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Prescribing Information
	Estradiol tablets – Amber Drug Guidance for the treatment of Gender Dysphoria in adults 
Amber Drug Level 3 (amber drug with monitoring requirements)

Amber Level 3 ‘Medicines that should be initiated by a specialist, and which require significant monitoring on an ongoing basis.  These medicines are considered suitable for GP prescribing (which may include titration of dose). After a successful initiation period and assessment of efficacy, a transition to GP care can take place.  Full agreement to share the care of each specific patient must be reached under the amber drug agreement, and amber drug guidance must be provided to the GP (available on LHP).  

We have started your patient on Estradiol Tablets for the treatment of gender dysphoria. We will continue to see the patient and prescribe Estradiol Tablets until the patient (and their condition) is stable (minimum period of 12 weeks). After this period the GP will be asked to take over prescribing and monitoring responsibilities within this amber drug protocol. This drug requires ongoing monitoring which does include blood tests.

This guideline outlines the specific responsibilities of the Specialist, GP, and patient when Estradiol Tablets is prescribed. 

The link to Estradiol tablets on the Leeds formulary can be found here.
Indication for therapy: For gender dysphoria in adults. The initiation of Estradiol Tablets in adults is outside of the product licence i.e. an unlicensed indication. However, this indication is fully supported by The World Professional Association for Transgender Health (WPATH) and the patient has given informed consent. 
   Classification:  Amber Level 3
Monitoring:  Required

Baseline Tests: Required prior to any treatment by specialist from GP – Patients will attend the GP for the following blood tests, the results of which will be required for all hormone appointments with the specialist 
· Pre-screen for prostate and breast cancer by asking questions about risk factors prior to beginning treatment. Do PSA and examination of prostate if clinically indicated.

· Blood pressure

· U&Es

· FBC

· Calcium

· LFTs

· TFTs

· HbA1c

· Full lipid profile 

· Prolactin (this should be measured early morning if possible)
· Testosterone

· Estradiol/oestradiol
· FSH, LH

· Sex hormone binding globulin (SHBG)
· DEXA scan for patients at risk of osteoporosis 

Routine Tests/Monitoring: 
During the stabilisation period, patients will attend the GP for the following blood tests (usually 3-6 monthly) as advised by the specialist. The results will be required for all hormone appointments at the clinic with the specialist. 
Upon transfer to the GP the following should be measured 6 monthly for the first year and then annually thereafter 

· LFTs - refer to specialist if any of  the LFTs greater than 3 times the normal upper limit

· Prolactin – refer to specialist if greater than 1000miu/L (this should be measured as a fasting early morning sample if possible)
· HbA1c – manage as per local guidance for raised HbA1C  
· Full lipid profile  - treat as per local guidance or NICE (https://www.nice.org.uk/guidance/cg181 )
· Estradiol/oestradiol Target range: 350-750 pmol/L; for those over 40 years of age consider a lower range of 300-600 pmol/L and over 50 years  200-400 pmol/L
· Testosterone – seek advice from specialist if greater than normal male reference range for individuals prescribed an oral anti-androgen or GnRH agonist (e.g. Leuprorelin) or if testosterone levels fail to be suppressed by GnRH agonist or oral antiandrogen treatment (less than normal male reference range) 
· FSH or LH– refer to specialist if persistently elevated despite estradiol/oestradiol level within the target range  
· BP – note this has to be monitored annually. If patient’s BP> 140/90 discuss with specialist
Stop treatment immediately if any of the following develop: 

· DVT/PE 

· Jaundice or deterioration in liver function (if LFTs greater than three times upper limit of normal)

Treatment may be restarted after discussion with gender identity service specialist if anticoagulated or if liver function improves.

Discuss with specialist if:

· Significant increase in blood pressure (BP>140/90)

· New onset of migraine-type headache

Disease Monitoring: 
· Estradiol/oestradiol (dependent on age and previous medical history) and Testosterone levels act as a marker for hormone reassignment and the GP will be asked to have the blood results available for follow-up appointments 

NB: Some individuals may fall outside the above reference ranges, but this will be detailed in correspondence from the specialist to the GP 

Follow up: 

Patients progressing to gender reassignment surgery.  Stable patients – Transferred to the GP, and will be seen for post-op appointment and when stable will be discharged to the GP

Patient for hormone reassignment only 
Stable patients – discharged to GP

Follow up: clearly state long term follow up arrangements in outpatients letter. GP to continue monitoring the patient long term and acting on blood results as described above. 
The following is a summary of prescribing information only. 

Consult the BNF and SPC for full and current prescribing information.

The following information has been added only if it differs from the BNF and SPC or supports that information.
Dose: 2 - 8mg tablets, according to individual requirement. See clinic referral letter for recommended dose for individual patients. Seek specialist advice if any concerns regarding dose or dose adjustments. If confident GP can adjust otherwise if within 12 months of treatment speak to gender ID team. If greater than 12 months either speak to endocrinologist or write to gender ID team for advice.



	Communication
	Contact Names and Details

Leeds and York Partnership Foundation Trust 
Leeds phone number and e-mail: 0113 85 56393 
Pharmacyleedspft.lypft@nhs.net 
 
Patient information leaflets:             www.choiceandmedication.org/leedsandyorkpft
Prepared by:
Caroline Dada, Lead Pharmacist – Gender Identity Services



Dr Peter Hammond, Consultant Endocrinologist 
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All (or any) declarations of interest were declared and considered, through the appropriate process.

Contributors are to declare any changes to their declaration of interest submission within 28 days.
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	Responsibilities of Specialist
	Responsibilities Specific to Estradiol tablets for the treatment of Hormonal Gender Reassignment
· Baseline tests – requested from GP by specialist

· To initiate treatment

· To discuss with the patient that oestradiol tablets are unlicensed for this indication and obtain written consent prior to initiating treatment and inform GP
· To assess and monitor the patients response to treatment until stable

· To review the patient in clinic at least every 3-6 months until stable

· To monitor weight & BMI 

· Measure Blood pressure at each appointment

· Ensure current diagnosis of condition and the treatment options have been discussed and understood by the patient and their carers where appropriate. Ensure that the ongoing treatment has been agreed with and by the patient and carer where appropriate

· To assess the suitability of the patient for this treatment

· To discuss the benefits and side effects of treatment with the patient/carer and where applicable the need for long term monitoring 

· Checking for allergies, interactions and contra-indications

· To request GP to perform baseline tests

· To initiate treatment in agreement with the patient

· Advising if medication should be prescribed by brand

· To assess and monitor the patients response to treatment until stable before prescribing transferred to General Practitioner (GP)

· To ask the GP whether they are willing to take over the prescribing and monitoring responsibilities under this amber drug guidance

· To advise the GP on dose to be prescribed 

· To advise GP what routine monitoring will be completed by the specialist and what monitoring the GP will be responsible for

· To forward results of monitoring to GP

· Outlining to the GP when therapy may be reduced, discontinued or changed. Review periods to be agreed.  Ensure this is also known understood and agreed with the patient (and where appropriate their carers)

· Responding to issues raised by GP and informing the patient (and carers) of any material changes to any advice shared or agreements made at the outset

· To monitor the patient for adverse events/side effects and report to the GP and where appropriate Commission on Human Medicines/MHRA (Yellow card scheme)

· A supplementary/independent prescriber may be involved in prescribing in the clinic

______________________________________________________________________

	Responsibilities of GP
	Responsibilities of GP

· Checking for allergies, interactions and contra-indications when taking over prescribing and when changing treatment

· To ensure all required monitoring is up to date before prescribing

· To prescribe Estradiol tablets and adjust the dose as recommended by the specialist following initiation and stabilisation by the specialist

· Monitoring the patient’s overall health and wellbeing, observing patient for evidence of ADRs and liaising with specialist clinician if necessary.  Routine disease monitoring should continue

· When patient attends for review of treatment confirm, in line with the information already provided by the specialist, (or other specialist acting on their behalf) the circumstances under which the medicines should be immediately stopped and what action the patient is to take.

· To ensure that there is an agreed process in place for accessing the ongoing supply of the medicines that is not placing any unnecessary burden or workload on the patient or their carers.

· Ensuring advice is sought from the responsible specialist clinician if there is any significant change in the patient’s physical health status that may affect prescribing or appropriateness of the amber medicine. Or any information relevant to their care that becomes available that was not made available at the time of the specialist diagnosis and treatment option agreement.

· Reducing/stopping treatment in line with specialist clinician’s original request

· Take reasonable steps to ensure that the patient is using their medicines as prescribed and intended, i.e. include amber medication as part of medication review

· Encourage the patient at medication review appointments to ask questions and raise any concerns they have about their treatment, particularly anything that may be affecting their adherence to treatment. Use the Me & My Medicines Charter - https://meandmymedicines.org.uk/the-charter/ 

· To report adverse events to the specialist and where appropriate the Commission on Human Medicines/MHRA (Yellow card scheme).

______________________________________________________________________

	Responsibilities of Patient/Carer
	Responsibilities of patient/carer

· To be responsible for taking Estradiol tablets as prescribed.

· To understand contents of written information provided by the Specialist and in the patient information leaflet supplied with the medicines and to seek clarification if required.

· The duration of treatment prescribed initially by the hospital specialist should be understood.

· To attend for blood tests/disease monitoring on time (if appropriate).

· To understand potential for adverse events/side effects and report these to the Specialist and/or GP. 

· To understand the circumstances under which the medicines should be immediately stopped and what action to take

· To check with the community pharmacist that there are no interactions with Estradiol tablets, when buying any over the counter medicines or herbal/homoeopathic products.
· To check with dentists or other specialists who may prescribe medicines that there are no interactions with Estradiol tablets
· To contact the GP, Specialist or Medicines Information patient helpline if further information or advice is needed about this medication. More information on asking about medication can be found in the Me & My Medicines Charter https://meandmymedicines.org.uk/the-charter/ 

_____________________________________________________________________
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