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Shared Care Protocol -  Feminising hormones for patients aged 17 years or over under Indigo Gender Service

	

	Section 1 – Prescribing and Monitoring Responsibilities
To be completed in full by the specialist service when requesting shared care. Alternatively, details required from the specialist service may be provided within a local letter template providing this includes the full information required as indicated in sections 1-7 and sent along with a link to the SCP. Any incomplete sections or information will result in the shared care protocol being invalid which can lead to refusal or delay of shared care.

	1.
Prescribing information

	The patient has been recommended OESTROGEN for the indication of gender incongruence.
Therapy was initiated on [insert therapy start date].
The patient has been counselled appropriately on the risks and benefits of treatment, provided with all necessary information and is in agreement with this shared care arrangement.
Where applicable, informed consent on the off-label use of the medicine has been obtained from the patient and documented. 
[bookmark: Text73]Baseline investigations and initial monitoring (section 2) have been carried out by the specialist team and results are satisfactory. The patient now meets the suitability criteria for transfer of prescribing (section 10).
The primary care prescriber is requested to undertake monitoring and prescribing from [insert date].
[bookmark: Text63]The next blood monitoring is due on [insert date] and should be continued in line with this shared care protocol. Monitoring directions for primary care are documented in section 4 and advice on action to take in the event of abnormal results or adverse events is documented in section 5.
The intended duration of therapy is [insert duration].
The next scheduled review by the specialist team is [insert date/estimated time scale].
[Insert any additional information].





	

	2.
[bookmark: _Monitoring_(initial_and]Baseline investigations and monitoring (initial) to be undertaken by specialist


	Indigo Gender Service will carry out baseline blood tests according to the following schedule:

Baseline:
· Height, weight and BMI
· Blood pressure 
· FBC 
· U&E’s and eGFR
· LFTs
· Lipid Profile 
· Prolactin 
· Estradiol 
· Testosterone 
· Sex hormone binding globulin (SHBG)
· Leutinising hormone (LH) 
· Follicle stimulating hormone (FSH) 
· HbA1C or fasting glucose (if HbA1C unsuitable)
· QRisk3 (if appropriate)


	3.
Most recent investigation/ monitoring results 


	Recent and relevant results must be documented in the corresponding letter from specialist (if not provided within the template below)

	
	Core investigations/ tests

	
	Investigation/ test
	Result
	Date
	Investigation/ test
	Result
	Date

	
	 Height 
	[details]
	[dd-mm-yy]
	LFTs

	ALT
(and/or)
	[details]
	[dd-mm-yy]

	
	Weight
	[details]
	[dd-mm-yy]
	
	AST
	[details]
	

	
	
	
	
	
	Albumin
	[details]
	

	
	Blood pressure
	[details]
	[dd-mm-yy]
	U+Es
	Sodium
	[details]
	[dd-mm-yy]

	
	FBC
	Platelets
	[details]
	[dd-mm-yy]
	
	Potassium
	[details]
	

	
	
	WCC
	[details]
	
	
	Urea
	[details]
	

	
	
	MCV
	[details]
	
	
	Creatinine
	[details]
	

	
	
	Neutrophils
	[details]
	
	
	eGFR
	[details]
	

	
	
	Hb
	[details]
	
	Oestrogen
	[details]
	[dd-mm-yy]

	
	
	Eosinophils
	[details]
	[dd-mm-yy]
	Testosterone
	[details]
	[dd-mm-yy]

	
	Blood lipid profile
	Triglycerides
	[details]
	
	LH/FSH
	[details]
	[dd-mm-yy]

	
	
	HDL
	[details]
	
	SHBG
	[details]
	[dd-mm-yy]

	
	
	LDL
	[details]
	
	Prolactin
	[details]
	[dd-mm-yy]

	
	
	Total cholesterol: HDL ratio
	[details]
	
	HbA1C 
	[details]
	[dd-mm-yy]

	
	
	
	
	
	Fasting blood glucose
	[details]

	[dd-mm-yy]


	
	
	Non HDL cholesterol
	[details]
	
	
	
	

	
	Additional tests (at discretion of specialist team whether required)

	
	Investigation/ test
	Result
	Date
	Investigation/ test
	Result

	
	QRisk3
	[details]
	[dd-mm-yy]
	[Insert any additional information]


	
	· Indigo Gender Service will inform the primary care prescriber of ongoing monitoring results where relevant

	[bookmark: _4.]4. 
[bookmark: _Ongoing_monitoring_to]Ongoing monitoring and actions to be undertaken by primary care

See section 5 for further guidance on management of adverse effects/ responding to monitoring results.
	Specific product
	Investigation/test
	Frequency
	Estradiol target range

	
	Oestrogen tablets
Estradiol/ estradiol valerate (generic)
Estradiol valerate (Progynova®) 
Estradiol hemihydrate (Elleste solo®)

	
	Sample trough level (prior to morning tablets):
Estradiol
Testosterone
LH/FSH
SHBG
Prolactin
LFTs
	After 3 months, then annually

Also before each dose titration.

	400-600 pmol/L

	
	Oestrogen gels 
Estradiol hemihydrate 0.5 mg or 1 mg gel sachets (Sandrena®)

Estradiol 750 microgram/actuation gel pump pack (Oestrogel®)
	Sample 4-6 hours after gel application:
Estradiol
Testosterone
LH/FSH
SHBG
Prolactin
LFTs

	After 3 months, then annually

Also before each dose titration.

	400-600 pmol/L

	
	Oestrogen Patches 
Estradiol Patch
Evorel® 
(25 mcg/24 h
50 mcg/24 h
75 mcg/24 h
100 mcg/24 h)

Estradot®
(25 mcg/24 h
37.5 mcg/ 24 h 
50 mcg/ 24 h
75 mcg/ 24 h 
100 mcg/24 h)
	Sample 2 days after patch application:
Estradiol
Testosterone
LH/FSH
SHBG
Prolactin 
LFTs
	After 3 months, then annually

Also before each dose titration.
	400-600 pmol/L

	
	All preparations 



	FBC
Lipid profile
BMI
Blood pressure
	Annually
	N/A

	
	If blood monitoring results are forwarded to the specialist team, please include clear clinical information on the reason for sending to inform action to be taken by secondary care.

	[bookmark: _5.]5. 
Adverse effects/ monitoring results and management

Any serious adverse reactions should be reported to the MHRA via the Yellow Card scheme www.mhra.gov.uk/yellowcard
	Monitoring results/ adverse effects
	Action for GP

	
	Venous thromboembolism / pulmonary embolism
	Stop and discuss with Indigo Gender Service

	
	New onset cardiovascular disease including stroke and myocardial infarction
	Stop and discuss with Indigo Gender Service

	
	Breast cancer
	Stop and discuss with Indigo Gender Service

	
	Jaundice or abnormal LFTs

(ALT>100 units/L or doubling from baseline)
	Discuss with Indigo Gender Service
Consider investigation for elevated LFTs as per standard policy including liver screen and USS.

	
	Persistent hypertension (>150/90)
	Discuss with Indigo Gender service
Manage as per NICE guidance on hypertension

	
	[bookmark: _GoBack]New onset migraine
	Stop and discuss with Indigo Gender Service

	
	Hyperprolactinaemia
>1000 mU/L
	Discuss with Indigo Gender Service

	
	Elevated lipids (Total cholesterol > 7.5 mmol/L) that do not respond to standard lipid modification treatment
	Discuss with Indigo Gender Service

	
	BMI >40 kg/m2
	Discuss with Indigo Gender Service

	
	Monitoring bloods including estradiol / testosterone / LH / FSH / SHBG outside of local reference range
	Discuss with Indigo Gender Service if concerned

	6.
Circumstances requiring discussion with specialist team and local arrangements for contacting specialist team

See section 5 for further guidance on management of adverse effects/ responding to monitoring results
	The following circumstances/ changes in the patient’s condition require discussion with the specialist team:
· If non-compliance is suspected or the patient fails to attend monitoring appointments and the primary care prescriber considers it no longer safe to continue prescribing.  (All appropriate steps must first be taken by primary care to reinforce the importance of attendance to the patient)
· The patient’s clinical condition deteriorates such that the primary care prescriber feels a dose change is required/ the patient no longer appears to be benefiting from therapy
· [Insert any additional information].

The procedure to be followed by primary care prescriber for seeking specialist advice should the patient’s condition or circumstances change:
Indigo Gender Service clinicians can be emailed for advice on indigo.advice@nhs.net 
There is a maximum 2 working day response time for all email queries. 
Indigo Gender Service can also be contacted by post:  
Indigo Gender Service
City Health Centre
2nd Floor Boots the Chemist
32 Market Street
Manchester 
M1 1PL

	7.
Contact information for specialist team
	Name: [insert name]
Role and specialty: [insert role and specialty]
Daytime telephone number: [insert daytime telephone number]
Email address: [insert email address]
Alternative contact: [insert contact information, e.g. for clinic or specialist nurse]
Out of hours contact details: [insert contact information, e.g. for duty doctor]


	Section 2- Supporting Information

	8. 
Background
	Oestrogen in tablet, transdermal gel or patch form is commonly used in transgender females to treat gender incongruence. Dose titration and monitoring is required to maintain oestrogen levels in the normal physiological range for females.
Oestrogen is not licenced for this indication in the UK. However, its use for gender incongruence is supported by various sources and bodies including the World Professional Association for Transgender Health (WPATH), General Medical Council (GMC), NHS England Gender Dysphoria Clinical Programme and the Royal College of Psychiatrists (RCPsych).

	9. 
Indication(s) covered by this SCP 
Must state whether licensed or off-label use. 
	
Gender incongruenceǂ

ǂ Off-label indications. (Please note licensed indications vary by manufacturer).


	[bookmark: _9_10.]10.
[bookmark: _Suitability_criteria_for]Suitability criteria for transfer of prescribing

Where patient care is transferred from one specialist service or GP practice to another, a new shared care agreement must be completed.

	The initial  and ongoing prescribing  may be undertaken by the primary care clinician provided the following criteria are met:

· The patient is ≥17 years old 
· Treatment is for a specified indication covered by this shared care protocol
· The patient understands and consents to shared care


	
	· The duration of treatment and frequency of review will be determined by the specialist, based on clinical response and tolerability. Patients will be reviewed by the Indigo Gender Service at least once every 12 months.
· Dose or formulation modifications may be undertaken by primary care clinicians under the direction and support of the specialist team. 
· Termination of treatment will be the responsibility of the specialist.
· The specialist service will counsel the patient with regard to the benefits and risks of treatment and will provide the patient with any relevant information and advice, including patient information leaflets on individual medicines.


	[bookmark: _10_11.]11. 
General dosing information for drug
 

	Individualised patient specific prescribing advice regarding initial and maintenance doses and formulation choice will be provided to primary care clinicians. 
Initial stabilisation (prescribed by primary care prescriber):
The dose will be titrated every 3 months to achieve a target estradiol level of 400 – 600 pmol/l (female reference range).

Usual starting dose: 
Estradiol tablets (generic, Progynova®, Elleste solo®): 1mg BD 
Sandrena® gel: 0.5mg daily 
Oestrogel® pump pack: 0.75mg daily 
Evorel® / Estradot® patch: 50 mcg/24 hours (patches are applied twice weekly)

Maintenance dose (following initial stabilisation):
The target estradiol level is 400 – 600 pmol/l (female reference range).

Estradiol tablets (generic, Progynova®, Elleste solo®): Maximum 4 mg BD
Sandrena® gel: Maximum 6mg daily
Oestrogel® pump pack: Maximum 6mg daily
Evorel® / Estradot® patch: Maximum 400 mcg/24hours (patches are applied twice weekly)

Conditions requiring adjustment to doses (to be advised by the specialist only):
Lower doses may be required if there is significant hepatic impairment or in older adults.


	12. 
Pharmaceutical aspects 
	Route of administration:
	Oral: tablets
Transdermal: gel and patches

	
	Formulation:
	Individualised patient specific prescribing advice regarding initial and maintenance doses and formulation choice will be provided to primary care clinicians.
 
Oral:
Estradiol valerate (generic) 1mg tablets 
Estradiol valerate (Progynova®) 1mg and 2mg tablets 
Estradiol hemihydrate (Elleste Solo®) 1mg and 2mg tablets 

Transdermal:
Estradiol hemihydrate gel sachets (Sandrena® 0.5mg and 1mg gel sachets) 
Estradiol gel pump pack (Oestrogel® 750 microgram/actuation)
Estradiol patch (Evorel® )25/50/75/100 mcg/24 hour patches 
(Estradot®) 25/37.5/50/75/100 mcg/24 hour patches

	
	Administration details:
	Transdermal gels – to be applied to non-hair areas such as the abdomen or upper thighs. 
Patches – should be applied to clean, dry and unbroken below the waist line and not near the breasts. The patch should be removed after 3-4 days and replaced with a new patch at a slightly different site.

	
	Other important information:
	

	13.
Contraindications and cautions 
This does not replace the Summary of Product Characteristics (SPC) which should be read in conjunction with this SCP.
	Please see SPC for comprehensive information.
Contraindications:
· Active or recent arterial thromboembolic disease (e.g. angina or myocardial infarction) 
· History of breast cancer
· History of venous thromboembolism 
· Active or recent arterial thromboembolic disease
· Oestrogen dependent cancer 
· Thrombophilic disorder 
· Acute or active liver disease
Cautions:
· Acute porphyrias 
· Diabetes (increased cardiovascular risk) 
· Risk factors for thromboembolism
· History of breast disease 
· Increased risk of gallbladder disease 
· Migraine (or migraine-like headaches) 
· Presence of antiphospholipid antibodies 
· Risk factors for oestrogen-dependant tumours e.g. first degree relative with breast cancer
Treatment may need to be monitored more frequently in the following: 
· Older adults 
· Mild / moderate impaired hepatic function

	14. 
Significant medicine interactions

For a comprehensive list consult the BNF or Summary of Product Characteristics (SPC)
	The following list is not exhaustive; please see SPC for comprehensive information and recommended management.
The following drugs must not be prescribed without consultation with the specialist:
· Enzyme inducing medications - the metabolism of oestrogens may be increased by concomitant use of substances known to induce drug-metabolising enzymes, specifically cytochrome P450 enzymes, such as anticonvulsants (e.g. barbiturates, phenytoin, primidone, carbamazepine) and anti-infectives (e.g. rifampicin, rifabutin, nevirapine, efavirenz) and possibly also felbamate, griseofulvin, oxcarbazepine, topiramate and products containing the herbal remedy St. John's Wort (Hypericum perforatum).
· HIV medications - when co-administered with sex hormones, many combinations of HIV protease inhibitors and non-nucleoside reverse transcriptase inhibitors , including combinations with HCV inhibitors, can increase or decrease plasma concentrations of oestrogen. The net effect of these changes may be clinically relevant in some cases. Therefore, the prescribing information of concomitant HIV/HCV medications should be consulted to identify potential interactions and any related recommendations.
· Strong and moderate CYP3A4 inhibitors - such as azole antifungals (e.g. fluconazole, itraconazole, ketoconazole, voriconazole), verapamil, macrolides (e.g. clarithromycin, erythromycin), diltiazem and grapefruit juice can increase plasma concentrations of oestrogen.


	15. 
Pregnancy, paternal exposure and breast feeding

	Pregnancy: N/A
Breastfeeding: N/A
Paternal exposure: N/A


	
	It is the responsibility of the specialist to provide advice on the need for contraception to male and female patients on initiation and at each review but the ongoing responsibility for providing this advice rests with both the GP and the specialist.

	16. 
Advice and information sources for patients and carers


	The patient or carer should be advised to report any of the following signs or symptoms to their GP without delay:           
· Unilateral leg swelling or calf pain
· Unexplained chest pain or shortness of breath
· Jaundice 
· Migraine type headaches 
· Blurred / double vision 

Screening should be encouraged in line with current advice: 
https://www.gov.uk/government/publications/nhs-population-screening-information-for-transgender-people/nhs-population-screening-information-for-trans-people
Fertility implications and gamete storage should be discussed with the patient prior to starting oestrogen therapy. This discussion will take place by Indigo gender service but will require support and referral from primary care depending on local arrangements.

Patient information on this medicine can be found at the following links:
· Progynova® - https://www.medicines.org.uk/emc/product/1415/pil 
· Elleste Solo® - https://www.medicines.org.uk/emc/product/9512/pil 
· Sandrena® gel - https://www.medicines.org.uk/emc/product/2219/pil
· Oestrogel® pump pack - https://www.medicines.org.uk/emc/product/353/pil
· Evorel® - https://www.medicines.org.uk/emc/product/10932/pil
· Estradot® - https://www.medicines.org.uk/emc/product/7225/pil

	17. 
Additional information
	· GnRH analogues - transgender women may also require GnRH analogues if oral oestrogen alone at 4mg OD (or equivalent topical dose) does not suppress the plasma testosterone into the female reference range of 1-3 nmol/l. See separate shared care protocol.

	18. 
References
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· Royal College of Psychiatrists. Good practice guidelines for the assessment and of adults with gender dysphoria, 2013 via https://www.rcpsych.ac.uk/docs/default-source/improving-care/better-mh-policy/college-reports/cr181-good-practice-guidelines-for-the-assessment-and-treatment-of-adults-with-gender-dysphoria.pdf   accessed on 18/10/2020. 
· NHS England Gender Dysphoria Clinical Programme. Service specification: Gender Identity Services for Adults (Non-Surgical Interventions). Accessed via https://www.england.nhs.uk/commissioning/spec-services/npc-crg/gender-dysphoria-clinical-programme/ accessed on 18/10/2020.  
The Nottingham Centre for Transgender Health 2018. GP guidance document: feminising hormones.  Accessed via https://www.nottinghamshirehealthcare.nhs.uk/nottingham-centre-for-transgender-health on 18/10/2020.


	19. 
To be read in conjunction with the following documents
	· GMMMG agreed process for shared care (update pending)
· RMOC Shared Care Guidance (publication pending)
· NHSE/NHSCC guidance – items which should not be routinely prescribed in primary care: guidance for CCGs
· NHSE policy- Responsibility for prescribing between Primary & Secondary/Tertiary Care
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Section 3- Primary care response- accepting shared care 
The primary care prescriber must provide a response to the initiating specialist to formally accept shared care within 14 days of receiving the request; a template is provided below to facilitate this.



Dear 	[insert name of initiating specialist],

Patient 		[insert name of patient]

NHS Number	[insert NHS Number]

Identifier	[insert patient's date of birth and/or address]


Thank you for your request to accept prescribing responsibility for this patient under a shared care agreement.  

I am willing to accept prescribing responsibility for this patient as detailed in the GMMMG Shared Care Protocol for [insert medicine name] , beginning [insert date].


Yours sincerely,
Primary Care Prescriber signature: [insert text].  						
Date: [insert date].  
 
Primary Care Prescriber address/practice stamp
[insert text].  

Section 4- Primary care response- declining shared care 
If the primary care prescriber does not accept shared care they must provide a written response to the initiating specialist. This should be done within 14 days; reasons for declining shared are must be provided.  A template is provided below to facilitate this.


[bookmark: Text70]Dear [insert name of initiating specialist],

Patient 		[insert name of patient]

NHS Number	[insert NHS Number]

[bookmark: Text71]Identifier	[insert patient's date of birth and/or address]

Thank you for your request to accept prescribing responsibility for this patient under a share care agreement.

In the interest of patient safety, GMMMG has classified [insert medicine name]  as an AMBER shared care medicine. A number of conditions require to be met before prescribing responsibility can be transferred to primary care.

I regret to inform you that in this instance I am unable to take on responsibility due to the following:
	   
	Primary care to indicate which apply

	1.
	The prescriber does not feel clinically confident in managing this individual patient’s condition.
As the patient’s primary care prescriber I do not feel clinically confident to manage this patient’s condition because of the following reason(s):
[insert reason(s)]. 
I have consulted with other primary care prescribers in my practice who support my decision. Collectively we feel this is not an issue which would be resolved through adequate and appropriate training of prescribers within my practice.
Prescribing for this individual patient should remain with you as the specialist, due to the sound reasons given above.
	[X]

	2.
	The patient does not meet the suitability criteria for shared care as outlined in the GMMMG shared care protocol:
[insert reason(s)]. 
Until the patient meets the suitability criteria for shared care, the responsibility for providing this patient with their medication remains with you.
	[X]

	3.
	Shared Care Protocol not received.
As legal responsibility for clinical care lies with the doctor who signs the prescription, I need to ensure that I am in possession of sufficient clinical information for me to be confident to prescribe this treatment for my patient and it is clear where each of our responsibilities lie to ensure the patient is safely managed.
For this reason I am unable to take clinical responsibility for prescribing this medication at this time. Please contact the patient as soon as possible in order to provide them with an ongoing supply of their medication.
Until the appropriate SCP is received, responsibility for providing the patient with their medication remains with you.
	[X]

	4
	Other (Primary Care Prescriber to complete if there are other reasons why shared care cannot be accepted):

[insert reason(s)]. 



	[X]



I would be willing to consider prescribing for this patient once the above criteria have been met for this treatment.  

NHS England ‘Responsibility for prescribing between Primary & Secondary/Tertiary care’ guidance (2018) states that “when decisions are made to transfer clinical and prescribing responsibility for a patient between care settings, it is of the utmost importance that the GP feels clinically competent to prescribe the necessary medicines. It is therefore essential that a transfer involving medicines with which GPs would not normally be familiar should not take place without full local agreement, and the dissemination of sufficient, up-to-date information to individual GPs.” In this case we would also see the term GP being interchangeable with the term Primary Care Prescriber.

Please do not hesitate to contact me if you wish to discuss any aspect of my letter in more detail and I hope to receive more information regarding this shared care agreement as soon as possible

Yours sincerely
Primary Care Prescriber signature: [insert text].  						
Date: [insert date].  
 
Primary Care Prescriber address/practice stamp
[insert text].  	
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