
Conceptual ME/CFS Treatment Regimen Framework (For Discussion with Your Clinician)

Important: This document is an educational, conceptual framework only. It is not medical
advice or a personalized treatment plan. All medications and supplements must be discussed
with a qualified clinician who knows your history.

--------------------------------------------------
0. GROUND RULES

• Work with a clinician who understands ME/CFS, POTS/OI, and mast cell activation.
• Change only one major variable at a time and give it several weeks before judging.
• Track daily function (0–10), PEM frequency/severity, orthostatic symptoms, sleep
quality, and side effects.
• Avoid graded exercise therapy (GET); pacing and staying within your energy envelope are
central.

--------------------------------------------------
1. CORE PROGRAM – ENERGY & ATP SUPPORT (INCLUDING D-RIBOSE)

Goals:
• Improve cellular energy availability.
• Reduce metabolic stress on the brain and locus coeruleus (LC).
• Stabilize day-to-day load to reduce PEM.

1A. Non-drug foundations
• Strict pacing: Treat PEM as a toxic exposure, not a challenge to push through.
• Sleep: Regular sleep–wake times, light management, and investigating treatable sleep
disorders if relevant.
• Hydration & circulation: Adequate fluids, electrolytes, and positional strategies;
consider compression garments if OI is present.

1B. ATP-supportive measures (conceptual options)
• D-ribose: May improve energy, sleep, and mental clarity in some ME/CFS/FMS patients in
small, uncontrolled studies. Potential concern for people with diabetes, prediabetes, or
metabolic issues due to its sugar nature.
• Other mitochondrial supports (as appropriate): CoQ10, acetyl-L-carnitine, B vitamins,
magnesium, NAD+/NADH, and similar agents – all to be tailored by your clinician.

You’re ready to move forward when: PEM is still present but baseline energy, sleep, and
symptoms are more predictable and less chaotic.

--------------------------------------------------
2. MAST CELL / MCAS LAYER

Goal: Reduce histamine and other mast-cell mediators that can worsen brain fog, pain, GI
symptoms, orthostatic intolerance and “wired but tired” states.

Possible stepped approach:
• Start with an H1 antihistamine (often non-sedating, e.g., cetirizine or fexofenadine).
• Add an H2 antihistamine (e.g., famotidine).
• If symptoms persist, consider (under medical supervision):



  – Leukotriene receptor antagonist (e.g., montelukast).
  – Cromolyn sodium (mast cell stabilizer, often helpful for GI and systemic MCAS).
  – In complex/refractory cases, some specialists may consider biologics such as
omalizumab.

Conceptual link to NE-filling model: Calmer mast cells may reduce neuroinflammation and
background “noise” affecting NE systems and the LC.

--------------------------------------------------
3. AUTONOMIC / ORTHOSTATIC INTOLERANCE LAYER – MESTINON (PYRIDOSTIGMINE)

Goal: Improve blood flow, autonomic regulation, and upright tolerance so the brain and LC
are not fighting to stay perfused.

• Non-drug measures remain important: fluids, salt (if appropriate), compression, small
frequent meals, careful posture management.
• Mestinon (pyridostigmine) is sometimes used in ME/CFS and POTS to:
  – Enhance cholinergic tone.
  – Improve cardiovascular regulation and exercise capacity in some patients.
• Key monitoring points:
  – Blood pressure, heart rate, dizziness/presyncope.
  – GI side effects (cramping, diarrhea).
  – Caution in conditions like significant bradycardia, conduction abnormalities, or
asthma.

Conceptual link: Better circulation and autonomic stability reduce stress on the LC and
may lessen the drive for excessive NE signaling.

--------------------------------------------------
4. CNS NE/DOPAMINE LAYER – BRAIN-FOCUSED, MINIMAL PERIPHERAL DRIVE

Goal: Modulate brain norepinephrine and dopamine in ways that stabilize networks and
reduce “noise,” while avoiding excessive sympathetic activation in the body.

4A. Potential NE-modulating options (highly individualized)
• SNRIs (e.g., duloxetine, milnacipran, desvenlafaxine):
  – May help pain and mood, occasionally energy.
  – Can increase HR/BP and sometimes worsen hyperadrenergic states; orthostatic status
must be carefully assessed.
• Atomoxetine (NE reuptake inhibitor):
  – Focused on attention and executive function.
  – Also may raise HR/BP; needs careful cardiovascular and OI monitoring.
• Alpha-2 agonists (e.g., guanfacine, clonidine):
  – Reduce sympathetic outflow and can calm hyperadrenergic surges, improve sleep and
“wired but tired” sensations.
  – Risks: low blood pressure, sedation, and increased fog if overdosed.

4B. Low-dose aripiprazole (Abilify) as a network stabilizer (experimental in ME/CFS)

• Some retrospective data in ME/CFS suggest that low-dose aripiprazole helps a subset of
patients (e.g., fatigue, brain fog, PEM), with others seeing no benefit and some



worsening.
• Doses are often much lower than psychiatric doses.
• Proposed mechanisms:
  – Dopamine “stabilization” (partial agonist/antagonist behavior).
  – Anti-inflammatory effects on microglia and reduced oxidative stress.
• Risks include akathisia (inner restlessness), insomnia or sedation, anxiety, GI
symptoms, impulse-control issues, and, rarely, movement disorders.
• Because effects are mixed, any trial should be slow, closely monitored, and easy to
reverse.

Conceptual role: A possible “noise dampener” rather than a pure stimulant, potentially
making NE signaling more efficient without continuously hitting the gas pedal.

4C. Wake-promoters and stimulants – modafinil and methylphenidate

These are powerful tools and must be used with extreme caution in ME/CFS:

• Modafinil / armodafinil:
  – Promote wakefulness and may improve alertness in some people.
  – Can increase insomnia, anxiety, nausea, heart rate, and blood pressure.
  – Often considered only after MCAS, OI, and sleep are reasonably controlled.
  – Sometimes used intermittently (for specific tasks or days) rather than as a daily
baseline.

• Methylphenidate:
  – Classic stimulant, strongly increasing NE and dopamine in brain and periphery.
  – High risk of worsening PEM, tachycardia, anxiety, and “wired but tired” if the NE
system is already energy-starved.
  – Usually reserved for highly selected cases and only under close specialist
supervision.

In an NE-filling-aware framework, the priority is to build a stable foundation first and
use stimulants only sparingly, if at all.

--------------------------------------------------
5. NEUROPLASTICITY LAYER

Goal: Support the brain’s ability to adapt and improve once inflammation, autonomic chaos,
and sleep problems are somewhat controlled.

5A. Non-drug neuroplasticity supports
• Activity within the envelope:
  – Gentle, consistent physical and cognitive activity that never triggers PEM.
  – Think “micro-doses” of movement and mental tasks, not graded exercise therapy.
• Cognitive rehabilitation:
  – Brief, carefully paced attention and memory tasks.
  – Adjust duration and intensity based on symptoms.
• Sensory desensitization:
  – Gradual, controlled exposure to light, sound, and other inputs while staying below PEM
threshold.
• Parasympathetic support:



  – Paced breathing, relaxation practices, gentle stretching or yoga if tolerated, all
with PEM-avoidance in mind.

5B. Drug-adjacent and device-based supports
• Adequate sleep, reduced neuroinflammation (e.g., MCAS treatment, perhaps low-dose
aripiprazole in selected patients), and stable autonomic tone support healthier synaptic
plasticity.
• Some clinics may explore neuromodulation techniques (e.g., rTMS, tDCS) as experimental
adjuncts.

--------------------------------------------------
6. A POSSIBLE STAGED ROADMAP (EXAMPLE ONLY)

Again, this is a conceptual map to discuss with your clinician, not a prescription.

Months 0–2: Foundations & ATP
• Implement strict pacing, sleep hygiene, hydration, and gentle positional strategies.
• Consider D-ribose and mitochondrial supports if medically appropriate.
• Begin logging daily symptoms and PEM patterns.

Months 1–3: Mast cells (if relevant)
• Introduce H1 + H2 antihistamines; consider leukotriene antagonist or cromolyn sodium as
needed.
• Adjust diet (e.g., low-histamine approaches if clearly helpful).

Months 2–4: Autonomic / OI focus
• If OI/POTS is significant and non-drug strategies are not enough, discuss a Mestinon
trial with appropriate monitoring.
• Reassess tolerance for standing, sitting, and cognitive demand.

Months 3–6: CNS NE & network stabilization
• Hyperadrenergic / very “wired” profile:
  – Consider calming modulators (e.g., low-dose alpha-2 agonist, or low-dose aripiprazole)
under specialist care.
• Low mood/pain with more stable heart rate and blood pressure:
  – A cautious SNRI trial may be considered.

Months 4–12: Wake-promoter / stimulant layer (only if truly needed)
• Try modafinil or methylphenidate only after other layers are reasonably optimized.
• Start with the lowest possible dose and clear “stop rules” if PEM, tachycardia, anxiety,
or insomnia worsen.
• Prefer one agent at a time and avoid stacking stimulants.

Throughout: Neuroplasticity work
• Maintain micro-dosed physical and cognitive activity within your envelope.
• Gradually adjust based on improved stability, not on outside pressure to “push through.”
• Use relaxation and parasympathetic practices to support recovery.

--------------------------------------------------
7. HOW TO USE THIS DOCUMENT

You might share this PDF with your clinician and say something like:



“I’ve been reading about an NE-vesicle and energy-based model of ME/CFS. I’d like to think
about treatment in layers: energy and pacing, mast cells, autonomic/OI treatment, then
careful brain NE/DA modulation, and only then possibly stimulants and a neuroplasticity
program. Could we go through which parts make sense for me, in what order, given my
specific risks and history?”

This is only a starting point. Your clinician may add, remove, or reorder steps based on
your medical history, test results, comorbidities, and personal response to treatments.


