedipine (extended release)

Contraindicated: ACE inhibitors (enalapril, captopril) and
ARBs (losartan) due to teratogenic risk.

2. Safe analgesics and anti-inflammatories

Paracetamol is the analgesic/antipyretic of choice. Avoid
NSAIDs (ibuprofen, naproxen, diclofenac) — especially in
the 3rd trimester (risk of ductus arteriosus closure and re-
duced amniotic fluid).

3. Recommended vaccines during pregnancy (6, 8)

e Influenza (inactivated): any trimester during flu
season
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e Tdap: between 28-36 weeks, each pregnancy
«  COVID-19 (MRNA): recommended if schedule incomplete CONCLUSIONS
e Anti-D immunoglobulin: at week 28 and within 72 hours pos- 1. Pharmaco[ogic management in

tpartum for Rh-negative mothers (if newborn is Rh-positive . . i _
i ’ ( i ) gestational diabetes aims to main-

Contraindicated: live vaccines (MMR, varicella, yellow fever) tain maternal g[ucose within a safe

4. Common supplements and coadjuvants (2,4,8) range to prevent compllcatmns.

* Folic acid: 400 mcg/day, beginning 1-2 months before con- 9
ception and through the first trimester

. Glycemic targets: fasting <95 mg/
dL; 1-hour postprandial <140 mg/

e Potassium iodide: 200 pg/day throughout pregnancy dL: 2-hour postprandial <120 mg/
e Oraliron: if iron-deficiency anemia (Hb <11 g/dL in 1st and dL.
3rd trimesters; <10.5 g/dL in 2nd)
« Levothyroxine: Target TSH: < 2.5 mIU/mL in 1st trimester, < 3. Diet is the first-line treatment; if
3 miU/mLin 2nd, < 3.5 mlU/mL in 3rd. TSH monitoring every targets are not met, insulin is the

4-6 weeks until week 20, then at weeks 24 and 32°. . ..
therapy of choice. Metformin is an

» Calcium and vitamin D: if risk of preeclampsia or deficiency additional option in select cases.

e Probiotics: potential benefit but not standardized ) )
4. A comprehensive approach is es-

DOES GESTATIONAL DIABETES REQUIRE FOLLOW-UP AFTER sential: lifestyle, emotional su-
DELIVERY? pport, and postpartum follow-up.
Yes. Because GD is a significant risk factor for developing T2D, all

women should undergo reassessment 4-12 weeks postpartum h. Reassessment 4-12 weeks pos-
(or after brea;tfeeding) usiqg a 75-g oral glucose tolerance test. If tpartum is recommended to detect
normal and without other risk factors, reassessment should occur . . . i

every 3 years. persistent diabetes or impaired glu-

o , , . cose regulation
The cumulative incidence rate of T2DM increases sharply in the first

5 postpartum years and plateaus after 10. D
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