
 
 

 
 

Skin Longevity Protocol: 
Estriol + Retinoid 

A How-To Guide for Women 40+ 

Physician-designed. Hormone-literate. Barrier-protective.  
This document is intended as an educational guide for women over 40 who want 

structural skin longevity, not temporary glow.  

​
 

 

INTRODUCTION: WHY SKIN 
AGES DIFFERENTLY AFTER 40 

After 40, skin aging accelerates for one 
primary reason: loss of estrogen signaling, 
not just sun exposure or time. The skin 
becomes thinner, drier, more inflamed, 
slower to heal, and paradoxically more 
reactive. This is why what “used to work” 
often stops working seemingly overnight. 
 
Two tools remain foundational when used 
correctly: 
 

●​ Estriol (E3): restores estrogen 
signaling locally in the skin 

●​ Tretinoin (Retin-A): stimulates 
cellular turnover and collagen 
remodeling 

 
Together, they address both tissue loss 
and repair failure, but only when separated 
in time and customized to skin biology. 

PART I: MECHANISMS  

Estriol (E3) 

●​ Weak estrogen with high affinity for 
skin receptors 

●​ Increases dermal thickness, 
collagen, elastin, and hydration 

●​ Improves wound healing and 
reduces crepey texture 

●​ Minimal systemic absorption when 
applied to face and neck 

Estriol is not a cosmetic. It is local hormone 
replacement for the skin. 

Retinol-A 

●​ Increases epidermal turnover 
●​ Stimulates collagen I and III 
●​ Improves pigmentation and fine 

lines 
●​ Temporarily disrupts the skin barrier 

during adaptation 
Retin-A is best understood as measured 
stress that forces renewal. 
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PART II: WHY THEY MUST NOT 
BE USED IN THE SAME WINDOW 

This is basic physiology. 
 

1.​ pH conflict 
●​ Tretinoin requires an acidic 

environment 
●​ Estriol is formulated closer to 

physiologic pH 
●​ Layering reduces 

effectiveness of both 
2.​ Opposing cellular messages 

●​ Estriol promotes cellular 
stability and survival 

●​ Retin-A induces turnover 
and micro-inflammation 

●​ Applied together, they blunt 
each other’s benefit 

3.​ Barrier permeability risk 
●​ Retin-A temporarily 

increases absorption 
●​ Applying estriol during this 

window may increase 
unpredictable uptake 

●​ This is unnecessary and 
avoidable 

4.​ Higher dermatitis risk 
●​ Especially relevant in 

rosacea, melasma, and 
autoimmune skin 

 
Rule: Estriol in the morning. Retinoid at 
night. No overlap. 
​
 

 
 
 

PART III: DOSING BY AGE & 
MENSTRUAL STATUS 
(PROTOCOL) 

Ages 40–44 | Late Reproductive / 
Early Perimenopause 

●​ Estriol: 0.1% daily, morning 
●​ Retinoid: 0.025% tretinoin, 2–3 

nights/week 

Ages 45–50 | Perimenopause 

●​ Estriol: 0.1–0.3% daily 
●​ Retinoid: 0.025–0.05%, 3–4 

nights/week 

Ages 51–60 | Early Postmenopause 

●​ Estriol: 0.3–0.5% daily 
●​ Retinoid: 0.05%, 3–5 nights/week 

Age 60+ | Late Postmenopause 

●​ Estriol: 0.5% daily 
●​ Retinoid: 0.025–0.05%, 2–3 

nights/week 
Longevity skin improves through 
consistency, not escalation. 
 

PART IV: DAILY HOW-TO 

Morning 

1.​ Gentle cleanser (non-foaming, no 
acids) 

2.​ Estriol cream (pea-sized for face) 
3.​ Barrier moisturizer 
4.​ Mineral or hybrid sunscreen SPF ≥30 
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Evening 

1.​ Gentle cleanse 
2.​ Wait 15–20 minutes 
3.​ Retinoid (lentil-sized for full face) 
4.​ Moisturizer (or sandwich method if 

sensitive) 
 

PART V: CUSTOMIZATIONS FOR 
COMMON MIDLIFE SKIN 
PATTERNS 

ROSACEA-PRONE OR FLUSHING SKIN 

Primary risks: inflammation, burning, 
vascular instability 
 
Adjustments 

●​ Estriol: start low and slow 
(0.1–0.25%) 

●​ Retinoid: 0.025% max, 2 nights/week 
initially 

●​ Avoid alcohol-based vehicles and 
gels 

 
Best practices 

●​ Use microsphere or liposomal 
tretinoin 

●​ Always buffer with moisturizer 
●​ Avoid exfoliating acids entirely 

 
Red flags 

●​ Burning >10 minutes 
●​ Worsening flushing → reduce 

frequency, not dose 
 
Estriol often improves rosacea over time by 
stabilizing the barrier. 
 
 
 

MELASMA OR HORMONAL 
HYPERPIGMENTATION 

Primary risks: rebound pigment, 
inflammation-triggered darkening 
 
Adjustments 

●​ Estriol: 0.1–0.3%, morning only 
●​ Retinoid: consistent but gentle 

(0.025–0.05%) 
●​ Add strict sun protection (this is not 

optional) 
 
Helpful add-ons 

●​ Tranexamic acid (topical) 
●​ Azelaic acid on non-retinoid nights 
●​ Niacinamide in morning moisturizer 

 
Avoid 

●​ Aggressive peels 
●​ Overuse of retinoid 

 
Melasma improves when inflammation is 
controlled before correction is forced. 
 

AUTOIMMUNE OR HIGHLY 
REACTIVE SKIN 

(e.g., Hashimoto’s, lupus, eczema-prone, 
mast-cell-sensitive) 
 
Primary risks: barrier failure, delayed 
healing 
 
Adjustments 

●​ Estriol: foundational therapy 
(0.1–0.3%) 

●​ Retinoid: microsphere formulation 
only 

●​ Frequency: 1–2 nights/week initially 
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Best practices 
●​ Sandwich method always 
●​ Prioritize moisturizers with 

cholesterol + ceramides 
●​ Pause during systemic 

autoimmune flares 
 
For autoimmune skin, estriol is often more 
important than retinoid. 
 

PART VI: COMPOUNDING BASES 
THAT IMPROVE TOLERANCE 

This matters as much as dose. 

Best Bases for Estriol 

●​ VersaBase® Cream – neutral, 
barrier-supportive 

●​ Lipoderm® – enhanced penetration 
with lower irritation 

●​ HRT Cream Base with ceramides – 
ideal for menopausal skin 

 
Avoid fragranced or alcohol-containing 
bases. 

Best Bases for Tretinoin 

●​ Microsphere tretinoin – slow 
release, less irritation 

●​ Liposomal tretinoin – better 
tolerance for sensitive skin 

●​ Cream base over gel for women 
40+ 

 
Ask compounding pharmacies specifically 
about delivery systems, not just strength. 
 
 
 

PART VII: TIMELINE & 
EXPECTATIONS 

●​ Weeks 2–6: mild flaking or 
sensitivity possible 

●​ Weeks 8–12: smoother texture, 
improved hydration 

●​ Months 3–6: visible thickening and 
tone improvement 

●​ 6–12 months: durable skin resilience 
 
Skin longevity is built, not rushed. 
 

PART VIII: SAFETY & 
CONTRAINDICATIONS 

●​ Avoid estriol with 
estrogen-dependent cancer unless 
cleared 

●​ Avoid tretinoin during pregnancy 
●​ Burning means reduce frequency 
●​ Never apply on broken or inflamed 

skin 
 
Systemic absorption of facial estriol is low, 
but physiology deserves respect. 
 

PART IX: CONTRAINDICATIONS 
& CAUTIONS 

Read this before starting. This is medicine, 
not random skincare. 

Absolute Contraindications 

Estriol (Facial Use) 
Do not use without medical clearance if 
you have: 
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●​ Active or prior estrogen-dependent 

cancer 
●​ (breast, endometrial, ovarian with 

estrogen sensitivity) 
●​ Undiagnosed vaginal bleeding 
●​ Known hypersensitivity to estrogen 

compounds 
 
Note: While systemic absorption from 
facial use is low, estrogen biology is not 
optional. Clearance matters. 
 
Retin-A 
Do not use if: 

●​ Pregnant or trying to conceive 
●​ Breastfeeding (relative 

contraindication; discuss with 
clinician) 

●​ Severe active dermatitis, eczema 
flare, or open skin 

Relative Contraindications (Use 
With Modification) 

These require dose adjustment, spacing, or 
supervision, not avoidance. 
 
Estriol 

●​ History of hormone-sensitive 
conditions in remission 

●​ Migraine with aura (monitor for 
sensitivity) 

●​ Melasma-prone skin (start low) 
 
Retinoids 

●​ Rosacea 
●​ Autoimmune skin disease 
●​ Mast-cell activation or histamine 

sensitivity 

●​ Concurrent use of exfoliating acids 
or peels 

 
If skin burns, stings persistently, or worsens 
after 2–3 weeks, pause and reassess. 
 

PART X: FREQUENTLY ASKED 
QUESTIONS (FAQs) 

1. Can I just use estriol and skip 
retinoids? 

Yes. Especially if: 
●​ You have autoimmune or reactive 

skin 
●​ Your primary concern is thinning, 

dryness, or fragility 
●​ You prioritize comfort over pigment 

correction 
 
Estriol alone can significantly improve 
thickness and hydration. Retinoids are 
additive, not mandatory. 

2. Can I use retinal or retinol 
instead of tretinoin? 

Yes, with caveats. 
●​ Retinal or retinol may be better 

tolerated initially 
●​ Tretinoin has the strongest 

evidence for collagen remodeling 
●​ If using retinal/retinol, the same 

night-only, separated timing 
applies 

 
For many women 50+, less potent but 
consistent outperforms aggressive 
protocols. 
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3. Why not apply estriol at night? 

You can, but: 
●​ Night skin permeability is higher 
●​ Retinoids are typically used at night 
●​ Separation reduces irritation and 

absorption variability 
 
Morning estriol is cleaner, calmer, and 
more predictable. 

4. Will estriol affect my hormone 
levels or lab tests? 

Facial estriol at recommended doses: 
●​ Has minimal systemic absorption 
●​ Is unlikely to alter serum estradiol 

meaningfully 
●​ Does not replace systemic 

hormone therapy 
 
If you are measuring hormones closely 
and want zero confounding, pause estriol 
for 48–72 hours before labs. 

5. How long do I need to use this to 
see results? 

This is not instant gratification skincare. 
●​ Texture and hydration: 6–8 weeks 
●​ Pigment and fine lines: 3–6 months 
●​ Structural resilience: 6–12 months 

 
Skin longevity is a long game with 
compounding returns. 

6. Can I use this with Botox, fillers, 
or lasers? 

Generally yes, with timing considerations. 
●​ Pause retinoids 5–7 days before 

lasers or peels 

●​ Estriol may improve healing 
post-procedure 

●​ Resume retinoids only once skin is 
fully healed 

 
Always inform your proceduralist. 

7. My skin is flaking. Should I push 
through? 

Flaking is normal. Burning is not. 
●​ Flaking = adaptation 
●​ Burning, stinging, redness = barrier 

injury 
 
Reduce frequency before reducing dose. 

8. Is estriol safe long term? 

Data supports long-term local use with 
appropriate screening. 

Skin estrogen receptors do not “burn out.” 

This is replacement, not overstimulation. 

9. What if my skin suddenly 
becomes reactive after months of 
success? 

Common causes: 
●​ Perimenopausal hormone shifts 
●​ Travel, stress, illness 
●​ Barrier depletion 

 
Solution: 

●​ Pause retinoids for 1–2 weeks 
●​ Continue estriol + barrier repair 
●​ Restart retinoids at lower frequency 

 
Skin responds to context. 

 
​

Copyright Dr. Sara Szal 2026 - Last Updated Feb 2026​ ​ ​    ​ ​ ​  ​         6       



 
 

 
 

10. What matters more: strength or 
consistency? 

Consistency. Always. 
 
The best protocol is the one your skin can 
tolerate for years, not weeks. 
 

FINAL NOTE FOR THE READER 

After 40, skin aging is not a cosmetic 
failure, it is a biological transition. 
 
 
Estriol restores the signal. 
 
Retinoids restore the cycle. 
 
Barrier care preserves the gains. 
 
 
This protocol is not about perfection. 
 
It is about durable, resilient, hormonally 
supported skin. 
 
Keep us posted on social about how it’s 
going! 
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