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BORDERS FORMULARY COMMITTEE

Minutes of a Meeting held on Wednesday, 8th December 2010

At 12.30 p.m. in Discussion Room 1 Education Centre

Present:  Alison Wilson (Chair) (AW), Ros Anderson (RA), Liz Leitch (LL), Tom Cripps (TC),


     Adrian Mackenzie (AMack), Paul Lockie (PL)
In attendance: Susan Hogg (Minute)
	
	
	Action

	1.
	Apologies and Announcements: Declan Hegarty, Catherine Scott
	

	2.
	Declaration of Interest: None
	

	3.
	Minutes of previous meeting held on:  13th October 2010 – Item 7 – Should read ‘Shirley Watson not ‘Dr Simon Watkins. These were then approved.
	

	4.
	Matters Arising:
a) Supply of Dekristol and SunvitD3 – RA said she will put an article into the December prescribing bulletin.

b) Sitagliptin – LL said there is a formulary amendment covering this issue and will be discussed later in the agenda.
c) LL to meet with VH to discuss stoma section in formulary – LL replied 

      that this was to be left until next year.

d) Item 7:  RA reported that Fiona Grant, Specialist Physio for the Continence Service reported that patients get away with not using in the summer but in the winter they are back on it.  
	RA
LL

	5.
	Applications for approval:
i) & ii) Anal Irrigation System – Irrigation Kit Peristeen and Peristeen        

Rectal Catheters.  The continence service has been encouraged to put in these applications as this is a development by the service, which has cost implications.  Lots of supporting evidence read out by RA.  Local guidance and more specific criteria would be required, which needs to be very clear, as they are already using these.  It was agreed to ask applicant to approve for spinal injury patients and run re written proposal in front of the spinal unit.  Additional guidance and information of what the specialist centres are using to be brought back to the ADTC.  

iii)      Anal Plug – RA explained why this product had been brought to the  

          BFC.  After discussion it was agreed to approve on the under- 

          standing that they provide us with the relevant criteria.

iv) Infliximab & Adalimumab – LL explained that this was for the ongoing treatment of crohns disease and is an extension of existing treatment in use at the moment but has considerable cost implications.  It was agreed to approve for both.  LL agreed to look further into i.e. is this a one off cost or ongoing?  If this has been approved in another area we would take their advice. Recommended As  ‘Cat B’ – Specialist Use Only
v)       Levothyroxine – AMack read out this application to the group and 
said this was an American drug obtained by the patient themselves who has come over from the states.  It was decided that Keith Maclure would speak to Olive Herlihy.
vi)     Chlorhexidine Mouthwash – This application has come from Dr 

    Edward James and after discussion this was approved. 
    Recommended As ‘Cat A’ – General Use – Hospital & General 

    Practice
viii)     Hydroxycarbamide – After discussion is was agreed to approve on 
          the basis the applicant takes on the responsibility of managing the 
          patient’s if there is no care shared policy.
          Recommended As ‘Cat B’ – Specialist Use Only
viii)     Dextrose – OH explained that this was used on the wards and the
           problem is that it can be overtreated or undertreated so there is a 
           training issue.  Prompted them to use in the proper order in the box 

           if trained to use them.  It was agreed to try and do some simulated 
           training or refill through pharmacy.  Review in six months time.  
           Recommended As ‘Cat B’ – Hospital & Specialist Use Only
	RA

LL

KMacL


6.
Scottish Medicines Consortium Recommendations

a) SMC Decisions (advice & embedded below)

Recommended for use within NHS Scotland

	No.


	EMBARGOED UNTIL 11TH OCTOBER 2010

	590/09

	certolizumab pegol, 200 mg/mL solution for injection (prefilled syringe)
ADVICE: following a resubmission

certolizumab pegol (Cimzia®) is accepted for use within NHS Scotland.
Indication under review: 

· in combination with methotrexate for the treatment of moderate to severe active rheumatoid arthritis in adult patients when the response to disease modifying anti-rheumatic drugs, including methotrexate, has been inadequate.

· monotherapy in case of intolerance to methotrexate or when continued treatment with methotrexate is inappropriate.

In patients who continued to receive methotrexate despite an incomplete response, the addition of certolizumab pegol for 24 weeks produced a rapid and sustained reduction in the signs and symptoms of rheumatoid arthritis, inhibited structural joint damage progression and improved physical function compared with placebo.

This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the cost-effectiveness of certolizumab pegol. This SMC advice is contingent upon the continuing availability of the patient access scheme in NHS Scotland.
NOTED

	No.


	EMBARGOED UNTIL 13TH DECEMBER 2010

	655/10


	etonogestrel implant 68mg (Nexplanon®)

ADVICE: following an abbreviated submission

etonogestrel implant 68mg (Nexplanon®) is accepted for use within NHS Scotland.

Indication under review: contraception.

In patients for whom a long-acting etonogestrel implant is an appropriate choice of contraception, Nexplanon provides an alternative to the existing preparation at no additional cost.

This formulation of etonogestrel implant is X-ray opaque, allowing verification of presence and location of implant.

	656/10


	atazanavir 150, 200 and 300mg capsules (Reyataz®)

ADVICE: following an abbreviated submission

atazanavir (Reyataz®) is accepted for use within NHS Scotland.

Indication under review: atazanavir, co-administered with low dose ritonavir, is indicated for the treatment of paediatric patients 6 years of age and older in combination with other antiretroviral medicinal products.

Data available in children aged 6 to less than 18 years are very limited.  Available data suggest that atazanavir in combination with ritonavir may not be effective in treatment experienced children even with very few (<3) protease inhibitor mutations.  The choice of atazanavir in treatment experienced paediatric patients should be based on individual viral resistance testing and the patient’s treatment history. 

The Scottish Medicines Consortium has previously accepted this product for use in HIV infection in adults.  Atazanavir is listed in the British National Formulary for Children 2010 -11 for the treatment of HIV.

NOTED


Recommended for restricted use within NHS Scotland

	No.


	EMBARGOED UNTIL 8TH NOVEMBER 2010

	592/09

	eslicarbazepine acetate 800mg tablet (Zebinix)
ADVICE: following a re-submission
eslicarbazepine acetate (Zebinix) is accepted for restricted use within NHS Scotland.
Indication under review: as adjunctive therapy in adults with partial-onset seizures with or without secondary generalisation.
SMC restriction: patients with highly refractory epilepsy who have been heavily pre-treated and remain uncontrolled with existing anti-epileptic drugs.

Eslicarbazepine acetate reduces seizure frequency compared to placebo over a 12-week maintenance period.  Direct comparative data versus other anti-epileptic drugs are unavailable, particularly comparisons with other cheaper agents with a very similar mode of action. 

This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the cost-effectiveness of eslicarbazepine acetate. This SMC advice is contingent upon the continuing availability of the PAS in Scotland.  
NOTED

	648/10

	oxycodone hydrochloride 50mg/ml solution for injection or infusion (OxyNorm®)
ADVICE: following a full submission 

oxycodone hydrochloride 50mg/ml injection (OxyNorm®) is accepted for restricted use  within NHS Scotland.
Indication under review: treatment of moderate to severe pain in patients with cancer
SMC restriction: patients who have difficulty in tolerating morphine or diamorphine therapy and who require a high dose of oxycodone delivered via syringe pump which necessitates the daily preparation of an additional syringe pump if oxycodone 10mg/mL is used.
No new clinical or pharmacokinetic evidence has been presented for this higher strength formulation. Comparative evidence of analgesia achieved with parenteral administration is extrapolated from the lower strength 10mg/mL oxycodone formulation compared with morphine 10mg/mL. 

The economic case was made only for patients in a hospice or community setting who require a high dose of oxycodone which necessitates the daily preparation of an additional syringe pump. 

Care should be taken to minimise any risk of administration error with the introduction of this increased strength formulation.

Oxycodone 50mg/mL is also licensed for the treatment of moderate to severe post-operative pain and severe pain requiring the use of strong opioid.  The manufacturer’s submission  related only to use in moderate to severe pain in patients with cancer therefore SMC cannot recommend the use of oxycodone 50mg/mL injection in the treatment of non-cancer pain.
NOTED

	No.


	EMBARGOED UNTIL 13TH DECEMBER 2010

	650/10


	moxifloxacin intravenous, 400mg/250mL, solution for infusion (Avelox®)
ADVICE: following a full submission 

moxifloxacin intravenous (Avelox®) is accepted for restricted use within NHS Scotland.

Indication under review: the treatment of community acquired pneumonia (CAP).  It should be used only when it is considered inappropriate to use antibacterial agents that are commonly recommended for the initial treatment of these infections.  Consideration should be given to official guidance on the appropriate use of antibacterial agents.

SMC restriction: use only on the advice of microbiologists or specialists in infectious diseases. 

In several studies, sequential intravenous/oral moxifloxacin has been shown to be non-inferior to a range of comparative therapies.

Intravenous moxifloxacin is also licensed for the treatment of complicated skin and skin structure infections.  The manufacturer’s submission related only to use in CAP, therefore SMC cannot recommend its use in the treatment of skin infections


	651/10
	denosumab, 60mg solution for injection in a pre-filled syringe (Prolia®)
ADVICE: following a full submission 

denosumab (Prolia®) is accepted for restricted use within NHS Scotland.

Indication under review: treatment of osteoporosis in postmenopausal women at increased risk of fractures.  Denosumab significantly reduces the risk of vertebral, non vertebral and hip fractures.

SMC restriction: use only in patients with a bone mineral density (BMD) T-score < -2.5 and ≥ -4.0 for whom oral bisphosphonates are unsuitable due to contraindication, intolerance or inability to comply with the special administration instructions.  

Treatment with denosumab for three years significantly reduced the incidence of new vertebral, non-vertebral and hip fractures compared with placebo in postmenopausal women at increased risk of fractures.
LL reported that she had received an email from Dr Andrew Pearson and she shall reply to him once the embargo has been lifted.                        Action: LL

	657/10


	tacrolimus granules for Oral Suspension (Modigraf®)
ADVICE: following an abbreviated submission

tacrolimus granules for oral suspension (Modigraf®) are accepted for restricted use within NHS Scotland.

Indication under review: 

· Prophylaxis of transplant rejection in adult and paediatric, kidney, liver or heart allograft recipients. 

· Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products in adult and paediatric patients.

SMC restriction: for use in patients for whom tacrolimus is an appropriate choice of immunosuppressive therapy and where small changes (less than 0.5mg) in dosing increments are required (e.g. in paediatric patients) or seriously ill patients who are unable to swallow tacrolimus capsules.

Modigraf® granules for oral suspension offer 18% greater bioavailability than immediate release capsules and may have different bioavailability compared to other unlicensed tacrolimus suspensions in use in the past. Careful monitoring and possible dosage changes are needed when introducing treatment with Modigraf®.

Tacrolimus granules for oral suspension are significantly more expensive than the capsule formulation.
NOTED


Not recommended for use within NHS Scotland

	No.

	EMBARGOED UNTIL 11TH OCTOBER 2010

	640/10

	lanthanum carbonate, 500mg, 750mg, 1,000mg, chewable tablets  (Fosrenol®)
ADVICE: following a full submission 

lanthanum carbonate  (Fosrenol®) is not recommended for use within NHS Scotland.
Indication under review: as a phosphate binding agent for use in the control of hyperphosphataemia in adult patients with chronic kidney disease not on dialysis with serum phosphate levels ≥1.78mmol/L in whom a low phosphate diet alone is insufficient to control serum phosphate levels.
When compared with placebo, in patients with chronic kidney disease not yet on dialysis, more patients treated with lanthanum carbonate achieved a serum phosphate concentration ≤1.49mmol/L.  

The manufacturer did not present a sufficiently robust clinical or economic analysis to gain acceptance by SMC.
NOTED

	No.

	EMBARGOED UNTIL 8TH NOVEMBER 2010

	436/07

	eculizumab, 300mg concentrate for solution for infusion (Soliris®)
ADVICE: following a full submission 

eculizumab (Soliris®) is not recommended for use within NHS Scotland.
Indication under review: for the treatment of patients with paroxysmal nocturnal haemoglobinuria (PNH). Evidence of clinical benefit of eculizumab in the treatment of patients with PNH is limited to patients with a history of transfusions.
In a controlled study in patients with transfusion-dependent PNH, eculizumab reduced the rate of haemolysis and improved anaemia compared to placebo.  Uncontrolled data suggest that eculizumab reduces the incidence of thrombosis in patients with PNH.

The manufacturer did not supply any economic analysis and therefore eculizumab cannot be recommended for use within NHS Scotland. 
NOTED

	452/08

	trabectedin, 0.25 and 1mg powder for concentrate for solution for infusion (Yondelis®)
ADVICE: following a re-submission

trabectedin (Yondelis®) is not recommended for use within NHS Scotland.
Indication under review: the treatment of patients with advanced soft tissue sarcoma, after failure of anthracyclines and ifosfamide, or who are unsuited to receive these agents. Efficacy data are based mainly on liposarcoma and leiomyosarcoma patients.
In a phase II randomised study in patients with advanced leiomyosarcoma and liposarcoma in which two trabectedin dose schedules were used, the licensed 3-weekly schedule was superior to the alternative one for the primary endpoint, time to progression.

The manufacturer’s justification of the treatment’s cost in relation to its health benefits was not sufficient to gain acceptance by SMC and in addition, the manufacturer did not present a sufficiently robust economic case to gain acceptance by SMC.
NOTED

	641/10

	sevelamer carbonate, 800mg film-coated tablets (Renvela®)
ADVICE: following a full submission

sevelamer carbonate (Renvela®) is not recommended for use within NHS Scotland.
Indication under review: the control of hyperphosphataemia in adult patients receiving haemodialysis or peritoneal dialysis.
Sevelamer carbonate has been shown to be therapeutically equivalent to sevelamer hydrochloride for the control of hyperphosphataemia in adult haemodialysis patients.

The manufacturer presented an economic case based on sevelamer carbonate being used as a first-line treatment as an alternative to calcium-based binders in patients new to dialysis.  The case was not sufficiently robust to gain acceptance by the SMC.

Sevelamer carbonate is also indicated for the control of hyperphosphataemia in adult patients with chronic kidney disease (CKD) not on dialysis with serum phosphorus ≥ 1.78 mmol/L.  The manufacturer’s submission related only to the control of hyperphosphataemia in adult patients receiving dialysis.  SMC cannot recommend the use of sevelamer carbonate in pre-dialysis patients. 

The licence holder has indicated their intention to resubmit.
NOTED

	647/10


	Glucosamine sulphate 1,500mg powder for oral solution (Glusartel®)
ADVICE: following a full submission

Glucosamine sulphate (Glusartel®) is not recommended for use within NHS Scotland.
Indication under review: relief of symptoms in mild to moderate osteoarthritis (OA) of the knee.
In an active-comparator study, glucosamine sulphate 1,500mg once daily was superior to placebo in the treatment of symptoms associated with osteoarthritis of the knee.  

The manufacturer did not present a sufficiently robust economic analysis to gain acceptance by SMC.
NOTED

	658/10


	canakinumab (Ilaris®) 150 mg/ml, powder for solution for injection intended
ADVICE: in the absence of a submission from the holder of the marketing authorisation
canakinumab (Ilaris ®) 150 mg/ml, powder for solution for injection intended is not recommended for use within NHSScotland.

Indication under review:  Cryopyrin-Associated Periodic Syndromes (CAPS) in adults, adolescents and children aged 4 years and older with body weight above 15 kg.

The holder of the marketing authorisation has not made a submission to SMC regarding this product in this indication.  As a result SMC cannot recommend its use within NHSScotland.
NOTED

	659/10


	docetaxel (Taxotere ®) 20 mg/1ml and 80 mg/4ml and 160 mg/8ml concentrate for solution for infusion
ADVICE: in the absence of a submission from the holder of the marketing authorisation
docetaxel (Taxotere ®) in combination with doxorubicin and cyclophosphamide is not recommended for use within NHS Scotland.

Indication under review:  adjuvant treatment of patients with operable node-negative breast cancer.
The holder of the marketing authorisation has not made a submission to SMC regarding this product in this indication.  As a result SMC cannot recommend its use within NHSScotland.
NOTED

	660/10


	amifampridine (Firdapse ®)

ADVICE: in the absence of a submission from the holder of the marketing authorisation
amifampridine (Firdapse ®) is not recommended for use within NHSScotland 

Indication under review:  for the treatment of Lambert-Eaton Myasthenic Syndrome (LEMS) in adults.
The holder of the marketing authorisation has not made a submission to SMC regarding this product in this indication.  As a result SMC cannot recommend its use within NHSScotland.]
NOTED

	No.

	EMBARGOED UNTIL 13TH DECEMBER 2010

	565/09


	ranolazine, 375mg, 500mg and 750mg prolonged-release tablets (Ranexa()   
ADVICE: following a resubmission

ranolazine (Ranexa®) is not recommended for use within NHS Scotland.

Indication under review: as add-on therapy for the symptomatic treatment of patients with stable angina pectoris who are inadequately controlled or intolerant to first-line antianginal therapies (such as beta blockers and/or calcium antagonists).

When added to standard doses of antianginal drugs, ranolazine increased exercise duration at trough drug levels compared with placebo after 12 weeks treatment.  Although significant the effect size was modest.

The manufacturer did not present a sufficiently robust economic analysis to gain acceptance

by SMC.
NOTED

	615/10


	gefitinib 250mg film-coated tablets (Iressa()   
ADVICE: following a resubmission

gefitinib (Iressa() is not recommended for use within NHS Scotland.
Indication under review: the treatment of adult patients with locally advanced or metastatic non-small cell lung cancer (NSCLC) with activating mutations of epidermal growth factor receptor tyrosine kinase (EGFR-TK).
In a comparative study in previously untreated patients, gefitinib was superior to a platinum-based doublet chemotherapy regimen in terms of progression-free survival; subgroup analysis supported this finding in patients with activating mutations of EGFR-TK. 

However, the manufacturer’s justification of the treatment’s cost in relation to its health benefits was not sufficient and the economic case was not sufficiently robust to gain acceptance by SMC.

NOTED

	652/10
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	dexamethasone 700 microgram intravitreal implant (Ozurdex®)

ADVICE: following a full submission 

dexamethasone intravitreal implant (Ozurdex®) is not recommended for use within NHS Scotland.

Indication under review: treatment of adult patients with macular oedema following either branch retinal vein occlusion (BRVO) or central retinal vein occlusion (CRVO).
In two phase III studies dexamethasone 700 microgram intravitreal implant was superior to sham administration at day 90 for the proportion of patients with a best corrected visual acuity improvement of ≥ 15 letters.  Longer-term effectiveness of treatment is uncertain.

Overall the manufacturer did not present a sufficiently robust clinical and economic analysis to gain acceptance by SMC. 

NOTED

	653/10


	prucalopride 1mg and 2mg tablet (Resolor)
ADVICE: following a full submission

prucalopride (Resolor) is not recommended for use within NHS Scotland.

Indication under review: symptomatic treatment of chronic constipation in women in whom laxatives fail to provide adequate relief.

There were weaknesses in the clinical data as in the pivotal studies the majority of patients did not achieve the primary or secondary outcome measures and the exclusion criteria applied limit the ability to assess the likely clinical effectiveness of prucalopride in the target treatment population. In addition, the manufacturer did not present a sufficiently robust economic analysis to gain acceptance by SMC. 
NOTED

	667/10


	diclofenac 4% spray gel (Mobigel Spray ®)
ADVICE: in the absence of a submission from the holder of the marketing authorisation
diclofenac 4% spray gel (Mobigel Spray ®): is not recommended for use within NHS Scotland.

Indication under review: for the local symptomatic relief of mild to moderate pain and inflammation following acute blunt trauma of small and medium-sized joints and periarticular structures.

The holder of the marketing authorisation has not made a submission to SMC regarding this product in this indication.  As a result we cannot recommend its use within NHSScotland.
NOTED

	668/10


	fondaparinux sodium 1.5mg/0.3mL solution for injection, pre-filled syringe (Arixtra ®)
ADVICE: in the absence of a submission from the holder of the marketing authorisation
fondaparinux sodium (Arixtra ®) is not recommended for use within NHS Scotland.

Indication under review: treatment of acute symptomatic spontaneous superficial-vein thrombosis of the lower limbs without concomitant deep-vein thrombosis.

The holder of the marketing authorisation has not made a submission to SMC regarding this product in this indication.  As a result we cannot recommend its use within NHSScotland.
NOTED

	670/10


	Denosumab 60mg solution for injection in pre-filled syringe (Prolia®)

ADVICE: in the absence of a submission from the holder of the marketing authorisation
denosumab (Prolia®) is not recommended for use within NHS Scotland.

Indication under review:  bone loss associated with hormone ablation in men with prostate cancer at increased risk of fractures.

The holder of the marketing authorisation has not made a submission to SMC regarding this product in this indication.  As a result we cannot recommend its use within NHSScotland.
NOTED


	7.
	Formulary Update:– LL
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LL went through all the changes which have been added to the formulary and LL asked the committee if they approve these changes.  It was agreed to approve ElleOne for any new prescribing.  It was agreed to put in the prescribing bulletin.  LL to add and will raise the issue of lack of availability through community pharmacy onto Dr Ailsa Wylie.  First line choice should be the coil if this is available.  The amendment would be made and then to go to the ADTC.  Endocrine to be discussed with Declan Hegarty and Paul Lockie on where gliptins sit on the formulary.

Skin section – LL read out the amendments that had been made these had been reviewed to make the most cost effective ones first choice.

Dovobet Ointment – SMC approved and approved in Lothian there was a lot of discussion around including these in the formulary committee.  LL shall make the necessary updates.  It was agreed to remove specialist initiation for Synalar.
Statins – The updates were emailed to the stroke team and they have responded by saying they are happy with it.  We shall require a new protocol and LL will get back to them.  Primary prevention guidelines to be sent round by email and this stroke guidance to be taken out of the formulary.  

	8.
	Prescribing Outwith Scan Protocols – NOTED                               

	9.
	Patient Safety: Nothing

	10.
	Lothian Formulary Committee Minutes 29th September 2010 & 10th November 2010 (for Information)         
NOTED                                                                                                     

	11.
	NICE GUIDANCE: (for information)
NICE (Multiple) Technology Appraisal Guidance No. 201 - Omalizumab for the treatment of severe persistent allergic asthma in children aged 6 to 11 years

http://www.nice.org.uk/nicemedia/live/13256/51346/51346.doc 
NOTED

	12.
	Any Other Business:  None

	13.
	Date Of Next Meeting:  9th February 2011 @ 12.30 p.m. Estates Meeting Room
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		Obstetrics, gynaecology, and urinary-tract disorders


7.1  Prostaglandins and oxytocics



		



		Carboprost


(Hemabate)

		Injection 



150 micrograms/ml


See Labour Ward Guideline






		Dinoprostone


(Prostin)

		Injection 



1mg/ml, 10mg/ml


Vaginal gel 



1mg, 2mg

See Labour Ward Guideline





		Ergometrine

		Injection 



500micrograms/ml


See Labour Ward Guideline






		Ergometrine 500micrograms


+ Oxytocin5units /ml


(Syntometrine)




		Injection


See Labour Ward Guideline



		Oxytocin


(Syntocinon)

		Injection 



5units/ml, 10units/ml


See Labour Ward Guideline






		Mifepristone

		Tablets 



200mg


See Labour Ward Guideline






		

		Myometrial relaxants



		Atosiban

		Injection  



6.75mg/vial


Concentrate for infusion 

7.5mg/ml (5ml vial)


See Labour Ward Guideline






		Ritodrine

		Injection 



50mg/5ml


See Labour Ward Guideline








		7.2  Treatment of vaginal and vulval 
conditions



		

		



		

		Preparations for vaginal atrophy



		

		Oestrogens, topical 


· The smallest effective amount should be used


· Treatment course usually 3-6 months






		Estriol


(Gynest Cream)

		Intravaginal Cream 


0.01%                                                       


Dose:
One applicatorful daily in the evening, for 2 weeks. Consider continuation, reducing to twice weekly application


Review for dose reduction/discontinuation every 3-6 months






		(Ortho-Gynest Pessary)

		Pessaries 



500mg        


Dose:
One pessary daily, in the evening, until improvement occurs


Maintenance  treatment one pessary twice weekly


Review for dose reduction/discontinuation every 3-6 months






		Estradiol


(Vagifem)

		Vaginal Tablets 


25micrograms      


Dose:
One daily for two weeks. Consider continuation, reducing to one, twice weekly


Discontinue after 3 months to assess the need for further treatment






		(Estring)

		Vaginal Ring releasing approximately 7.5micrograms/24hours


· Replace 3 monthly


· Maximum continuous duration of treatment is 2 years



		

		Vaginal and vulval infections     


Refer to BJF Infections chapter 



		

		



		7.3  Contraceptives






		

		



		

		Combined hormonal contraceptives



		

		· A pill containing 30 micrograms oestrogen is recommended for the majority of women


· The risk of breast cancer associated with COC does not appear to be related to the dose of oestrogen


· Combined hormonal contraceptives are associated with a risk of cardiovascular disease and VTE


· There is an association between all COC and metabolic changes, including changes in lipids


· Different progestogens have different side-effect profiles associated with their androgenicity


· The effectiveness of oral contraceptives can be affected by antibiotic treatments and also by concurrent use of enzyme-inducing drugs


· For contraindications, refer to the BNF



		

		



		

		a) Standard Strength (oral)


First choice



		Rigevidon 30/150 micrograms

		Tablets Levonorgestrel 150micrograms + ethinylestradiol 30micrograms 


· Cost-effective equivalent to microgynon 30 /ovranette 






		

		Second choices


· Pills with gestodene or desogestrel (“third generation pills”) may be an appropriate option for women experiencing progestogen-associated side-effects


· These pills have an increased risk of venous thromboembolism


· Risks should be discussed






		Cilest

		Tablets. Norgestimate 250micrograms + ethinylestradiol 35micrograms  






		Gedarel 30/150 micrograms

		Tablets. Desogestrel 150micrograms + ethinylestradiol 30micrograms     


· Cost-effective equivalent to marvelon






		Millinette 30/75 micrograms

		Tablets. Gestodene 75micrograms + ethinylestradiol 30micrograms


· Cost-effective equivalent to femodene






		

		



		Co-cyprindiol

		Cyproterone acetate 2mg + ethinylestradiol 30micrograms. 






		

		· Contraindicated in those with a personal or close family history of VTE as co-cyprindiol carries increased risk of VTE over other COCs. Women with severe acne or hirsutism may have an inherently increased risk of cardiovascular disease


· Licensed for use in women with severe acne which has not responded to oral antibacterials and for moderately severe hirsutism. Dianette should be withdrawn 3-4 cycles after complete resolution of condition, and it may be appropriate to consider one of the least androgenic COC (e.g Marvelon )as ongoing contraceptive treatment 


· Prescribers are reminded that co-cyprindiol should not be used solely for contraception, as this is unlicensed use


· Prescriptions for Dianette carry a prescription fee



		Evra



		Standard strength Transdermal


Patches .


Dose: Apply 1 patch weekly for 3 weeks followed by a 7 day patch free interval.


Use is restricted to patients who :


· Have compliance problems with oral contraceptives ie have become pregnant through forgetting to take pill


· Are unable to tolerate COC due to nausea


· Have absorption problems secondary to inflammatory bowel disease or gastrointestinal surgery






		

		b) Low strength (oral)


· The lower dose of oestrogen may be an alternative choice for women who experience breast enlargement or mastalgia (oestrogenic side-effects) with the 30 microgram pills






		

		First choice



		Loestrin 20

		Tablets Norethisterone acetate 1mg + ethinylestradiol 20micrograms  



		

		Second choice



		Gedarel 20/150 micrograms

Nuvaring




		Tablets Desogestrel 150micrograms + ethinylestradiol 20micrograms 


· Cost effective alternative to mercilon


· See comments above re third generation preparations


· Desogestrel is a less androgenic progestogen and may be an appropriate contraceptive choice for women with acne

Low strength (vaginal)

Vaginal ring.


Dose: 1 ring to be inserted into the vagina, removed on day 22; subsequent courses repeated after 7 day ring-free interval.

· Same cardiovascular & vte risks  as other combined hormonal methods 



		

		



		

		Progestogen-only contraceptives


Progestogen  only contraceptives may be more suitable than combined oral contraceptives for:-


· Women with diabetes


· Breast-feeding women


· Women with a history of thromboembolism


· Women over 35 (particularly smokers)


· Women with hypertension


Progestogen-only contraceptives (oral)


A significant proportion of women experience irregular bleeding with POPs (Progestogen only pills). Switching to a different progestogen does not appear to be beneficial






		

		Oral- First choice



		Micronor

		Tablets 350micrograms norethisterone             





		Norgeston


Noriday


Cerazette




		Second choice


Tablets 30 micrograms levonorgestrel               


Tablets 350 micrograms  norethisterone            


Tablets 75micrograms desogestrel                    


· Use of cerazette is restricted to use in women who either cannot tolerate oestrogen-containing contraceptives or in whom they are contra-indicated. 


· Cerazette may be an appropriate choice for less compliant women (including younger women), due to continued contraceptive protection for up to 12 hours after missing a dose of cerazette (3 hours for other POPs) 


· Cerazette  has been shown to inhibit ovulation to a substantially greater extent than other POPs


· Cerazette may be an appropriate choice for women taking a POP who have a history of ectopic pregnancy






		

		Parenteral



		Depo-Provera 

		Injection 150mg/ml medroxyprogesterone                     


Dose:
150mg by deep intramuscular injection within first 5 days of cycle or within first 5 days after parturition (delay until 6 weeks after parturition if breast-feeding)


For long term contraception dose should be repeated every 12 weeks



		

		· Associated with weight gain and menstrual dysfunction


· Fertility may take up to a year to be fully restored after withdrawal


· Associated with reduction in bone mineral density, and should be used in adolescents only when other methods of contraception are inappropriate (CSM warning). See BNF for further information



		Nexplanon

		Subdermal Implant. 68mg etonogestrel      (+ 15mg barium sulfate)                        



		

		· Refer to SPC for further information



		

		· 50% of women report irregular/prolonged bleeding associated with nexplanon






		Mirena

		Intrauterine system. Levonorgestrel 52mg                 


· Effective for five years


· Rapid and apparently complete return to fertility after removal


· Associated with amenorrhea and frequent/prolonged spotting








		

		Spermicidal contraceptives


These do not give adequate protection when used alone, and are suitable to be used along with a barrier method of contraception





		

		



		Gygel

		Nonoxinol ‘9’ 2% 





		

		



		

		Intra-uterine contraceptive devices



		

		· IUDs containing at least 300mm2 of copper should be used as they have the lowest failure rate


· Pain on insertion of device may be alleviated by a NSAID eg Ibuprofen, 30 minutes before insertion


· Suitable for older parous women


· Second line for nulliparous women, who should be screened for risk of pelvic inflammatory disease, at least for Chlamydia


· Sustained pain during the first 20 days after insertion may be associated with existing carriage of a sexually transmitted disease, and women should be advised to present as an emergency if this occurs



		

		First choice



		TT380 Slimline

		Intra-uterine device


(£11.70)



		

		· Effective for 10 years. 


· Easier to load and fit, with a reduced risk of infection at introduction



		

		Second choice



		Nova-T 380 

		Intra-uterine device                                                       


· Effective for 5 years (Included as an option for nulliparous women) 


· IUD of choice for emergency contraception





		Multiload Cu375

		Intra-uterine device                                                        


· Effective for 5 years


· An appropriate option for women who have a history of expelling coils or a bigger uterus






		Mirena

		Intra-uterine device                                                      


· A restricted option for women who suffer from menorrhagia and who also require contraception



		

		Diaphragms



		

		A spermicide should always be used with a diaphragm



		

		First choice



		Reflexions

		Type A diaphragm with flat metal spring in sizes 55-95 mm (rising in sizes of 5mm)                                                             






		

		Second choice



		Ortho

		Type B diaphragm with coiled metal rim in sizes 60-95mm (rising in 5mm)                                                                         






		

		Condoms



		

		Condoms are the only method of contraception which protects against sexually transmitted diseases, and are available free of charge from Family planning Services and GP surgeries



		

		Emergency contraception

Patients presenting to community pharmacies (who cannot currently supply ulipristal) for supply of the morning after pill 

· should be counselled regarding the stage in their cycle and

·  should receive information that there is a more effective morning after pill than Levonelle.

 Patients who have had UPSI during the most fertile part of their cycle should be encouraged to consult either family planning clinic or GP surgery for supply of ulipristal.

Patients should not receive ulipristal and levonorgestrol in the same cycle.

First choice



		Ulipristal


Levonelle 1500




		Tablet 30mg.


Dose:  One tablet to be taken orally as soon as possible, but no later than 120 hours (5 days) after unprotected intercourse or contraceptive failure.  It can be taken at any moment during the menstrual cycle.  If vomiting occurs within 3 hours of ulipristal intake another tablet should be taken. Pregnancy should be excluded before ulipristal is administered.

.- Evidence supports use of ulipristal as first choice “morning after pill” apart from


   patients who require to have a ready supply of the morning after pill for “contraceptive emergency” ie those who use condoms alone for contraception, and  require a supply of morning after pill in case of burst condom


  patients who have contraindications to ulipristal.ie asthma, treatment with antacids or PPIs; patients with renal or liver impairment

- Patients attending GP surgery or family planning clinic for prescription of ulipristal, should also receive advice & supply of condoms + POP/COC.

- Patients attending OOH for supply of ulipristal should be encouraged to attend GP or family planning clinic for supply of condoms+POP/COC.

Second choice


Levonorgestrel Tablet 1500 micrograms           


Dose:
1.5mg as a single dose as soon as possible after unprotected intercourse (ideally within 12 hours, but no later than 72 hours)  May be used between 72 and 120 hours after unprotected intercourse, but this is unlicensed use and efficacy decreases with time

· An alternative preparation for patients who  use condoms alone for contraception, and  have a supply of morning after pill in case of burst condom


· An option for patients who have contraindications to ulipristal.


· A replacement dose should be given if vomiting occurs within 3 hours of taking levonorgestrel. Domperidone is the preferred antiemetic if required


· Enzyme-inducing drugs reduce the effectiveness of levonorgesterol, and the dose of levonorgesterol should be increased if this is the chosen method of emergency contraception. 1.5mg should be taken immediately and 750micrograms taken 12 hours later. (This dose regime is unlicensed)


· Hormonal emergency contraception is less effective than insertion of an IUD. A copper IUD can be inserted up to 120 hours after unprotected intercourse






		7.4
  Drugs for genito-urinary disorders






		

		



		

		Drugs for urinary retention



		

		



		

		Alpha-blockers


· Patients commenced on an alpha-blocker at the urology clinic, are reviewed at the clinic after 3 month

· Full response is expected after 4-6 weeks and there may be some improvement in symptoms after a few days, with benefit likely to be maintained for up to 3 years


· Patients should be aware that the first doses of alpha blocker may be associated with drowsiness and dizziness. If antihypertensive therapy is co-prescribed dose adjustment may be appropriate


· In acute urinary retention associated with benign prostatic hyperplasia in men over 65 years, Alfuzosin 10mg daily is given for 2-3 days during catheterisation and for one day after removal of catheter. Maximum of 4 days for this indication.



		

		



		

		First choices



		Tamsulosin

		Capsules MR 



400micrograms  



		

		Dose:
400micrograms daily as a single dose, after food


· Prescribe generically as Tamsulosin MR Capsules


· Prescribed off-label for expulsion of distal ureteral stones



		Alfuzosin

		Tablets MR



10mg






Dose:
10mg daily .






		

		5 alpha-reductase inhibitors






		

		First choice



		Finasteride

		Tablets                                                      


Dose:
5mg daily


· Alternative to alpha-blockers, particularly appropriate for men with a significantly enlarged prostate


· Evidence suggests that finasteride reduces the risk of acute urinary retention and the need for surgery. 



		

		Second choice



		Dutasteride

		Capsules                                                500 micrograms 


Dose: 500 micrograms daily.


· Initiated by consultant urologist 


· Combodart (combination of Tamsulosin + dutasteride) is approved for use for patients currently receiving treatment with both drugs

· Use is restricted  to men                                                                          -  who are either intolerant of finasteride or                                     - do not respond to, finasteride after an adequate trial.                                               



		

		Drugs for urinary frequency, enuresis and incontinence



		

		Urinary frequency due to unstable bladder


· Therapy should be tried for a period of  four to six weeks to enable an assessment of the benefits and side-effects

· The need for continuing treatment should be reviewed after 6 months

· Sign 79 suggests that a wide range of anticholinergic preparations are available for prescribers and patients for trial of treatment in urinary incontinence.



		Oxybutynin Hydrochloride

		Tablets 2.5mg,
5mg



Dose:
Initially 2.5mg twice daily (2.5mg daily in the elderly) Maximum dose is 5mg four times daily (5mg twice daily in the elderly)


Tablets MR 
5mg,
10mg 



Dose:
Initially 5mg daily, increased according to response in 5mg steps. Maximum dose is 30mg as a single daily dose, but in practice 10mg daily is the maximum prescribed dose.

· Side-effects are common with oxybutynin, particularly in elderly patients, and may be minimised by initiating treatment with a low dose and titrating up gradually. Modified release preparations are generally more favourably tolerated


Transdermal                                                   36mg


Dose: Apply one patch twice weekly. Replacement patches are applied to a different area (avoid using the same area for 7 days)


· an option for patients who have established benefit from oxybutynin, but cannot tolerate the side-effects.






		Solifenacin Succinate  (Vesicare)



		Tablets 




5mg, 10mg


Dose:
5mg daily, increased only if necessary to 10mg once daily 






		Trospium Chloride


(Regurin)

		Tablets                                                            20mg .


Dose:
20mg twice daily before food






		Propiverine

		Tablets MR                                                    30mg


Dose: 30mg once daily



		Fesoterodine

		Tablets MR                                                      4mg ,   8mg.                                                       


Dose: 4mg once daily, increased, if necessary  to 8mg once daily .


· refer to BNF for information on interactions and cautions.








		

		Drug Treatment for Urinary Frequency Due to Unstable Bladder

































		

		Stress urinary incontinence in women



		

		· Bladder training and exercise are important elements in treatment of stress incontinence – drug treatment may be added to the treatment regime when appropriate

· The NHS Borders Continence Service can be contacted (01896 823809) for advice on referral to specialist services including physiotherapy





		Duloxetine Hydrochloride


(Yentreve)

		Capsules 20mg, 40mg                                                


Dose:
40mg twice daily, assessed after 2-4 weeks and reduced to 20mg twice daily if side-effects are troublesome


· Prescribe as Yentreve


· Follow the NHS Borders protocol covering the use of duloxetine


· Review after 4 weeks, and again after 12 weeks of treatment






		Bladder instillations and urological surgery


                   



		                        Catheter Patency Solutions



		

		



		

		



		Sodium Chloride

		Solution 0.9%


· Uriflex S is currently the most cost-effective preparation 






		Solution G

		Solution.
Citric acid 3.23%, magnesium oxide 0.38%, sodium 


bicarbonate 0.7%, disodium ededate  0.01%


· Twin Suby G is the preferred preparation, (based on effectiveness of 2 small volume instillations v one large volume)



		

		Drugs for erectile dysfunction



		

		· Prescribing on the NHS is restricted to the following patient groups with erectile dysfunction


· diabetes, multiple sclerosis, Parkinson’s disease, poliomyelitis, prostate cancer, severe pelvic injury, single gene neurological disease, spina bifida, or spinal cord injury


· are receiving dialysis for renal failure


· have had radical pelvic surgery, prostatectomy or kidney transplant


· were receiving Caverject, Erecnos, MUSE, Viagra or Viridal for erectile dysfunction, at the expense of the NHS, on 14 September 1998


· are suffering severe distress as a result of impotence (prescribed in specialist centres only)


· Prescription must be endorsed SLS


· GPs may issue private prescriptions for these drugs but may not charge for issuing a private prescription






		Sildenafil


or


Tadalafil


or


Vardenafil


Alprostadil

		Tablets 25mg,
50mg, 100mg.


Dose:
Initially 50mg approximately 1 hour before sexual activity, adjusting subsequent doses according to response. Dose range 25-100mg as single dose. Maximum of 1 dose in 24 hours


· Patients are appropriately assessed before prescription of sildenafil


· Contra-indicated for men who are receiving nitrates or nicorandil


Tablets      10mg ,  20mg .


Dose:  Initially 10mg at least 30 minutes before sexual activity, adjusting subsequent doses according to response to 20mg as a single dose. Maximum of 1 dose in 24 hours


· Patients are offered a trial of Sildenafil and Tadalafil, and their preferred choice is then prescribed on an ongoing basis


· Tadalafil may be an alternative to sildenafil for patients who develop visual disturbances with sildenafil or for whom a longer duration of action is needed


Tablets 5mg, 10mg, 20mg. 

Dose: Initially 10mg (5mg for elderly or adults on alpha-blockers) approximately  25-60 minutes before sexual activity, subsequent doses adjusted according to response up to a maximum of 20mg as a single dose; maximum of 1 dose in 24 hours.


Second choice


Dual chamber.10microgram, 20microgram, 40microgram.


Dose: 2.5-10micrograms after specialist assessment and training.













Effective and tolerated







Specialist Review







Continue and review in 6 months







Continue and review in 6 months







Effective and tolerated







Not effective



or



Not tolerated







Effective and tolerated







Solifenacin



or



Trospium



(4-6 weeks trial)







Oxybutynin MR
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Oxybutynin Transdermal Patch



(4-6 weeks trial)







Not tolerated
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		2.12 Lipid-regulating drugs



		

		Refer to NHS Borders Lipid Lowering Guidance in Secondary Prevention



		

		· This guidance refers to secondary prevention.


· Secondary prevention target for total cholesterol is


      - 4.5 mmol/L or 


      - a 25% reduction from baseline 

· Statins are the evidence-based cholesterol lowering drugs of choice and use in treatment of hypercholesterolaemia should be maximised. Simvastatin is first choice, atorvastatin is second choice and rosuvastatin is third choice – see entries below

· Prior to increasing dose / switching choice of statin, diet and compliance with statin medication should always be assessed.


· Use of ezetimibe should be minimised by ensuring that patients have had a trial of all three formulary statins Ezetimibe should not be used either as a single agent or in combination with statin (apart from indications below). Current  evidence does not support association between ezetimibe and clinical outcomes of reduction in cardiovascular morbity and mortality. 

· Triglycerides

· fasting cholesterol and triglycerides should be checked prior to commencement of treatment. (Alcohol excess and diabetes should be excluded prior to commencement of treatment for patients with triglycerides > 6mmol/L)

· 40mg simvastatin is first choice for patients with triglycerides  between 3 – 6.mmol/L. Fasting cholesterol and triglycerides should be rechecked after 3 months treatment and if triglycerides remain > 3 (and cholesterol is within range) then fenofibrate 160mg daily should be added.

· patients with triglycerides > 6mmol/L should commence on fibrate treatment with fenofibrate 160mg daily .


· Specialist advice from the consultant biochemist is available for patients who do not respond to this guidance



		Simvastatin

		First choice


Tablets 20mg, 40mg.


Dose: 10-40mg at night


· Initiate at 40mg for prevention of cardiovascular events (patients who reach target cholesterol on this dose but don’t tolerate 40mg may either


-  have a trial on 20mg simvastatin  or


            - switch to Atorvastatin

· If titration is appropriate, dose can be adjusted after four weeks


· 20mg is maximum dose which can be co-prescribed with amiodarone or verapamil, and 40mg is maximum dose which can be co-prescribed with diltiazem.

· Although there is no requirement to review patients who are currently prescribed (and tolerating) 80mg dose – consider change , particularly in the elderly.





		Atorvastatin


Rosuvastatin

		Second choice


Tablets 10mg ,20mg, 40mg, 80mg.


Dose: 10-80mg daily


· Second choice for patients who 

      -    are intolerant of simvastatin ; commence on 10mg dose of     


        atorvastatin and titrate up if clinically indicated. (Patients who   


        don’t tolerate atorvastatin should have a trial of rosuvastatin,  


        starting at a dose of 5mg daily)


· don’t reach target cholesterol on 40mg Simvastatin,  should   


   be switched to 40mg Atorvastatin daily.

· Effective if administered at any time of day so is an appropriate choice for patients who have concordance issues


· Patients who fail to reduce to target cholesterol on 40mg of Atorvastatin  either increase to 80mg Atorvastatin or switch to 10mg  Rosuvastatin.

Third  choice


Tablets 5mg,10mg, 20mg.


Dose: 5 – 10 mg daily,titrated up, if indicated, to a maximum of   


           20mg daily.

· Patients who fail to reach target cholesterol reduction on atorvastatin 40mg switch to 10mg rosuvastatin (or increase to 80mg Atorvastatin) and titrate up to 20mg daily if clinically indicated.

· Patients who are intolerant of simvastatin and atorvastatin should have a trial of rosuvastatin (initiated at 5mg daily and titrated up as tolerated / clinically indicated).

· 40mg dose is excluded from formulary inclusion on the basis of safety concerns

· rosuvastatin is neither an inhibitor nor an inducer of cytochrome P450 isoenzymes. Therefore, drug interactions resulting from cytochrome P450-mediated metabolism are not expected. 

· Patients on long term treatment with verapamil, amiodarone, diltiazem and other drugs metabolised by the cytochrome P450 system, who fail to reach cholesterol target on 20mg of simvastatin or atorvastatin 20mg , should commence on 10mg rosuvastatin daily.





		Fenofibrate

or

Ezetimibe


Or



		Alternative “fourth line” treatment options.

(listed on the basis of cost – cost effective option first).

Capsules 160mg.


Dose: 160mg  daily.


· Avoid in eGFR < 60ml/min

· First line choice where serum-triglycerides > 6 mmol/litre

· Added to statin for patients whose serum – triglycerides remain above 3mmol/litre (initial range 3-6 mmol/litre), despite 3 months statin treatment.

· Caution if adding fenofibrate to high dose statin.

Tablets 10mg.


Dose: 10mg once daily


· Specialist initiation in familial hypercholesterolaemia as a single agent 


· Specialist initiation in familial hypercholesterolaemia in combination with a statin where cholesterol target level has not been met, despite maximised statin treatment. Statin treatment with simvastatin / atorvastatin / rosuvastatin should be maximised prior to addition of ezetimibe.

· Complete proven statin intolerance (following trial of simvastatin, atorvastatin and rosuvastatin).

· Patients with “pure” hypercholesterolaemia  who have had no response to statin treatment 






		Tredaptive

		Nicotinic acid 1g/laropiprant 20mg Tablets MR

Dose: One tablet daily, increased after 4 weeks to 2 tablets once daily.


· Treatment of dyslipidaemia in combined mixed dyslipidaemia , where levels of LDL-cholesterol and triglycerides are elevated, and levels of HDL-cholesterol are low, where statins are either not tolerated or inappropriate.


· SMC restricts use to monotherapy in the above patient group.



		Omega-3-acid ethyl esters (Omacor) 

		Omega-3 fatty acid compounds.


Capsules 1g 


Dose: one capsule daily.


· GP prescribing following identification of appropriate patients by cardiology team at post MI clinic.


· For secondary prevention of MI in patients who cannot/will not achieve oily fish dietary requirement


· Second choice to fenofibrate in treatment of elevated triglycerides


· In combination with fenofibrate, or statin + fenofibrate in patients who have not reached target.

· Maxepa is not included in the formulary.
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13.1  Management of skin conditions



		

		



		

		· Refer to national patient pathways.www.pathways.scot.nhs.uk


· The vehicle used in topical preparations assists hydration and absorption of the active component, while also exerting a mild anti-inflammatory effect


· Creams are absorbed into the skin more quickly than ointments or gels

· Gels are suitable for application to face and scalp

· Lotions are most appropriately used for hairy areas

· Ointments are greasier than creams, and are suitable for chronic dry lesions

· Consider possible contact sensitivity to preservatives or antiseptics in topical agents, particularly cream bases



		 

		Recommended quantities of prescribed creams and ointments for twice daily application for 1 week for adults






		

		

		Body area

		Non-corticosteroid cream/ointment

		Corticosteroid cream/ointment



		

		

		Face

		15-30g

		



		

		

		Face and neck

		

		15-30g



		

		

		Both hands

		25-50g

		15-30g



		

		

		Scalp

		50-100g

		15-30g



		

		

		Both arms

		100-200g

		30-60g



		

		

		Both legs

		100-200g

		100g



		

		

		Trunk

		400g

		100g



		

		

		Groins and genitalia

		15-25g

		15-30g






		

		

		



		

		





		13.2 
Emollient and barrier preparations



		

		



		

		Emollients (moisturisers)



		

		· Emollients soothe, smooth and hydrate the skin and are indicated for all dry scaling disorders


· To achieve most benefit from an emollient, it should be applied regularly, particularly after a shower or bath

· If emollients are being applied to the whole body twice daily, children may need 250g per week and adults 500g per week. Large pack sizes are this most cost effective way to prescribe emollients.

· Patients may require more than one type of emollient and choice is guided by patient preference and ease of use



		

		



		

		First choice – ointment base



		

		



		White soft paraffin 50%/liquid paraffin 50% 

		(preservative free)


Dose:  Apply as often as required






		Epaderm 


Or


Emulsifying ointment

		Second choices (ointment base)


Ointment (preservative free)

Dose:
Apply as often as required.


· may be used as a soap substitute

Dose:
Apply as often as required.


· may be used as a soap substitute






		

		



		

		First choice – cream  base



		Oilatum



		Cream

Dose: Apply as often as required.



		

		Second choices (cream base)



		Diprobase


or


Aveeno 




		Cream 


Dose: Apply as often as required


Cream


Dose: Apply as often as required



		Doublebase 

		Gel 


Dose:  Apply as often as required






		

		Soap Substitutes


· Most emollients may be used as soap substitutes

· Emulsifying ointment and epaderm ointment can be used as “soap balls” – prepared by putting a scoop of the ointment into tubinette or stockinette

· Addition of emollient bath products can make baths slippy



		

		





		Aqueous cream


or


Emulsifying ointment




		First choices


Dose: Use as required.


Dose: Use as required



		

		





		Dermol 500


(with antiseptic)

		Second choices

Lotion


Dose: Use as required



		or

		



		Diprobase


or

		Cream 


Dose: Use as required






		Epaderm (preservative free)

		Ointment 


Dose: Use as required



		

		





		

		Emollient bath/shower products without antiseptic



		

		



		

		First Choice



		Hydromol




		Bath and shower emollient


Dose:  Add one to three capfuls/bath (0.5-2 capfuls for an infants   


           bath)



		

		



		

		Second Choice



		Oilatum

		Emollient (bath additive)

Dose:  Add 5-15ml/bath (2.5-10ml if an infant)



		

		



		

		Emollient bath/shower products with antimicrobials

· Bath additives with antiseptic should be used to reduce staphylococcal carriage in eczematous patients


· The presence of antiseptics in emollients can rarely cause allergic reactions - this should be considered if skin becomes irritated, and an alternative product prescribed






		

		First choice



		Emulsiderm

		Liquid emulsion 

Dose:
7-30ml/bath



		

		Second choice



		Dermol 600




		Bath Emollient 


Dose: Up to 30ml/bath (infant up to 15ml)


· Dermol 200 costs almost 50% more than dermol 600 and is identical in emollient content.



		

		Barrier preparations



		

		· Yellow or white soft paraffin alone may also be an effective barrier


· Rash associated with yeast (candida) infection may respond to an antifungal cream such as clotrimazole cream

· Conotrane( cream is also useful in ileostomy or colostomy care



		

		First choices



		Zinc and Castor Oil Ointment BP




		Dose:
Apply as necessary


· Should be avoided for patients with peanut allergies



		Sudacrem

		Dose:
Apply as necessary





		Conotrane Cream



		Dose:
Apply as necessary



		

		



		13.3  Antipruritics and topical local anaesthetics.





		

		



		

		Topical antipruritics

· Emollient preparations may be useful for pruritus due to dry skin



		

		First choice



		Crotamiton

		Cream 10%. Lotion 10%.


Dose:  Apply 2-3 times daily


· Crotamiton is an appropriate choice  for post-scabies itch



		

		Second choice



		Menthol 1% in Aqueous cream

		Cream 1%.


Dose: Use as required


· An  appropriate choice for the elderly

· Arjun brand should be specified.



		

		Antihistamines

· Specific patients with resistant urticaria may require doses of antihistamines outwith the licensed doses to control their symptoms (ie Levocetirizine up to 5mg three times daily). This would be initiated by dermatology specialists after discussion with the patient regarding the unlicensed dose regime & documented in the GP letter that this discussion has taken place.


· Antihistamines (including non-sedative antihistamines) can cause day time somnolence, and patients should be aware of this potential side-effect, particularly in relation to driving or operating machinery


· Night time dosing may be effective for patients whose sleep is disturbed by itching.







		Cetirizine


Loratadine


Fexofenadine

		Non-sedative antihistamines – treatment of urticaria.

First choice

Tablets10mg. Oral solution 5mg/5ml.


Dose:  10mg daily or 5mg twice daily.


Second choice


Tablets 10mg. Oral solution 5mg/5ml


Dose:  10mg daily.


Third choice


Tablets 180mg.


Dose:  180mg daily


· An option where sedation has been a problem, or where cetirizine and loratadine have been ineffective.






		Chlorphenamine


Hydroxyzine

		Sedative antihistamines

4mg Tablets. Liquid 2mg/5ml.


Dose: 4mg every 4-6 hours.


· Sedative choice in urticaria

Tablets 10mg, 25mg.

Dose: Initially 10 - 25mg at night; titrated up to 25mg 3-4 times daily if necessary


· Sedative choice in pruritis.



		

		



		

		(b) Topical local anaesthetics


· Topical local anaesthetics may be absorbed through mucosal surfaces


· Local anaesthetics may occasionally cause sensitisation



		

		



		Tetracaine (Ametop)




		Gel 4% .


Dose:
Apply contents of tube to site of venepuncture or venous cannulation and cover with an occlusive dressing; remove gel and dressing after 30 minutes for venepuncture and after 45 minutes for venous cannulation. 

· Not recommended for pre-term neonates and infants under one month

· For paediatric use



		Emla



		Cream.

Dose: Apply a thick layer under an occlusive dressing 1-5 hours before procedure


· Contraindicated for infants under 1 year.





		13.4  Topical corticosteroids



		

		· Topical corticosteroids should be applied thinly 1-2 times daily

· To minimise the risk of side-effects, the smallest effective amount should be used, reducing strength and frequency of application as the condition settles. The risk of systemic side-effects increases with prolonged use on thin, inflamed or raw skin surfaces, use in flexures, or use of more potent corticosteroids. Occlusion increases efficacy and side-effects. Only mild corticosteroids should be used on the face

· Gloves should be worn during, or hands washed after, application of large quantities of steroid preparations

· The occlusive effect of ointments increases penetration of the corticosteroid

· Topical corticosteroids should not be used on infected skin unless the infection is being treated

· Antibacterials and antifungals with corticosteroids may have a role if there is associated infection, but should not be added to repeat prescription options.

· Palms and soles may require potent or very potent steroids

· Loss of effect with time (tachyphylaxis) can occur with prolonged use

· An emollient should be prescribed routinely with a corticosteroid preparation






		



		

		Mild corticosteroid



		Hydrocortisone

		Cream / Ointment 0.5% ,1%.



Dose:  Apply thinly once or twice daily






		

		Moderately potent corticosteroid



		

		First choice



		Clobetasone butyrate 0.05%


(Eumovate)

		Cream, ointment 0.05%.

Dose:  Apply thinly once or twice daily 



		

		Second Choices



		Betamethasone valerate


(Betnovate-RD)

		Cream, ointment 0.025% .


Dose:  Apply thinly once or twice daily



		or


Fluocinolone acetonide


(Synalar 1 in 4 Dilution)

		Cream, ointment 0.00625%



Dose:  Apply once or twice daily


· Specialist initiation.





		

		Potent corticosteroid



		

		First choice



		Betamethasone valerate

		Cream, ointment 0.1%, lotion ,scalp application ..


Dose:  Apply thinly once or twice daily



		

		Second choice



		Mometasone furoate 0.1% (Elocon)




		Cream, ointment 0.1%.


Dose:  Apply thinly once daily


Appropriate choice for once daily use where dressings are being used






		Fluocinolone acetonide 0.025%


(Synalar)

		Cream, gel, ointment 0.025%. 


Dose:  Apply thinly once or twice daily


· Specialist initiation



		

		



		

		Very potent corticosteroid



		

		First choice



		Clobetasol propionate 0.05%


.(Dermovate)


Dermovate-NN


Fludroxycortide




		Cream, ointment 0.05%. Scalp application 

Dose:  Apply thinly once or twice daily


Cream, ointment.

Dose:  Apply thinly once or twice daily


· Specialist initiation.


Tape


Dose: Apply for 12 hours each day.


· Specialist initiation



		13.5  Preparations for eczema and 
psoriasis



		

		Preparations for atopic eczema



		

		



		

		First step

· Emollients +/- antiseptic (as in section above)

· Topical corticosteroid appropriate to the severity of the presentation



		

		 



		Ichthammol 1% + zinc oxide 15%


Alitretinoin

		Second step


(In yellow soft paraffin). (Special from Tayside)

Dose:  Apply 1-3 times daily 


· Patients with eczema should use an emollient and soap substitute and/or bath oil

· Emollients with antiseptics are used to reduce staphylococcal carriage in eczematous patients

· Exacerbation of eczema may represent secondary bacterial or viral infection. Appropriate swabs should be taken and topical antibacterials applied. Systemic antibiotics may be required in widespread infected eczema

· Preparations containing coal tar with hydrocortisone may be useful in eczema

· Tacrolimus ointment 0.03% or 0.1% or pimecrolimus cream 1%  should only be initiated, either on the advice of a dermatologist or a doctor experienced in the management of skin disease. It is usually appropriate for patients suffering moderate-severe eczema uncontrolled by topical steroids or those developing significant steroidal adverse effects. Tacrolimus may be prescribed for patients aged over 2 years . Pimecrolimus is recommended for moderate atopic eczema on the face and neck in children aged 2-16 years. The long term safety of these products is unknown.

· Ciclosporin, azathioprine or systemic corticosteroids are initiated on specialist advice only, with responsibility for monitoring agreed

· Topical corticosteroids should be tailed off and withdrawn as the condition settles, but may need to be used intermittently in chronic eczema

· Sedating antihistamines may be used short-term for pruritus


Capsules                                             10mg, 30mg.


Dose: 30mg once daily for 12- 24 weeks.


· Discontinue if no response after 12 weeks


· Reduce dose to 10mg daily if 30mg dose is not tolerated, or in patients with diabetes, hyperlipidaemia or with risk factors for cardiovascular disease.



		

		Preparations for psoriasis



		

		· Topical vitamin D analogues may be alternated with a moderately potent steroid


· Emollients are useful adjuncts to other more specific treatments for psoriasis


· Mild/moderate  topical corticosteroids are used appropriately in treatment of psoriasis in body flexures and the face


· Treatment choice depends on site, extent of psoriasis and patient preference and tolerance


· Guttate psoriasis requires emollients and a mild tar preparation such as Exorex lotion; phototherapy may help


· Salicylic acid 2% or 3% may enhance loss of scale


· Coal tar preparations are effective but may stain skin, hair, clothes


· Potent and very potent topical corticosteroids should be used on specialist advice only; they may precipitate unstable and pustular psoriasis after stopping

· Phototherapy, methotrexate, ciclosporin, acitretin should be initiated on specialist advice only, with agreed responsibility for monitoring 



		

		



		

		First choice



		Calcitriol 


(Silkis)




		Ointment 3micrograms/g.


Dose:  Apply twice daily; maximum 210g weekly.






		

		Second Choice



		Calcipotriol 




		Cream or ointment 50 micrograms/g
.


Dose:  Apply once or twice daily. Maximum of 100g weekly.



		

		Other preparations



		Carbo Dome cream 




		Coal tar solution 10%.


Dose:  apply 2-3 times daily


· may be suitable for mild-moderate cases






		Exorex lotion

		Coal tar 1% in an emollient basis .

Dose:  apply 2-3 times daily


· is useful for moderate cases or scattered multiple lesions


· Coal tar solution strong BPC 10% w/w with salicylic acid 2% w/w in Unguentum M, is available from ‘special order’ manufacturer

· Alphosyl HC is a combined coal tar and corticosteroid preparation for use in psoriasis





		Dithranol

		Dose:  Apply carefully to lesions at concentrations of 0.1%-3%, usually for short contact periods of 30-60 minutes


· Prescribe the appropriate branded product - Dithrocreme (0.1%, 0.25%, 0.5%, 1%,  2%) or Micanol (1%, 3%) .


· Stains skin, clothing, baths and floors






		Dovobet

		Ointment. Betamethasone 0.05% (as dipropionate), calcipotriol 50 micrograms/g

Dose: Apply once daily to a maximum of 30% of body surface area (max 15g daily, 100g weekly)  for 4 weeks. If necessary subsequent course may be repeated after an interval of at least 4 weeks

· Specialist initiation



		Sebco 

Diprosalic

Capasal

		Salicylic acid preparations


scalp ointment.


Dose:  Apply once weekly as necessary and shampoo off after one hour

ointment , scalp application 


Dose:  Apply thinly once or twice daily.


shampoo 


Dose:  Applied daily as necessary for scaly scalp disorders



		

		



		13.6  Acne and rosacea



		(a) Acne
























		Topical treatment


· Topical treatment takes at least 30 days to become effective


· Oral antibiotics preferred  to topical antibiotics - associated with a lower risk of antimicrobial resistance.


· Topical retinoids are recommended for comedonal acne; they may initially cause redness of the skin


· Tetracyclines and retinoids (systemic or topical) must be avoided in pregnancy



		



		

		Topical treatment



		Benzoyl peroxide

		gel2.5%,5% , 10%. Cream 4%,5%.Wash10%.


Dose:Apply once or twice daily, preferably  after washing with soap and water


· Start treatment with lower strength preparation



		

		



		

		Retinoids 



		Tretinoin 



		Gel


Dose:Apply thinly once or twice daily 



		or

		



		Isotretinoin




		Gel 0.05%.


Dose:
Apply thinly once or twice daily



		or

		



		Adapalene

		0.1% cream, gel.

Dose: Apply thinly once daily.


· Preferred option, as better tolerated.



		

		



		

		Antibiotics (Topical)



		Clindamycin


(Dalacin T)


Duac

		Topical solution 1%. Lotion1%.


Dose:apply  once daily at night (less risk of facial pigmentation) .

Gel, benzyl peroxide 5%, clindamycin 1% (aqueous basis)


Dose: Apply once daily in the evening.


· Once daily combination product which may improve compliance



		Erythromycin 




		2% alcoholic solution.


Dose: apply twice daily



		

		



		

		Systemic Treatment



		

		· Tetracyclines and retinoids (systemic or topical) must be avoided in pregnancy



		

		



		Oxytetracycline




		First choice


Tablets 250mg.


Dose:
250-500mg twice daily for 6 months initially


· Oxytetracycline is taken on an empty stomach, to optimise absorption


· Oxytetracycline may take up to 6 months of compliant use to achieve maximum benefit



		or

		



		Erythromycin




		Tablets  250mg .


Dose:
250-500mg twice daily for 6 months initially



		or

		



		Lymecycline

		Second choice


Capsules 408mg.


(equivalent to 300mg tetracycline base) 



Dose:
One capsule daily for at least 8 weeks



		or

		



		Co-cyprindiol

		Tablets 



· Co-cyprindiol (cyproterone acetate with ethinylestradiol) is a treatment for severe acne and only in those patients may it also be used as an oral contraceptive 


· In those who do not require contraception, Co-cyprindiol  should be withdrawn 3-4 cycles after the treated condition has completely resolved


· If ongoing contraception is required, substitution with another COC is likely to maintain the improvement


· Some drugs, including enzyme-inducers and antibiotics, may impair the efficacy of oral contraceptives; see BNF for details



		

		



		

		Prescribed under specialist supervision



		Isotretinoin

		Capsules 10mg , 20mg.


· Treatment failure of severe acne with oral antibiotics indicates referral to a consultant dermatologist for consideration of treatment with oral isotretinoin


· Oral isotretinoin is a toxic and teratogenic drug  and prescribing is limited to consultant dermatologists





		

		(b) Rosacea


· There is no effective treatment for redness of the skin due to rosacea; camouflagers may be required


· Mild rosacea is best treated with a topical agent


· Pustular rosacea is best treated with systemic antibiotics



		

		



		

		First Choices



		Azelaic acid


(Finacea)

		Gel  15%


Dose:
Apply twice daily 



		or

		



		Oxytetracycline

		Tablets 250mg.


Dose:
250-500mg twice daily according to disease activity for 3 months; repeated courses may be necessary



		

		



		

		Second choices



		Metronidazole 


Or


Lymecycline

		Gel or cream 0.75% (Rozex)


Dose:
Apply twice daily for 3-4 months 


Capsules 408mg .


Dose: 408mg once daily for 2-3 months.





		

		



		13.7  Preparations for warts and 
calluses






		

		



		

		· These preparations are contra-indicated in facial or genital warts


· The wart surface should be rubbed with a file or pumice stone, and the surrounding skin protected, before each application. If application becomes painful, treatment should be withheld for a few days then recommenced


· Liquid nitrogen is a further option for treatment of warts, but only after failure of the following treatments in primary care



		

		



		

		First choice



		Salicylic acid




		



		(Salactol)




		Paint 


Dose:
Apply daily



		

		



		(Occlusal)


Formaldehyde


(Veracur)

		Application 


Dose:
Apply daily


Second choice


Gel 


Dose:
Apply twice daily






		13.8  Suncreens and Camouflagers






		

		



		

		Suncreening preparations



		

		First choice



		Delph

		Lotion (SPF 30) 



		or

		



		Sunsense 

		Ultra Lotion (SPF 60) .Cream (SPF 20 or 30).



		

		



		

		Second choices



		E45 Sun

		Lotion (SPF 50) 



		or


Uvistat

		Cream (SPF 30) 
                         



		

		· Choice of sunscreen depends on individual patient need, tolerance and evidence of sensitivity to excipients


· Sunscreens with SPF > 15 are prescribable for photosensitive skin disorders including genetic disorders, vitiligo, following radio-therapy, photo-aggravated rosacea, or recurrent herpes simplex labialis


· Tinted preparations are available for darker skins or patients with vitiligo


· Prescriptions should be endorsed ‘ACBS’



		Diclofenac


(Solareze)

Fluorouracil


(Efudix)

		Actinic  keratosis


· Actinic keratosis are pre-malignant, but transformation to squamous cell carcinoma is rare. 


· Patients are referred if diagnosis is uncertain or if lesions become thickened.


· Refer  to the National Dermatology Patient Pathway (http://www.cci.scot.nhs.uk/cci/files/Dermatology%20Keratoses%20Apr05.pdf)


First choices


Gel 3% 


Dose: apply thinly twice daily for 60-90 days. Maximum of 8g daily.


· Drug of choice, for smalll non tender keratoses, if treatment is appropriate


Cream 5%


Dose: Apply  thinly once or twice daily to affected area. 500cm2  


is the maximum area of skin treated at one time. The usual duration of initial therapy is 3-4 weeks.


· Drug of choice for extensive thicker keratoses


· Cryotherapy is an alternative treatment


Superficial basal cell carcinoma


· Refer to the national Dermatology Patient Pathway (http://www.cci.scot.nhs.uk/cci/files/Dermatology%20NonMelanoma%20Apr05.pdf)

· Imiquimod cream 5% may be prescribed by dermatologists for the topical treatment of small superficial basal cell carcinoma in adults in whom standard treatment with surgery or cryotherapy is contraindicated.





		

		Camouflagers






		

		· Refer patients directly to the British Red Cross Camouflage Service, Galashiels.


· Dermablend is the camouflager of choice.



		13.9  Shampoos and some other scalp 
preparations



		

		



		

		First Choices



		Polytar


Or




		Liquid 


Dose:
Scalp disorders, including psoriasis, seborrhoea, eczema, pruritus and dandruff, apply once or twice weekly


· Contains peanut oil



		Ketoconazole

		Shampoo 2%



Dose:
For seborrhoeic dermatitis and dandruff apply twice weekly for 2-4 weeks; 


For pityriasis versicolor, once daily for up to 5 days



		

		Second choices



		Capasal


Or


T/Gel

		Shampoo 


Dose:
Scaly scalp disorders including psoriasis, seborrhoeic dermatitis, dandruff, and cradle cap, apply daily as necessary


Shampoo


Dose: Scalp psoriasis, seborrhoeic dermatitis and dandruff, apply as necessary






		Eflornithine

		Hirsutism


Cream 11.5%


Dose: Apply thinly twice daily.


· Discontinue if no improvement within 4 months


· Restricted to use in  women in whom alternative drug treatment cannot be used.






		

		





		13.10  Anti-infective skin preparations



		

		



		

		First choices



		Fusidic acid

		Cream 2%. 2% ointment .


Dose:Apply three or four times daily for 5 days


· Mild impetigo (localised single lesions) may be treated with topical fusidic acid but resistance may develop if used alone for prolonged periods. Oral flucloxacillin may be prescribed for extensive or bullous impetigo



		

		



		Metronidazole

(Anabact)

		Gel 0.75%  



Dose:
Apply once or twice  daily



		

		



		Silver Sulfadiazine

		Cream 1% .


Dose:


Burns,apply daily or more frequently if required (Only for use after specialist assessment)


Leg ulcers,apply every 1-2 days


Finger tip injuries,apply every 2-3 days



		

		



		Silver nitrate




		Solution 0.5% w/v .



· Available from ‘special order’ manufacturers , including Tayside Pharmaceuticals.There is a £12.50 surcharge to all orders with a value of less than £50.


· Indicated for treatment of exudative leg eczema or ulcers



		

		



		Eosin  2% w/v




		Solution 2% w/v 



· Available from ‘special order’ manufacturers, including Tayside pharmaceuticals.


· Indicated for application to flexure



		Potassium permanganate

		Solution . Tablets 400mg (Permitabs)


1 tablet dissolved in 4 litres of water provides a 0.01% (1 in 10,000) solution 


· For treatment of infected eczema of hands and feet



		Benzalkonium Chloride

		Solution 1%.                                          


· Available from ‘special order’ manufacturers, including Tayside pharmaceuticals.


· Indicated for application to flexure



		

		Antifungal preparations



		

		



		

		First Choice



		Clotrimazole

		Cream 1% . 


Dose:
apply 2-3 times daily



		

		



		

		Second choice



		Terbinafine

		Cream 1% .



Dose:
apply thinly once or twice daily 



- for up to 1 week in tinea pedis



- for 1-2 weeks in tinea corporis and tinea cruris



- effective for pityriasis versicolor



		

		· Both choices can be purchased over-the-counter


· Selenium sulphide shampoo is useful for pityriasis versicolor; it should be applied once to wet skin, then washed off after 15-20 minutes; repeat after 1 month if necessary



		

		



		

		Parasiticidal preparations



		

		(a)
Scabies



		

		· Aqueous preparations are preferable to alcoholic lotions


· All members of the household and close contacts should be treated


· Clothes and bedlinen should be washed at normal temperatures at time of treatment


· Malathion in an aqueous basis is recommended in pregnancy





		

		



		

		First choice



		Permethrin


(Lyclear)

		Dermal cream 5%.


Dose:
Apply over whole body and wash off after 8-12 hours. In young children, application may need to be extended to the face, neck, scalp and ears. This extended application may also be necessary for the elderly, immunocompromosed and those who have experienced treatment failure. If hands are washed with soap within 8 hours of application, they should be treated again with cream. Application  is repeated after 7 days unless under 2 years of age



		

		



		Malathion




		liquid 0.5% in an aqueous basis  



Dose:
Apply over whole body and wash off after 24 hours; if hands are washed with soap within 24 hours they should be re-treated. In young children, application may need to be extended to the face, neck, scalp and ears; this extended application may also be necessary for the elderly, immunocompromised and those who have experienced treatment failure.








		

		(b)  Head Lice



		

		Refer to local policy


· Head lice should be treated with lotion or liquid formulations; shampoos are diluted too much during use to be effective and should not be used


· A second application 7 days after the first is needed


· Aqueous formulations are preferred in severe eczema, asthmatic patients and small children


· A rotational policy for insecticides is outmoded; a mosaic strategy is suggested whereby if a course of treatment fails for an individual patient then a different insecticide is used for the next course



		

		



		Malathion

		Liquid 0.5% in an aqueous basis 


Derbac M or Quellada M 



or 


in an alcoholic basis 


(Prioderm or Suleo-M lotion) 



Dose:  Rub into dry hair and scalp, allow to dry naturally, remove by washing after 12 hours


· Malathion should not be applied at intervals of less than 1 week or for more than 3 consecutive weeks since effectiveness is not increased


· In pregnancy, malathion in an aqueous basis is preferred



		or

		



		Phenothrin

		Liquid 0.5% in an aqueous basis. (Full Marks Liquid) 



Dose:
Apply to dry hair, allow to dry naturally, shampoo after 12 hours or next day and comb wet hair.





		

		



		

		Second choice



		Carbaryl

		liquid 1% in an aqueous basis .(Carylderm liquid)
 


lotion 0.5% in an alcoholic basis .(Carylderm lotion) 



Dose:
Rub into dry hair and scalp, allow to dry naturally, shampoo after 12 hours and comb wet hair


· Carbaryl is considered a potential human carcinogen and is available only on prescription. However, the risk from intermittent use of head lice preparations is theoretical and remote





		

		



		

		(c)  Crab Lice



		

		· An aqueous preparation should be applied to all parts of the head and body for 12 hours or overnight; a second treatment is needed after 7 days to kill lice emerging from surviving eggs


· Alcoholic lotions are not recommended due to irritation of excoriated skin and genitalia



		

		



		

		First Choices



		Malathion


or

		aqueous liquid 0.5%.(Derbac-M or Quellada M liquid) 



Dose:
Apply over whole body, allow to dry naturally, wash off after 12 hours or overnight


· A second treatment is needed after 7 days


· A different insecticide should be used if a course of treatment fails






		Permethrin

		Dermal cream. 5%


Dose: Apply to all hairy parts of the body for 24 hours.






		

		Eradication of Staphylococcal Carriage (Methicillin Resistant Staph aureus (MRSA) or Methicillin Sensitive Staph. Aureus (MSSA)) in patients with normal skin 


· Occasionally eradication of carriage is required for either 

· MRSA (eg pre-operative) or 


· MSSA (eg recurrent boils or other staphylococcal infections)


Eradication regime is :


       Chlorhexidine used once a day for bath or shower as / instead of soap, for 7 days. (Also used for washing hair in place of shampoo during this period)


        and


        Nasal mupirocin, applied three times daily to both nostrils for 7 days.






		13.11   Skin cleansers and antiseptics






		

		



		

		Cleansers



		

		



		

		First Choice



		Sodium Chloride 0.9%

		Solution (sterile) 0.9%


· Available in presentations of  10ml to 500ml


· Sodium chloride solution 0.9% is suitable for irrigation of  skin and wound areas.



		

		



		

		Antiseptics



		

		First choices



		Chlorhexidine Gluconate

		Solution


· Available in various strengths and presentations



		or

		



		Povidone-iodine

		Solution


· Available in various strengths and presentations


· Povidone-iodine may produce systemic adverse effects, such as metabolic acidosis, hypernatraemia and renal impairment, if applied to large wounds or severe burns



		

		



		13.12  Antiperspirants






		



		

		First Choice



		Aluminium Chloride Hexahydrate


Glycopyrrolate




		20% in an alcoholic basis 



Dose:
Apply each night initially; wash off the following morning reduce frquency as condition improves.


· Indicated for treatment of hyperhidrosis affecting axillae, hands or feet


· Odaban is an OTC preparation of aluminium chloride hexahydrate


Alternative preparations


Cream 0.5%,1% ,2%.Topical solution 1%. 


Dose:
Apply once daily


· Prepared as a special – available from Nova laboratories Limited and the Western Infirmary in Glasgow


· Glycopyrronium bromide cream or solution is initiated by consultant dermatologist to augment  current therapy for patients with severe hyperhydrosis. It is indicated for 


· non palmo-plantar hyperhidrosis


· non axillary hyperhidrosis (conditions which cannot be treated with aluminium chloride hexahydrate, botulinum toxin or iontophoresis).
















Acne Algorithm







Mild







Severe







Moderate







Mostly non-inflammatory



Mostly comedones



A few papules







Mostly inflammatory



Mostly papules



Some pustules







Cysts and scars



Late onset (>25 yrs)







Many pustules and mild scarring







Oral antibiotics  and topical agents at full dose for 6 months. If no response REFER 



(or co-cyprindiol if contraception also required in  women)







Treatment as for moderate acne and REFER for consideration of isotretinoin







Benzoyl peroxide in increasing strength regularly to the entire acne-prone area (and not just when they get a spot) and topical retinoid







Benzoyl peroxide and topical antibiotic
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In Confidence


dexamethasone 700 microgram intravitreal implant (Ozurdex®)             









        SMC No. (652/10)


Allergan Ltd


05 November 2010


The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in Scotland.  The advice is summarised as follows:


		ADVICE: following a full submission 

dexamethasone intravitreal implant (Ozurdex®) is not recommended for use within NHS Scotland.


Indication under review: treatment of adult patients with macular oedema following either branch retinal vein occlusion (BRVO) or central retinal vein occlusion (CRVO).

In two phase III studies dexamethasone 700 microgram intravitreal implant was superior to sham administration at day 90 for the proportion of patients with a best corrected visual acuity improvement of ≥ 15 letters.  Longer-term effectiveness of treatment is uncertain.

Overall the manufacturer did not present a sufficiently robust clinical and economic analysis to gain acceptance by SMC. 







Overleaf is the detailed advice on this product.


Advice must be treated in strict confidence until published on the SMC website (www.scottishmedicines.org.uk) on 13 December 2010.


Chairman,

Scottish Medicines Consortium


		Indication


Treatment of adult patients with macular oedema following either branch retinal vein occlusion (BRVO) or central retinal vein occlusion (CRVO).






		Dosing Information


One dexamethasone 700 microgram implant administered intra-vitreally to the affected eye. Administration to both eyes concurrently is not recommended.


Repeat doses should be considered when a patient experiences a response to treatment followed subsequently by a loss in visual acuity and in the physician’s opinion may benefit from re-treatment without being exposed to significant risk.  There is only very limited information on repeat dosing intervals less than 6 months.  There is currently no experience of repeat administrations beyond 2 implants in retinal vein occlusion (RVO).


Patients who experience and retain improved vision should not be retreated.  Patients who experience a deterioration in vision, which is not slowed by dexamethasone intravitreal implant, should not be retreated.

Dexamethasone intravitreal implant must be administered by a qualified ophthalmologist experienced in intravitreal injections.





		Product availability date


27 July, 2010








		Summary of evidence on comparative efficacy





Retinal vein occlusion is a leading cause of visual impairment and is the second most common form of retinal vascular disorder after diabetic retinopathy.  RVO can occur in the branch veins or the central vein as a result of thrombus formation or venous blockage due to compression of the venous wall by an arteriole.  The prevalence of RVO is between 0.7 and 1.6%. The two main classifications of RVO are branch retinal vein occlusion (BRVO) or central retinal vein occlusion (CRVO).  Macular oedema is a common complication of BRVO or CRVO; it is the primary cause of visual loss in patients with BRVO and one of the leading causes of visual loss in patients with CRVO. 


Dexamethasone intravitreal implant is the first medicine to be licensed for the treatment of macular oedema following BRVO or CRVO.  This preparation is a biodegradable intravitreal implant that delivers dexamethasone through a solid polymer drug delivery system to the posterior segment of the eye. 


Two identically designed phase III randomised, sham-controlled, three arm parallel-group multi-centre studies have been conducted in patients with vision loss due to macular oedema associated with BRVO or CRVO.  Patients were randomised equally to treatment with dexamethasone  700 microgram (licensed dose), dexamethasone 350 microgram administered intravitreally or sham procedure, all administered once with patients followed up for 6 months. 

All patients received a topical ophthalmic antibiotic for three days before and for three days after the study drug administration.  Adult patients with macular oedema due to CRVO (duration 6 weeks to 9 months) or BRVO (duration 6 weeks to 12 months) were included. 

Patients were also required to have a best corrected visual acuity (BCVA) score between 34 and 68 letters by the Early Treatment of Diabetic Retinopathy Study (ETDRS) criteria in the study eye and better than 34 in the non-study eye and retinal thickness ≥ 300 micrometres by optical coherence tomography (OCT) in the study eye.  The ETDRS provides a score of 0 to 100 which represents the number of letters read correctly.  Approximately one third of patients recruited to the studies had macular oedema following CRVO. 


The studies’ primary endpoint for the submission to the European Medicines Agency (EMA) was the proportion of patients with a BCVA improvement of ≥ 15 letters from baseline at day 180 (in the first study) and day 90 (in the second study) using the ETDRS method.  For the primary analysis the intention-to-treat (ITT) population was used which included all randomised patients. For the primary endpoint dexamethasone 700 microgram was superior to sham administration in the second study only (see table).


Table: Primary endpoint: percentage of patients with a BCVA improvement ≥ 15 letter increase from baseline to day 180 (study 1) and day 90 (study 2) in ITT population

		Visit

		Study 1

		Study 2



		

		DEX700


n=226

		DEX350


n=218

		Sham


n=224

		p-value*

		DEX700


n=201

		DEX350


N=196

		Sham


n=202

		p-value*



		Day 30

		22.6%

		20.6%

		7.6%

		<0.001

		19.9%

		14.8%

		7.4%

		<0.001



		Day 60

		29.6%

		31.2%

		12.1%

		<0.001

		28.9%

		25.5%

		10.4%

		<0.001



		Day 90

		21.2%

		25.7%

		13.8%

		0.039

		22.4%

		20.9%

		12.4%

		0.008



		Day 180

		23.5%

		22.0%

		17.0%

		0.087

		19.4%

		16.3%

		18.3%

		0.780





DEX= dexamethasone intravitreal implant. *for dexamethasone 700 microgram versus sham. Primary endpoints in bold.


Secondary endpoints included subgroup analysis of the proportion of patients with a BCVA improvement of ≥ 15 letters from baseline in patients with BRVO and CRVO.  In the first study in patients with BRVO dexamethasone 700 microgram was significantly superior to sham for all visits except at day 180 and in patients with CRVO, dexamethasone 700 microgram was significantly superior to sham for all visits.  In the second study in patients with BRVO, dexamethasone 700 microgram was significantly superior to sham for all visits except at day 180.  However in patients with CRVO the proportion of patients with a BCVA improvement of ≥ 15 letters from baseline was lower than the overall ITT population for the dexamethasone 700 microgram and there were no significant differences versus sham.


In addition, the time to achieve ≥ 15 letters improvement from baseline in BVCA was analysed using a Kaplan-Meier survival analysis with the log-rank test for treatment differences. Response curves were significantly different for dexamethasone 700 microgram compared to the sham group and the rates were consistently higher from day 30 onwards.

Other data were also assessed but remain commercially confidential.*


		Summary of evidence on comparative safety





When the studies were pooled the overall incidence of adverse events (AEs) up to day 180 was 72%, 72% and 57% for dexamethasone 700 microgram, dexamethasone 350 microgram and sham groups and ocular AE (in the study eye) were 63%, 62% and 43% respectively.  AEs that occurred significantly more frequently in dexamethasone 700 microgram or dexamethasone 350 microgram than in the sham group include eye pain (7.4% vs. 4.1% vs. 3.8%), ocular hypertension (4.0% vs. 3.9% vs. 0.7%) and the presence of anterior chamber cells, indicative of a mild inflammatory response, (1.2% vs. 1.7% vs. 0%).  Retinal neovascularisation occurred in 0.7% and 1.0% of patients in dexamethasone 700 microgram and 350 microgram groups versus 2.6% of patients in sham group.  The use of intraocular pressure lowering medication increased from baseline (approximately 6%) to day 180 (approximately 24%) in the dexamethasone groups, with no change in the sham group.  The percentage of serious AEs was similar for all groups.  Cataracts in the study eye were reported in 7.3% (31/423) and 4.1% (17/411) of patients on dexamethasone 700 microgram and 350 microgram versus 4.5% (19/422) patients in the sham group.  There were three deaths during the initial phase of the study and two in the open-label extension phase, none were considered related to study treatment. 


Other data were also assessed but remain commercially confidential.*


		Summary of clinical effectiveness issues





In the randomised controlled studies conducted in patients with BRVO or CRVO, approximately one third of patients had macular oedema due to CRVO.  The prevalence of BRVO is 0.6% to 1.1% and for CRVO is 0.1% to 0.4%. Ischaemic CRVO can result in secondary ocular neovascularisation and visual loss and up to one third of non-ischaemic CRVO cases can develop into ischaemic CRVO within 4 years of presentation.


The pivotal studies compared two doses of dexamethasone intravitreal implant to sham administration.  There are no licensed treatments for macular oedema although a number of unlicensed and off-label treatments (e.g. bevacizumab, ranibizumab, and triamcinolone) are used as well as laser photocoagulation in macular oedema due to BRVO.  The authors noted that sham treatment was chosen as patients with macular oedema due to CRVO or BRVO were recruited and the available evidence suggests that laser treatment can improve vision in eyes with macular oedema due to BRVO but not CRVO.  In addition, the authors commented that up to 50% of eyes with BRVO may regain vision of ≥ 20/40 within 6 months and approximately 10% of non-ischaemic CRVO may resolve completely without treatment.  They noted that if a treated control group was used it would be difficult to separate benefits as a result of a clinical intervention from changes due to the natural course of the disease.  Nevertheless, the efficacy of dexamethasone intravitreal implant relative to alternative treatment strategies is not known. The EMA acknowledged the limitations of between-studies comparisons but noted however, that the efficacy of dexamethasone 700 microgram intravitreal implant was comparable to triamcinolone 

In the first study the primary outcome was measured at day 180 and was not statistically significant for dexamethasone 700 microgram versus sham administration, but was statistically significant in the second study where the primary outcome was measured at day 90.  

Sample size calculations assumed a 9% improvement rate for sham; however in the pooled population at day 90 and 180 rates were 13% and 18% respectively.  Furthermore pooled analysis of the primary outcome at day 180 was not statistically significant.  However, when the analysis excluded patients whose last visit was later than day 180 (approximately 50% of patients), the proportion of patients with ≥ 15 letter improvement in BCVA from baseline was 26% (55/208) versus 17% (39/229) respectively and was statistically significant (p=0.017).  The EMA commented on this lack of significant effect for the whole population at day 180 but acknowledged that re-treatment appears to show a significant benefit to patients.  There are limited data, however, for re-treatment less than six months after the initial implant.  Furthermore, there are no data available for patients requiring more than two implants and therefore longer term efficacy and safety are not known.  The EMA have requested that further information be made available through the results of an observational study.


In both studies the population comprised approximately 17% of patients with macular oedema of less than 90 days duration.  These patients may spontaneously improve; at day 180 the percentage of patients in the sham group who had a ≥ 15 letter improvement in BCVA score from baseline was approximately 18%. However some analysis performed by the applicant company led the EMA to conclude that the mean change in BCVA from baseline was similar for patients with macular oedema for > 180 days compared to those with macular oedema for ≤ 180 days. 

The study allowed open-label (re)-treatment for patients that satisfied certain criteria (BCVA <84 letters or retinal thickness by OCT > 250 micrometres and in the investigator’s opinion the procedure would not put the patients at significant risk).  Guidance in the summary of product characteristics (SPC) states that “repeat doses should be considered when a patient experiences a response to treatment followed subsequently by a loss of visual acuity and in the physician’s opinion may benefit from re-treatment without being exposed to significant risk”. The differences in re-treatment criteria between the clinical studies and SPC mean that it is unclear how many retreated patients in the studies would in clinical practice receive re-treatment. Therefore the generalisability of re-treatment data to routine clinical practice may be limited.


Although SMC clinical experts noted that more effective treatment options for CRVO and BRVO would be welcome, they expressed uncertainty about the clinical benefits of dexamethasone intravitreal implant, particularly in relation to the lack of long-term data on efficacy and safety.  They also noted concerns with regard to the safety profile of dexamethasone intravitreal implant, notably the typical steroid related adverse effects of cataract and raised intra-ocular pressure. 


Other data were also assessed but remain commercially confidential.*


		Summary of comparative health economic evidence





The manufacturer presented a lifetime cost-utility Markov model of the effects of dexamethasone intravitreal implant compared to no treatment.  This had six main health states ranging from a visual acuity of 20/40 in the treated eye, to less than 20/200.


Modelling was undertaken for three subgroups:


· CRVO patients


· BRVO patients with macular haemorrhage


· BRVO patients not responsive to photocoagulation

Most of these patients were assumed to require treatment in their worse seeing eye, but 10% were assumed to require treatment for their better seeing eye in contrast to the trials which had just 3% receiving treatment in their better seeing eye.


All patients in the dexamethasone arm were assumed to receive an initial injection, with 80% receiving additional injections every six months - four additional injections for CRVO patients and three additional injections for BRVO.


Transition probabilities for the first six months were drawn from patient- level pooled RCT data for the relevant subgroups. For dexamethasone the subsequent six months’ transition probabilities were drawn from the pooled open-label study data.  For the no treatment arm the transitions from the last 3 months of the RCT data were applied, suitably adjusted for the 6-month cycle period.  These were re-applied for an additional three 6-monthly cycles for CRVO patients, and two for BRVO patients.  Thereafter, treatment stopped and visual acuity was assumed to have stabilised for the remaining patient lifetime.


Utility values were based upon source values drawn from members of the UK, US, Canadian and Australian general public using time trade off, these showing a much greater patient impact if the BCVA in the better seeing eye improved compared to the BCVA in the worse seeing eye improving.


For patients who were initially having their worse seeing eye treated, the manufacturer also modelled the incidence of RVO in the fellow better seeing eye.  Where this occurred the same modelling approach and costs were applied, with the fellow eye also receiving four or five dexamethasone treatments.


The manufacturer estimated rates of intervention for raised intraocular pressure and cataracts based on trial data.  An annual £8k cost of blindness was also applied if the BCVA in the better seeing eye fell below 20/200.


For CRVO patients this resulted in total direct costs of £7,527 offset by savings from reduced blindness of £6,049 to yield a net cost of £1,478.  Patient quality adjusted life years (QALYs) increased from 10.45 QALYs to 10.71 QALYs to give a net gain of 0.31 QALYs and a cost effectiveness ratio of £4,841 per QALY.


For BRVO patients with macular haemorrhage this resulted in total direct costs of £6,385 offset by savings from reduced blindness of £3,620 to yield a net cost of £2,764.  Patient QALYs increased from 10.64 QALYs to 10.80 QALYs to give a net gain of 0.16 QALYs and a cost effectiveness ratio of £17,465 per QALY.


For BRVO patients not responsive to photocoagulation this resulted in total direct costs of £6,385 offset by savings from reduced blindness of £7,157 to yield a net saving of £772. Patient QALYs increased from 10.37 QALYs to 10.77 QALYs to give a net gain of 0.35 QALYs. Given this, dexamethasone was estimated to dominate no treatment.


Results were sensitive to the costs of blindness assumed, and to whether the eye requiring treatment at baseline was the better seeing eye or the worse seeing eye. Where it was the better seeing eye dexamethasone dominated no treatment.  Where it was the worse seeing eye dexamethasone was estimated to have cost effectiveness estimates of around £19k per QALY for CRVO patients, and around £23k per QALY for BRVO patients with macular haemorrhage. 


Among patients where the worse seeing eye was treated, if fellow eye involvement was excluded from the modelling cost effectiveness worsened to around £42k per QALY for CRVO patients and £108k per QALY for BRVO patients with macular haemorrhage.


The main weaknesses with the analysis were: 

· Failure to consider other active treatments despite these being off-label; 

· Key assumptions around the fellow eye, for example: not considering incidence of macular oedema when applying the rate of RVO in the fellow eye and not considering fellow eye involvement for those whose better seeing eye was treated at baseline; 


· An assumption that no visual loss would occur after treatment cessation; 


· Not calculating the costs of blindness in accordance with the reference cited which adjusted for costs associated with residential care; and, 


· Not explicitly considering dropouts among whom assumptions around treatment duration and duration of effect are not applicable

The manufacturer provided some revised analysis to adjust for a number of these concerns (reduced rate of macular oedema from RVO in the fellow eye, reduced costs of blindness, adjusting for dropouts and discontinuations).  For the base case assumption of 90% worse seeing eye (WSE):10% better seeing eye (BSE), the resulting ICERs were £12,956, £36,838 and £8,451 for CRVO, BRVO with macular haemorrhage and BRVO with prior photocoagulation treatment respectively.  Altering the ratio of WSE: BSE patients treated would result in higher cost-effectiveness ratios. 


In addition to the additional analysis showing upward uncertainty in the cost-effectiveness estimates as a result of changing the assumptions in the model, a number of concerns remained with the analysis:


· As noted in the clinical effectiveness section above, the significant limitations with the clinical data increase the uncertainty associated with the cost-effectiveness of treatment, particularly in relation to the effectiveness of the treatment in the longer term; 


· While the manufacturer submitted some revised modelling which took account of resolution and dropouts, it has not been possible to validate some of the manufacturer’s assumptions with the SMC’s clinical experts;


· Comparisons with other off-label treatments may be relevant.


As a consequence, the manufacturer did not present a sufficiently robust economic analysis to gain acceptance by the SMC.

Other data were also assessed but remain commercially confidential.*


		Summary of patient and public involvement





A Patient Interest Group submission was received from the Royal National Institute of Blind People, Scotland (RNIB).


		Additional information: guidelines and protocols





The Scottish Intercollegiate Guidelines Network (SIGN) have issued guidance number 116; Management of diabetes; a national clinical guideline, in March 2010.  A section on prevention of visual impairment discussed treatment options including laser photocoagulation, fenofibrate, simvastatin and triamcinolone. 

The Royal College of Ophthalmologists produced Retinal Vein Occlusion (RVO) Interim Guidelines in February 2009.  For the treatment of macular oedema associated with CRVO evidence from case series of intravitreal triamcinolone is noted. The guidelines also report interim results for intravitreal dexamethasone as well as case series of intravitreal anti-VEGF therapy.  Laser therapy (grid pattern of photocoagulation) for treatment of macular oedema of BRVO is discussed but it is recommended only after a period of three to six months following the initial event and following absorption of the majority of haemorrhage.  New treatments for macular oedema following BRVO include periocular or intravitreal triamcinolone, intravitreal dexamethasone and intravitreal bevacizumab (although no recommendation are made for the latter as further randomised, controlled trials are required to assess the long-term safety and efficacy of intravitreal bevacizumab).

Both guidelines predate the licensing of dexamethasone intravitreal implant for the treatment of macular oedema following BRVO or CRVO.

		Additional information: comparators





Dexamethasone intravitreal implant is the only medicine licensed for the treatment of macular oedema following BRVO or CRVO.  Experts consulted by SMC have noted that off label use of the anti-VEGF agent ranibizumab is occasionally used.  There is also some use of unlicensed preparations of triamcinolone and the anti-VEGF agent bevacizumab administered by intravitreal injection.  Laser treatment is used for macular oedema following BRVO.


		Cost of relative comparators





		Drug

		Dose Regimen

		Cost per year (£)



		Dexamethasone intravitreal implant 1

		700 microgram intravitreally

		1,740



		Ranibizumab 2

		0.5mg intravitreally once monthly for 3 months and if necessary subsequent doses may be given at least 1 month apart. 

		4,567





Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis on 2 September 2010.  Costs do not include topical antimicrobial treatment.  

1 cost based on re-treatment at six months. 


2 off label use. Dose based on dosing used in the CRUISE study and calculated for six doses.

Additional information: budget impact

The manufacturer’s budget impact estimates were regarded as commercial in confidence data.  

References


The undernoted references were supplied with the submission.  The reference shaded grey is additional to that supplied with the submission.


Haller J, Bandello F, Belfort R et al. Randomized, sham-controlled trial of dexamethasone intravitreal implant in patients with macular edema due to retinal vein occlusion. Ophthalmology. 2010; 117; 1134-46


European Medicines Agency. CHMP Assessment Report for Ozurdex (dexamethasone) Procedure No. EMEA/H/C/001140. www.ema.europa.eu

This assessment is based on data submitted by the applicant company up to and including 29 October 2010.


Drug prices are those available at the time the papers were issued to SMC for consideration. These have been confirmed from the eVadis drug database.   SMC is aware that for some hospital-only products national or local contracts may be in place for comparator products that can significantly reduce the acquisition cost to Health Boards. These contract prices are commercial in confidence and cannot be put in the public domain, including via the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are therefore asked to consider contract pricing when reviewing advice on medicines accepted by SMC.

*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on guidelines for the release of company data into the public domain during a health technologyappraisal:


http://www.scottishmedicines.org.uk/About_SMC/Policy_Statements/Release_of_Company_Data

Advice context:


No part of this advice may be used without the whole of the advice being quoted in full. 


This advice represents the view of the Scottish Medicines Consortium and was arrived at after careful consideration and evaluation of the available evidence. It is provided to inform the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in determining medicines for local use or local formulary inclusion. This advice does not override the individual responsibility of health professionals to make decisions in the exercise of their clinical judgement in the circumstances of the individual patient, in consultation with the patient and/or guardian or carer.
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		6. Endocrine system


6.1
Drugs used in diabetes



		

		



		

		· Selection of insulin and administration device is “patient driven”, so that each individual receives the most appropriate regime for their lifestyle


· Penfill presentation is preferred to the prefilled pens, but only if this is appropriate for the patient

· The type of insulin, device and needle size should be specified on prescriptions for insulin


· Insulin is commenced by or under direction of a consultant diabetologist



		

		Insulins






		

		Short-acting insulins






		Humalog

		Rapid acting


Insulin lispro 100units/ml


· Cartridges for HumaPen  


· Preloaded pen.


· Vial 






		Novorapid

		Rapid acting


Insulin aspart 
100units/ml


· Vial 


· Cartridges 


· Flex Pen 





		Actrapid

		Soluble insulin
 100units/ml


· Vial 






		Humulin S

		Soluble insulin  100units/ml


· Vial 


· Cartridges for HumaPen 



		Apidra

		Rapid acting


Insulin glulisine  100units/ml


· Solostar prefilled pen.








		

		Intermediate & long-acting insulins






		Levemir

		Long-acting


Insulin detemir 100units/ml


· Cartridges for NovoPen 3 


· FlexPen

SMC advises that insulin detemir is accepted for restricted use targeted to patients attempting to achieve improved glycaemic control






		Lantus

		Long-acting


Insulin glargine 100units/ml


· Vial 


· Cartridges for Autopen 


· Lantus Solostar Prefilled pen 



		

		SMC advises that insulin glargine is accepted for restricted use, targeted to the following patient groups:


· Patients at risk of, or experiencing unacceptable frequency and/or severity of nocturnal hypoglycaemia, attempting to improve  glycaemic control on established insulin treatment. 


· patients who require assistance with their insulin injections








		

		Long-acting insulins may be used as an adjunct to oral hypoglycaemic agents in type 2 diabetes when glycaemic targets are not reached






		Humulin I

		Isophane insulin 100units/ml


· Vial.


· Cartridges for Humapen.

· Prefilled pen.





		Insulatard

		Isophane insulin 100units/ml


· Vial  


· Cartridges for NovoPen 

· Innolet.



		

		Biphasic Insulins






		NovoMix 30

		Soluble insulin aspart 30% Protamine insulin aspart 70% 100units/ml


· Cartridges for NovoPen.


· Preloaded Flexpen.





		Humalog Mix25

		Insulin lispro 25% Lispro protamine suspension 75% 100units/ml


· Cartridges for HumaPen or Autopen.


· Preloaded pen.






		Humalog Mix50

		Insulin lispro 50% Lispro protamine suspension 50%100units/ml


· Preloaded pen.






		

		





		Humulin M3

		Soluble insulin 30% Isophane 70%
100units/ml


· Vial  


· Cartridges for HumaPen  






		

		Hypodermic equipment


· First supply of injection device is supplied, without charge, by the diabetic specialist nurses at diabetic clinic

· Further supply is from GP prescription on a “repeat request basis”, but is required infrequently



		Autopen 24

		Injection device


· Use with Sanofi-Aventis 3ml insulin cartridges 



		HumaPen 

		Injection device 


· Use with Humulin & Humalog 3ml insulin cartridges



		NovoPen

		Injection device


· Use with Penfill 3ml insulin cartridges 



		

		



		

		Oral Antidiabetic Drugs


Biguanides


· Metformin is the only oral hypoglycaemic which demonstrates an evidence based survival advantage

· Metformin is the first line oral hypoglycaemic of choice. Evidence supports its use, first line, in all type 2 diabetic patients (unless contra-indicated), not only overweight patients

· Local advice for metformin in renal impairment :

- If eGFR 45-60 and stable no dose amendment is necessary. If eGFR   is falling then dose should be reduced. 

- If eGFR 30-45, reduce dose. 


- Metformin should be stopped when eGFR < 30ml/minute.                Refer to diabetes intranet site for further information



		Metformin

		First choice


Tablets 
500mg.


Dose:


· Initially 500mg with or after main meal for at least one week


· Then 500mg with breakfast & evening meal for at least one week


· Then 500mg with breakfast, lunch & evening meal for at least one week, before increasing dose further


· Maximum dose is 1g three times daily, gastro-intestinal side effects are common at this dose – 2g daily may be more acceptable

· Metformin MR is an option only for patients who cannot tolerate the gastro-intestinal side-effects of conventional release metformin. (Metformin SR is a cost-effective alternative to pioglitazone )



		

		Sulphonylureas



		

		



		

		First choice



		Gliclazide

		Tablets 80mg.


Dose:
initially 40-80mg daily. Up to 160mg can be given as a single dose with breakfast, higher doses should be divided. Maximum dose is 320mg/daily


· First choice hypoglycaemic treatment for patients with renal impairment, with careful monitoring of blood-glucose concentration to select the smallest dose which produces adequate blood glucose control






		Glipizide

		Second choice


Tablets 2.5mg, 5mg.


Dose: initially 2.5-5mg daily, increased to twice daily as necessary, shortly before breakfast or lunch


· Maximum dose is 20mg daily


· Up to 15mg can be given as a single dose


· Avoid in renal impairment






		Glimepiride

		Tablets 1mg, 2mg, 3mg, 4mg. 


Dose:
Initially 1mg daily


· Adjusted according to response in 1mg steps at 1-2 week intervals


· Maximum dose 4mg daily


· Taken as a single daily dose shortly before or with first main meal


· As a long-acting preparation it may be given once daily


· Avoid in renal impairment



		

		



		

		Other antidiabetics


Glitazones






		Pioglitazone

Saxagliptin

Sitagliptin




		Tablets15mg, 30mg, 45mg.


Dose: initially 15-30mg once daily, increased to 45mg once daily according to response


· Liver function should be monitored before commencing treatment, then periodically thereafter, based on clinical judgement. Patients should be advised to seek immediate medical attention if nausea, vomiting, abdominal pain, fatigue and dark urine develop. Treatment should be discontinued if jaundice occurs. (Local advice is to discontinue if ALT > three times the normal range)

· Contra-indications include a history of heart failure. Glitazones are associated with weight gain and fluid retention which may precipitate heart failure


· Pioglitazone has been SMC-accepted for restricted use within NHS Scotland as monotherapy for type 2 diabetic patients who would otherwise be considered for insulin therapy


·  Pioglitazone is licensed for use with insulin. 

· It may be 8 weeks before glitazones achieve maximal hypoglycaemic effect

· Recent trial data has shown that female patients treated with glitazones experienced significantly more fractures in feet, hands and upper arms (humerus) than female patients who received either metformin or glibenclamide

· Competact is a combination of metformin 850mg + pioglitazone 15mg, which is an option for patients with concordance issues. Dose equivalence should be considered.

· Triple oral therapy of a glitazone in combination with metformin and a sulphonylurea is an option for patients, particularly overweight patients, who are unable to achieve sufficient control of blood sugar levels with dual oral therapy, and for whom insulin therapy is unacceptable/inappropriate. 

· Triple therapy may be associated with an increased risk of fluid retention, heart failure and hypoglycaemia

· Increased monitoring of the patient is recommended and it may be necessary to adjust the dose of sulphonylurea in triple therapy. 

· Triple therapy is commenced and monitored by clinicians   


             experienced in the treatment of diabetes who identify and   


             manage the patients who will benefit from triple therapy.


Refer to the Diabetes website for further information

Dipeptidylpeptidase-4 Inhibitors


· Inhibit dipeptidyl peptidase 4 (DPP-IV),to increase insulin secretion and lower glucagon secretion. and thus prevents the degradation of incretin hormones, which are released from gut cells in response to a meal. 

· Saxagliptin is first choice on cost grounds. Vildagliptin has not been included as  regular monitoring of LFTs is necessary for patients prescribed Vildagliptin..


First choice

Tablets 5mg

Dose: 5mg daily


· SMC approved for restricted use as add-on combination therapy with metformin, when metformin alone, with diet and exercise, does not provide adequate glycaemic control

· also licensed, but not SMC approved for use in combination with sulphonylureas or thiazolidinedione.


Second choice

Tablets  100mg 


Dose: 100mg once daily.

· Sitagliptin has SMC approval for use;


- combination with metformin


              - combination with sulphonylurea


              - combination with metformin + sulphonylurea


· Not SMC approved for use with glitazones


· Please refer to the diabetes intranet site for further information






		Exenatide

Liraglutide



		Human glucagon-like peptide-1 (GLP-1) analogues


First choice

Injection 250micrograms/ml    5 microgram/dose prefilled pen, 10 microgram/dose prefilled pen.


Dose : Initially 5 micrograms twice daily within 1 hour before 2 main     


            meals (at least 6 hours apart), increased, if necessary, after   


            at least one month to a maximum dose of 10 micrograms 


            twice daily (maximum dose).


· Initiated by diabetes specialist team for patients who have not achieved adequate glycaemic control with maximally tolerated doses of oral hypoglycaemics. Prescribing transfers to GPs when clinically appropriate


· Associated with nausea, vomiting, diarrhoea and weight loss


· Prescribed in combination with metformin +/- sulphonylureas, but not with glitazones. A reduction in dose of sulphonylurea is considered to reduce risk of hypoglycaemia; no dose amendment is generally necessary for metformin. Glitazone treatment is discontinued prior to introduction of exenatide


· Exenatide slows gastric emptying and this can affect absorption of other drugs - antibiotics which should be taken a minimum of an hour before exenatide; gastro-resistant formulations ie lansoprazole and omeprazole capsules and enteric coated preparations, are taken at least an hour before or at least 4 hours after exenatide.


· Exenatide has been associated with pancreatitis, and patients should be advised to seek medical care if they experience persistent unexplained severe abdominal pain.


Second choice

Injection 6mg/ml.

Dose : Initially  0.6mg once daily, at any time of day; increased after at 


            least one week to 1.2mg once daily. Maximum dose is 1.8mg  


            daily.


· SMC restrict to third-line use, in combination with metformin and a sulphonylurea, or meformin and a thiazolidinedione. 


· Patients who:


- are intolerant of  exenatide, due to GI side-effects


- have a needle phobia


- require administration by another individual



		Acarbose    )


Nateglinide)


Repaglinide)

		Initiated by or under direction of a clinician experienced in the treatment of diabetic patients


Refer to local intranet guidance





		

		Diabetic ketoacidosis - Refer to NHS Borders intranet



		

		Treatment of hypoglycaemia - Refer to NHS Borders intranet

· Choice of treatment is appropriate to the clinical situation



		

		Oral



		

		One quick acting + one slow acting carbohydrate from:



		Glucose

		· 3 or more glucose tablets or 100mls Lucozade
)


· 1 small glass of a sugary drink                         
) quick acting


· 2 teaspoons of honey/jam                                
) carbohydrate


· 2 teaspoons of sugar in warm water                
)


+


· 1-2 slices of bread                
)


· fruit                                       
) slow acting 


· a glass of milk and a biscuit 
)  carbohydrate


· your next meal, if due           
)



		

		



		

		Parenteral



		Glucagon

		Injection 1mg. GlucaGen HypoKit.


· For intramuscular, intravenous or subcutaneous administration


· Adult dose is 1mg.  Refer to BNF for children’s dose regime





		Glucose

		Intravenous Infusion 50%


· High concentration of glucose – irritant and viscous


· Refer to BNF for further information





		

		Drug management of blood lipids  


- Refer to guidance on NHS Borders Intranet



		

		



		

		Foot Ulceration   


- Refer to guidance on intranet and antibiotic formulary



		

		



		

		Neuropathy    


Refer to guidance on intranet



		

		



		

		Diagnostic and monitoring agents for diabetes mellitus



		

		



		

		Blood glucose monitoring


· Meters are not available on prescription. Please contact the diabetic specialist nursing team to obtain free meters, approved for use in NHS Borders, for supply to diabetic patients


· The following monitoring strips are approved for supply in NHS Borders – for use with the corresponding supplied or purchased meters



		Advantage Plus

		Sensor strips. 



		FreeStyle lite

		Sensor strips.



		MediSense Optium Plus

		Sensor strips. 






		One Touch Ultra

		Sensor strips



		Optium H

		Reagent strips. Used in ward situation.



		Aviva


TRUEone

		Reagent strips. Used with Aviva meter.


· For patients for whom other meters are unsuitable.


Biosensor test strip and meter


· Commenced by diabetes specialist team for appropriate patients





		

		

		Suggested Blood Glucose Monitoring Policy NHS Borders






		

		

		Diabetes Type

		Monitoring Regimen

		Appropriate Prescribing Quantity for one month



		

		

		Type 1 (Insulin)

		Up to four times per day


More frequent testing may be required if the patient has concurrent history of impaired awareness of hypoglycaemia MI, dialysis, pregnancy

		Three boxes of strips



		

		

		Type 2 (Insulin)


During Titration




		Up to four times per day

		Three boxes of strips



		

		

		Type 2 (Insulin)


Stable, and 


Type 2 (insulin+oral diabetic therapy)

		Once daily insulin – Once daily testing

		One box every two months



		

		

		

		Twice daily insulin – twice daily testing

		One box every month



		

		

		

		

		



		

		

		Type 2 (Diet)


Type 2 (Metformin)


Type 2 (Glitazone)

		Testing not required except:


· During illness


· Where steroids co-prescribed


· In-patients with post-prandial hyperglycaemia


· Where once daily testing is required

		One box infrequently



		

		

		Type 2 (Sulphonylurea)

		Three times per week


(Suggest testing at different times of day)




		One box six monthly



		

		

		Type 2 (Max drug therapy)


Pre insulin conversion

		Up to four times per day


These patients require frequent testing before they are prescribed insulin to gain a baseline blood glucose profile.




		Three boxes per month



		

		

		

		

		





		6.2  Thyroid and antithyroid drugs






		

		



		

		Thyroid hormones



		Levothyroxine sodium

(Thyroxine)

		Tablets 25 micrograms, 50 micrograms,100 micrograms.


Dose:

-
Initially 50 -100micrograms daily before breakfast (25 micrograms for those over 50 years). Dose adjusted in steps of 25-50micrograms every 3 – 4 weeks


-
Maintenance dose is 100-200 micrograms daily


-
In patients with cardiac disease, initial dose is 25 micrograms daily, adjusted by 25 micrograms every 4 weeks



		Liothyronine sodium

		Injection 20 micrograms.


Dose:
5-20 micrograms by slow intravenous injection, repeated every 12 hours or as often as every 4 hours if necessary


· Located in the emergency cupboard at the BGH



		

		



		

		Antithyroid drugs






		

		Carbimazole  and propylthiouracil have been associated with neutropenia and agranulocytosis. (The risk is approximately 1 in 1000)


· Patients should report symptoms and signs suggestive of infection, particularly sore throat


· If there is clinical evidence of infection, a white blood cell count should be performed


· If there is clinical or laboratory evidence of neutropenia, carbimazole or propylthiouracil should be stopped






		Carbimazole

		Tablets 5mg, 20mg.


Dose:
15mg to 40mg daily for 4-8 weeks until euthyroid and then maintenance of 5mg to 15mg daily for 12 to 18 months






		Propylthiouracil

		Tablets 50mg



Dose:
200-400mg daily, maintained until patient is euthyroid, and the dose can be gradually reduced to a maintenance dose of 50-150mg daily






		Propranolol

		Capsules MR 
80mg,
160mg .Injection 1mg/ml                                                                 


Dose: 80-160mg once daily.


· Initiated by or under direction of an endocrinologist

Refer to Diabetes & Endocrinology guidance on intranet



		6.3
  Corticosteroids



		

		



		

		Replacement therapy



		Fludrocortisone 

		Tablets 100 micrograms 


Dose:
50-300 micrograms daily


· Mineralocorticoid replacement in adrenocorticol insufficiency



		

		



		

		Glucocorticoid therapy



		Prednisolone

		Tablets 1mg,
5mg, 25mg.Tablets soluble 5mg.


Dose:
Initially 10-20mg daily. In severe disease, up to 60mg daily.  
Maintenance 2.5-15mg daily


· Taken as a single daily dose in the morning, after breakfast

· There is no evidence  to support the use of the EC formulation in reducing the risk of peptic ulceration

· The EC formulation remains an option for patients on long term high dose  treatment who cannot tolerate uncoated prednisolone.

· 25mg tablets of prednisolone are prescribable only for patients who are on doses of prednisolone above 40mg daily.





		Betamethasone

		Injection 4mg/ml.


· Obstetric use



		Dexamethasone

		Tablets 2mg .Injection.


Dose:
0.5-10mg daily (oral). Parenteral administration, according to indication – see BNF


· A liquid preparation is also available.





		Hydrocortisone

		Tablets 10mg,
20mg.


Dose: 20-30mg daily in two divided doses, second dose taken in the early evening


Injection 100mg .(Hydrocortisone Sodium Succinate)

 






		Methylprednis-


olone

		Injection 40mg , 125mg, 500mg, 1g.


(Methylprednisolone Sodium Succinate)





Intramuscular depot. 
40mg/ml


(Methylprednisolone acetate)








		Triamcinolone

		Injection 40mg/ml .(Triamcinolone acetonide - Kenalog)



		6.4  Sex hormones



		

		



		

		Hormone Replacement Therapy (HRT)






		

		•
HRT is given either cyclically or continuously


•
A progestogen should normally be given in combination with an oestrogen for women with an intact uterus, to reduce the risk of hyperplasia and carcinoma of the endometrium


•
Review of treatment should be at least annually, with a trial withdrawal considered after 1-2 years, if symptoms have resolved


•
A trial withdrawal should be considered in all women after 5 years of use


•
HRT can be withdrawn using decreasing doses over 3-6 months to minimise the risk of menopausal symptoms returning. It is accepted practice that HRT matrix patches can be cut to facilitate dose reduction (although this is unlicensed)


•
HRT is not an appropriate first line treatment for prevention of osteoporosis, it may be considered as a second line option for women:


-
who cannot tolerate other osteoporosis treatments


-
if other osteoporosis treatments are contraindicated


-
if there is evidence that other treatments  have failed


-
if a risk : benefit ratio weighs in favour of HRT for individual patients



		

		The CSM advises:


· That the minimum effective dose of HRT is used for the shortest duration


· The benefits of short-term treatment with HRT of menopausal symptoms outweigh the risks in the majority of women 


· In healthy women without symptoms the risks of HRT outweigh the benefits



		

		· Oral treatment is recommended first line, as it is more cost-effective than transdermal treatment.


· Transdermal treatment may be appropriate for the following patient groups:


· women who cannot tolerate oral treatment


· women with liver or gastro-intestinal problems


· women with cardiovascular risk factors, as there is a lower risk of VTE associated with transdermal HRT


· women taking hepatic enzyme-inducing medication


· women experiencing migraine triggered by the fluctuating oestrogen levels from oral preparations who may respond to transdermal treatment with more stable oestrogen levels



		

		Choice of HRT


· Conguated equine oestrogens are sourced from the urine of pregnant mares-this may render preparations containing these unacceptable for some patients.





		

		a) Women with intact uterus



		

		i)
Sequential Combined HRT (oral)

•
Preparations containing a minimum of 0.625mg conjugated oestrogens / 2mg estradiol are appropriate for second line use in osteoporosis prophylaxis, although there is evidence to support lower doses also being effective


•
Oestrogen + cyclical progestogen for last 12-14 days of cycle.


•
Oral combined HRT preparations contain either:


-
less androgenic progestogens, medroxyprogesterone or dyhydrogesterone or


-
more androgenic progestogens, norethisterone or levonorgestrel






		Elleste Duet



Or

		First Choice


Tablets 1mg, 2mg 


(estradiol + norethisterone)  






		Femoston


		Tablets 1mg, 2mg 


(estradiol + dydrogesterone) 








		

		Second Choice Preparations



		Premique Cycle




		Tablets 


(conjugated oestrogens (equine) 625micrograms + medroxyprogesterone acetate 10mg)  






		

		Sequential Combined HRT (Transdermal)


•
Progestogens in HRT patches are the more androgenic progestogens, norethisterone or levonorgestrel


•
Preparations containing 50micrograms estradiol (transdermal) are an appropriate choice for second line use in osteoporosis prophylaxis






		Evorel Sequi


or

		Patches (estradiol + norethisterone)       


Dose: change patch twice weekly






		Femseven  Sequi

		Patches (estradiol + levonorgestrel)       
Dose: Change patch every seven days



		

		



		

		ii)
Continuous Combined HRT (oral)



		

		· Unsuitable for perimenopausal  women 


· Unsuitable for women within 12 months of last menstrual period


Suitable for women aged over 54



		

		First Choice



		Kliovance


or

		Tablets (estradiol 1mg + norethisterone 500micrograms)


Dose: One daily.



		Kliofem


or

		Tablets (estradiol 2mg + norethisterone 1mg )


Dose: One daily



		Femoston-Conti

		Tablets (estradiol 1mg + dydrogesterone 5mg) 


Dose: One daily



		Premique Low Dose




		Tablets conjugated oestrogen(equine) 300micrograms + medroxyprogesterone acetate 1.5mg     


Dose: One daily.     


· A low oestrogen preparation to facilitate dose reduction






		

		Second Choice



		Tibolone

		Tablets 2.5mg
.


Dose: one daily.


· Tibolone has mixed oestrogenic, progestogenic and androgenic actions


· Induce withdrawal bleed with progesterone if transferring from another form of HRT


· Consider as an alternative period free HRT for women presenting with breast pain secondary to HRT


· Evidence suggests that there may be an increased risk of breast cancer associated with tibolone, relative to risk with oestrogen only HRT, but less risk than with combined HRT


· Licensed for short-term treatment of oestrogen deficiency symptoms in women being treated with gonadotrophin releasing hormone analogues



		

		



		

		Continuous combined HRT (transdermal)



		Evorel Conti

		Patches (Estradiol 50 micrograms + norethisterone 170 micrograms/24 hours)


Dose: Change patch twice weekly






		Femseven Conti  

		Patches (Estradiol 50 micrograms + levonorgestrel 7 micrograms/ 24 hours)


 Dose: change patch every seven days






		

		b) 
Women without uterus - oestrogen only preparations



		

		



		

		Oral preparations



		Elleste Solo

		First Choice

Tablets (estradiol) 1mg, 2mg.


Dose: One daily.






		Premarin

		Second Choice


Tablets (conjugated equine oestrogens) 625 micrograms,   1.25milligrams  


Dose: one daily.



		

		



		

		Transdermal preparations



		Estradot


or

		First choice – 


Patches (Estradiol)
“25”, “37.5”, “50”,“75”,
“100”.


Dose: change patch twice weekly






		Estraderm MX

		Patches (estradiol)
“25”,”50”,”75”,
“100”.


Dose: change patch twice weekly



		

		



		Estradiol

		Implants 25mg, 50mg .


For use by or under instruction of gynaecologist








		HRT Algorithm


Guidance on Product Selection

All strengths refer to oestrogen component




    
























		

		Progestogens






		Medroxy-progesterone

		First Choice


Tablets 2.5mg ,5mg,10mg.


Dose:
-  Dysfunctional uterine bleeding: 2.5-5mg three times daily  


               from days 5-24 of cycle


             - Endometriosis: 10mg three times daily for 90 consecutive   


               days, beginning on day 1 of cycle






		Norethisterone

		Second Choice


Tablets 5mg .
Dose:
- Dysfunctional uterine bleeding: 2.5-5mg three times daily from day 5-24 of cycle


             - Endometriosis: 5mg three times daily for 90 days, increasing to 10mg three times daily if required for breakthrough bleeding


             - Postponement of menstruation: 5mg three times daily starting 3 days before anticipated onset



		

		



		

		Male sex hormones and antagonists



		

		Testosterone and esters



		Sustanon 


                   100


                   250

		Testosterone injection (oily) 100


Dose:
1ml every two weeks by deep intramuscular injection


Dose: 1ml usually every three weeks.



		Nebido

		Testosterone undecanoate 250mg/ml


Dose: 1g every 10-14 weeks.



		Testosterone

		Implant 100mg, 200mg.






		Testosterone




		Gel 50mg / 5g.


Dose:
apply 5g gel once daily. Subsequent application is adjusted according to response in 2.5g increments. Maximum dose is 100mg (10g gel) once daily


Patch     (Andropatch)  2.5mg/24 hours,  5mg/24 hours.                                         


Dose: Change patch every 24 hours, siting replacement patch on a different site.



		

		





		6.5

Hypothalamic and pituitary hormones and anti-oestrogens



		

		



		

		



		Clomifene Citrate




		Tablets 50mg 
.


Dose: 50mg daily for five days, starting within about 5 days of onset of menstruation.


· Initiated by or under direction of consultant gynaecologist


· CSM recommend that clomifene should not normally be used for longer than six cycles (possible increased risk of ovarian cancer)






		Tamoxifen

		Tablets 20mg .


· Initiated by or under direction of consultant gynaecologist


· An alternative to clomifene for induction of ovulation






		

		Anterior pituitary hormones






		Tetracosactide

		Injection 250 micrograms/ml.


Depot Injection 1mg/ml.


· For diagnostic use






		

		Posterior pituitary hormones and antagonists






		Vasopressin

		Injection 20units/ml.


· For use in organ harvest






		Desmopressin

		Nasal spray 10micrograms /
metered spray


Dose:
Diabetes insipidus: 10-40micrograms daily (in 1 or 2 divided doses)


Not for use in children


Tablets: 100micrograms, 200micrograms.


Sublingual tablets120 micrograms.                                


Dose:
Diabetes insipidus:



                Initially :100micrograms three times daily;



Maintenance :100-200micrograms three times daily. Range: 0.2-1.2mg daily


               Primary nocturnal enuresis : 120  


               micrograms at bedtime, increased to 240 


               micrograms if lower dose is ineffective.



		

		Demeclocycline is indicated for treatment of chronic Syndrome of Inappropriate Secretion of Anti-Diuretic Hormone where fluid deprivation has been unsuccessful






		Terlipressin

		Injection 1mg.


Dose : 2mg, followed by 1 or 2mg every 4-6 hours until bleeding is controlled, for up to 72 hours


· For bleeding oesophageal varices



		

		



		6.6

Drugs affecting bone metabolism



		



		

		Drugs affecting bone metabolism



		

		



		

		Calcitonin, teriparatide, bisphosphonates and other drugs affecting bone metabolism


Refer to NHS Borders Guidelines for the investigation and treatment of Fragility Fractures and Osteoporosis



		

		- Calcium, phosphate, akaline phosphatase and renal function   


  should be checked before treatment is commenced

- optimum duration of treatment is not currently not known. Safety  


   data supports duration of > 10 years






		

		First choice



		Alendronate


+ ADCAL D3



		Tablets 70mg .


Dose:
Treatment and prevention of post-menopausal osteoporosis and osteoporosis in men.  One tablet weekly


· Fosavance (alendronate + colecalciferol)  is an alternative treatment for patients who are non-compliant with the Adcal D3 component of osteoporosis therapy. Patients prescribed this option are advised about calcium intake


· Calcichew D3 Forte is an alternative calcium and vitamin D supplement.



		

		



		Ibandronic acid


+ ADCAL D3

Strontium Ranelate


+ ADCAL D3

Raloxifene


+ Adcal D3

Calcitonin


+ Adcal D3

Calcitriol

		Alternative bisphosphonate preparations


Tablets  50mg, 150mg ,                             


Dose:   According to indication                                              


· Ibandronic acid 50mg daily is indicated in specific SCAN regimes for metastatic breast cancer


· Ibandronic acid 150mg monthly may be considered for patients who do not tolerate other bisphosphonates. It may be appropriate for younger postmenopausal women, who are at low risk of non-vertebral fractures, with isolated spinal osteoporosis. Efficacy in reducing femoral neck fractures has not been established – evidence indicates benefit to reduce risk of vertebral fractures.


Alternative preparations for the following patient groups


· Bisphosphonate contraindicated


· Bisphosphonate non-responders


· Bisphosphonate not tolerated


Granules 2g sachets.


Dose:
2g once only daily in water, preferably at bedtime


· Consider for females age>70


· Caution in history of major VTE


· Strontium has been associated with “DRESS” (drug rash with eosinophilia systemic symptoms) - a rare but serious and potentially fatal allergic reaction . Patients developing a rash while taking Strontium should stop taking strontium immediately and consult a doctor immediately. These patients should not take strontium again.


Tablets  60mg.                                                 


Dose: 60mg daily.


· Consider for females aged 50-70 ,offers protection against spinal fractures,but not hip.


Nasal spray 200 units/spray.


Dose:
one spray into one nostril daily.


· For treatment of post-menopausal osteoporosis


· Consider if back pain is severe


Capsules  250 nanograms, 500 nanograms.                                          


Dose: 250 nanograms twice daily


· Monitor plasma calcium and creatinine

· Adcal D3 not required – ensure adequate calcium intake.






		Parathyroid hormone


+ Adcal D3



		Injection  (dual chamber) 1.61mg   cartridge.                        


Dose: 100micrograms once daily subcutaneously for up to two years.


- Restricted use for women with severe osteoporosis and at least  


two prior vertebral fractures or equivalent high risk 


Initiated by specialists experienced in the treatment of osteoporosis


Supplied through healthcare at home



		

		



		Teriparatide


+Adcal D3

Zoledronic Acid


+ Adcal D3

Pamidronate




		Injection 250micrograms/ml




Dose:
20micrograms daily by subcutaneous injection


· Initiated by specialists experienced in the treatment of osteoporosis


· First choice for patients with severe bone loss at greatly increased fracture risk, including transplant patients


· Maximum duration of treatment is 18 months


· Supplied through healthcare at home


Parenteral Bisphosphonates


Injection 800micrograms/ml (Zometa)


Dose:
4mg  every 3-4 weeks by intravenous infusion


· Use of zoledronic acid is restricted to treatment of hypercalcaemia  under SCAN treatment protocols.


Injection 5mg. (Aclasta)


Dose: 5mg once a year.


· Treatment of osteoporosis.


Injection 30mg, 90mg 

Dose:
according to indication. Refer to BNF



		6.7  Other Endocrine Drugs



		

		



		

		Bromocriptine and other dopaminergic drugs


Treatment of hyperprolactinaemia



		Quinagolide

		Tablets 25micrograms , 50 micrograms, 75 micrograms


Dose:
25 micrograms at bedtime for 3 days, increased in steps of 25 micrograms at intervals of 3 days. Usual maintenance dose is 75-150 micrograms daily. Further information in BNF.


· Bromocriptine is the drug of choice for patients with hyperprolactinaemia who wish to become pregnant






		

		Treatment of Endometriosis 


· NSAIDs may be effective in reducing the pain associated with endometriosis.


The choice between combined oral contraceptives, progestogens , danazol and GnRH analogues is dependant on consideration of side-effect profile for individual patients






		Danazol

		Capsules 100mg ,200mg.


Dose:
Endometriosis, 200-800mg daily


· In divided doses


· Adjust dose to achieve amenorrhoea


· Treatment usually for 3-6 months


· Associated with marked androgenic side-effects, and rarely used






		

		GnRH analogues



		

		· Initiated by or under direction of consultant gynaecologist






		

		First Choice



		Triptorelin

		Injection MR 4.2mg (dose administered is 3mg )



          15mg (dose administered is 11.25mg)


Dose:
Endometriosis, 3mg every 4 weeks starting during first 5 days of menstrual cycle, or 11.25mg every 3 months. (Maximum treatment period is six months).






		

		Second Choice



		Goserelin

		Injection 3.6mg 


Dose:
Endometriosis: 3.6mg every 4 weeks starting during first 5 days of menstrual cycle (6 months is maximum duration of treatment)























                                                        




































1. Patients with severe renal impairment  (creatinine clearance <30ml/min) should receive pamidronate only in life-threatening hypercalcaemia where the benefits of treatment outweigh the risks.


2. The rate should be reduced (~20mg/hour) in mild to moderate renal impairment (creatinine clearance 30 - 90mls/minute) – discuss with senior medical staff.


3. Further bisphosphonate should not be given until at least 5 days after previous dose to minimise the risk of hypocalcaemia - seek advice if calcium is rising despite pamidronate.










Transdermal therapy preferred?







Transdermal therapy preferred?







Evorel Sequi



Femseven Sequi







Evorel Conti



or



Femseven Conti







Sequential combined therapy



Elleste Duet 1mg, 2mg



Femoston (second choice)



Femoston 1mg, 2mg







Continuous combined therapy



Kliovance 1mg



Kliofem 2mg



Femoston Conti 1mg 



      Tibolone (second choice)







<54 years or <12 months since last period







Uterus intact







>54 years or >12 months since last period







Requirement for HRT







No uterus







Transdermal therapy preferred?







Oestrogen only therapy







Elleste Solo 1mg, 2mg







Premarin* (second line)







Estradot



Estraderm MX







THE MANAGEMENT OF HYPERCALCAEMIA OF MALIGNANCY







Hypercalcaemia is the commonest life-threatening metabolic disorder associated with malignancy.



It occurs most frequently in: myeloma, breast, renal and lung cancers.



20% of patients with hypercalcaemia do not have bony metastases.



Common symptoms include: malaise, thirst, nausea, constipation and polyuria. Confusion, seizures and arrhythmias may occur at higher levels.



Treatment is aimed at reducing calcium levels and may not be appropriate in a moribund patient at the end of life – discuss with senior medical staff.



A corrected calcium over 4.0 mmol/L is potentially life-threatening and should be discussed with senior medical staff.



Drugs affecting renal blood flow (e.g. NSAIDs, diuretics, ACE inhibitors) should be reviewed.







Patient with known malignancy presents with symptoms suggestive of hypercalcaemia.







Check corrected calcium, U&Es ¹







Corrected calcium > 4.0mmol/L







Calcium normal.







Corrected calcium > 2.62, <4.0mmol/L







Monitor calcium.







Discuss with senior medical staff







Hydrate overnight with 1-3litres NaCl 0.9% - monitor U&E. Recheck calcium.







Calcium remains elevated – treat with i.v. pamidronate:



Corrected calcium (mmol/L)�

Pamidronate dose�

Diluent and rate�

�

<3.0�

30mg�

250mls NaCl 0.9% over > 30 minutes ²�

�

3.0 – 3.5�

60mg�

 250mls NaCl 0.9% over >60 minutes ²�

�

>3.5�

90mg�

500mls NaCl 0.9% over > 90 minutes ²�

�









Continue i.v. fluids until patient able to drink sufficiently.







Discuss with senior medical staff.







Calcium normal.







Monitor renal function







Calcium remains elevated.







Calcium has increased from pre-treatment level despite pamidronate and fluids.







Recheck calcium after 2-3 days







Recheck calcium at 5 days post treatment.







Calcium has decreased from pre-treatment level but is still elevated.







WAIT³












