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Please respond to all comments

	1 
	Consultee 1

Manufacturer
	1.1
	We suggest that on the basis of the available evidence the following changes to the wording of the guidance are appropriate:

§1.1: Current evidence on magnetic resonance image-guided transcutaneous focused ultrasound (MRgFUS) for uterine fibroids shows that the procedure is efficacious for symptom relief in the short and medium term for a substantial proportion of patients. There are no major safety concerns. Therefore this procedure may be used provided that normal arrangements are in place for clinical governance and audit.
	Thank you for your comment. Revised consultation document issued.



	2 
	Consultee 1

Manufacturer
	1.2
	§1.2: During the consent process patients should be informed, in particular, that symptom relief may not be achieved in some women, that there is a risk of skin burns, that symptoms may return and that further procedures may therefore be required. Patients contemplating pregnancy should be informed that the effects of the procedure on fertility and on pregnancy are uncertain.
	Thank you for your comment. Revised consultation document issued.



	3 
	Consultee 2

Patient
	1.2
	1.2 It is my understanding that sometimes fibroids return, no matter the procedure, although it may be higher with this??? I feel that it doesnt leave the women not feeling themselves and reduces the chance of a doctor deciding to wapp everything out. Which has left a number of women needing semi- or permanent care, post-op. This was one of the things I sought to avoid as I have seen it in so many women. NICE should realise that leaving a women permanently needing post operative care is going to cost more money in the long run. Inclusive of her care and the repercussions on her family life. Replacing one known problem with a larger unknown. 
	Thank you for your comment. Revised consultation document issued.



	4 
	Consultee 1

Manufacturer
	1.3
	§1.3: no comment.
	Thank you for your comment. Revised consultation document issued.



	5 
	Consultee 3

NHS Professional
	1.3
	Audit data and a cohort study of the women undergoing MRgFUS at St Mary’s Hospital, Imperial College Healthcare NHS Trust Â has been ongoing Â and the results of these studies are due to be published later this year.
	Thank you for your comment. Revised consultation document issued.



	6 
	Consultee 2

Patient
	1.3
	1.3 The multidisciplinary team should include someone who understands (level of empathy?) the quality of life issues that have bought the patient to the table. This need increases when one of the symptoms is heavy bleeding and the patient hopes to conceive. The flow has been reduced by an incompatible means eg. The Merina coil-Long term might not be the needed. Having just one symptom change(eg. taking minutes rather than hours to wee, having to fully change every hour instead of half hour-can travel further) might be worth it.
	Thank you for your comment. Revised consultation document issued.



	7 
	Consultee 1

Manufacturer
	1.4
	§1.4: we suggest deletion. The issue of skin burns is already addressed in the current wording of §1.2 (and our suggested rewording) and does not need to be repeated. Repeating this point places undue emphasis on this AE which is, in any case, not as serious or frequent as the overview suggests—the data reviewed in the overview place undue emphasis on the findings of studies using MRgFUS under protocols which are no longer relevant. Taran57 (with one case of sciatic nerve palsy) and Leon-Villapalos (one case of a full thickness burn) were from early use of the technology and do not reflect current practice. The literature cited in the overview as relevant (Okada, Funaki, LeBlang, Fennessy) and some of the papers in Table 2 of the overview state that precautions are now taken to prevent these occurrences.
	Thank you for your comment. Revised consultation document issued.



	8 
	Consultee 1

Manufacturer
	1.4
	Proposed new §1.4: NICE encourages further research into the effects of MRgFUS compared with other procedures to treat fibroids, particularly for women wishing to maintain or improve their fertility.
	Thank you for your comment. Revised consultation document issued.



	9 
	Consultee 1

Manufacturer
	1.5
	§1.5: we propose deletion, as this point is now covered by our proposed §1.4 wording.
	Thank you for your comment. Revised consultation document issued.

	10 
	Consultee 4

Specialist Adviser
	1
	The multidisciplinary team must include an Interventional Radiologist who performs Uterine Artery Embolisation (UAE). Not just an imaging specialist who either performs no Gynaecological interventions or just MR guided focussed US treatment. Women wanting to avoid open or endoscopic surgery, having discussed the various surgical options with their Gynaecologists, should then consider UAE, which is fully recognised by NICE as well as the RCOG and RCR. This option should be discussed with an IR, who is also an imaging specialist. The pros and cons of UAE vs MR guided ablation can then be discussed and if the woman is happy to accept the short term benefits of the latter with all its limitations then they can be referred on.
	Thank you for your comment. Revised consultation document issued.



	11 
	Consultee 5
Patient Group
	1
	FUSF believes that MRI-guided focused ultrasound (MRgFUS) is a safe and effective treatment option that should be available to all women in the U.K. who are seeking a non-invasive option for relief of moderate to severe uterine fibroid symptoms.

FUSF finds that the provisional NICE recommendations do not fully reflect the dynamics of the growing body of evidence for MRgFUS.  Many older studies were conducted when regulatory guidelines limited treatment of the fibroid mass.  For example, when initially approved in the United States as a treatment option for uterine fibroids, the FDA limited the use of MRgFUS for the treatment of 33% of uterine fibroids, meaning that only a fraction of the uterine fibroids present could be treated. In 2004, this percentage increased to 50%.  Further label changes in 2009 increased this percentage to 100%.

More recent studies that have been conducted since regulatory bodies allowed larger volumes of tissue ablation demonstrate significantly improved symptom relief and reduced probability that a patient will require retreatment compared to earlier research.  
	Thank you for your comment. Revised consultation document issued.



	12 
	Consultee 5
Patient Group
	1
	In addition, the draft recommendations emphasize complications without acknowledging that women who undergo MRgFUS experience significantly fewer adverse events as compared to those who undergo surgery or UAE.  Safety provisions for the technology continue to be refined, which has led to reduction in skin burns since the introduction of MRgFUS. The provisional recommendations mention the risk of skin burns, but the research has demonstrated a statistically significant reduction in burns from 7 percent for patients treated 2003-5 to1 percent for those from 2005-6 (Okada 2009).  While we recognize the need for additional long-term data, more recent data has shown that symptomatic improvement can be sustained after MRgFUS treatment through 24 months, and durability through 36 months. What is more, adverse event rates have decreased as experience with MRgFUS has grown over time.

Lastly, we are concerned that the draft recommendations create more barriers to access for younger women – the very population with the greatest need for new treatment options like MRgFUS specifically as it relates to their desire to preserve fertility.  We believe that there is a growing body of evidence demonstrating that MRgFUS is a viable treatment alternative for women who want to preserve their fertility without surgical risks or lengthy recovery times. 

We hope that the panel will take our feedback into consideration, giving more weight to the most recent clinical data and acknowledging the role of MRgFUS in addressing the ongoing unmet need for women with fibroids who desire future pregnancy.
	Thank you for your comment. Revised consultation document issued.



	13 
	Consultee 6

Patient Group
	1
	While we support the importance of examining the safety and efficacy of this technology, we are concerned about your distinguishing between younger women and those women closer to menopause in reference to accessibility for the treatment.  Many young women who interact with Fibroid Relief have significant concerns regarding treatment options and their effects on conceiving and carrying a pregnancy to term. MRI-guided focused ultrasound (MRgFUS) offers the possibility for not only preservation of fertility, but optimization of fertility as the procedure does not require any incisions and leaves the uterus and abdomen intact, unlike alternatives such as myomectomy and UAE, which involve invasion of the abdomen and uterus.  
	Thank you for your comment. Revised consultation document issued.



	14 
	Consultee 7

Interventional Radiologist
	1
	My personal experiences with UAE during my training as Radiologist in Germany,  reading of the literature and many discussion with current clinical users including  4 site visits  and attending more that 20 procedures leads me to different conclusions from those which IPAC has apparently reached in its provisional guidance.
	Thank you for your comment. Revised consultation document issued.



	15 
	Consultee 8
Patient Advocate

USA
	1.4
	Re 1.4: Â As long as the radiologist is experienced in performing this procedure, and as long as the woman has shaved or waxed all of her pubic hair, the risks of skin burns are minimal. Â The patient has control of stopping the machine at any time if she feels pain or burning. Â  Re 1.5: Â I definitely feel that further research should be done on this procedure, if only to increase the likelihood of insurance companies in paying for it, and doctors in advising women to have it done, and for improvements to be made in general to the procedure itself, based on what the studies show. Â However, it should also be noted that this procedure can be done multiple times to treat fibroids, with a woman returning to her activities within three days, as opposed to other more invasive procedures requiring longer recovery times and putting the womans health at risk (myomectomy or hysterectomy).
	Thank you for your comment. Revised consultation document issued.



	16 
	Consultee 9
Patient
	1
	I had a complication-free treatment, which provided immediate relief from severe bleeding and anaemia caused by fibroids. Although my fibroids are perfusing again, the severe bleeding has not returned 18 months later. I experienced no side effects and consider the operation to have been a complete success. At the time I had it, I was getting anaemia (went as low as Hgb of 6) and have had no such trouble since.
	Thank you for your comment. Revised consultation document issued.



	17 
	Consultee 10
Patient 
	1
	Less than 1 month ago I had the focused ultrasound procedure for treatment of my uterine fibroids. Â I am very pleased with my decision. Â It was the only option I would have considered. I wanted a non-surgical treatment, a quick recovery and most of all I wanted not to have a hospital stay. I got this plus so much more. I still have my uterus and I dont have any cuts or scars. Â  The procedure was very simple. You could return to work the day after the procedure. I look forward to a life with less pain and problems from my fibroids. I believe the Focused Ultrasound treatment is a non-invasive treatment option all women should be informed about. Â I feel all women should have the option to have the treatment done if it is the right fit for them.
	Thank you for your comment. Revised consultation document issued.



	18 
	Consultee 11
Patient

USA
	1
	27 year old white female, 115lbs, 53",no children, no prior surgical procedures and newly diagnosed on 7/22/10 after a diagnostic ultrasound revealed a rapidly growing 435cc leiomyoma that was causing me severe pain among other serious complications. I found out about MRgFus on my own after a very invasive surgical procedure was recommended to me as my only treatment option. Clinicians informed me about all the risks and limited informabout on long-term outcomes as well as the sensations that would be felt during the procedures. After several failed attempts to gain coverage approval by my health insurance company I was more then willing to enroll in the clinical trial at the UVA.
	Thank you for your comment. Revised consultation document issued.



	19 
	Consultee 1

Manufacturer
	2.1
	§2.1: no comment
	Thank you for your comment. Revised consultation document issued.

	20 
	Consultee 8
Patient Advocate

USA
	2.1
	Hysterectomy and ablation are not good options for younger women who wish to retain their fertility. Â Hysterectomy and myomectomy are dangerous, require long and painful recovery times (where women have to miss work and possibily lose income), and have side effects of blood loss, scar tissue, scarring, etc. Â UAE has a shorter recovery, but is also quite painful and can lead to early onset of menopause.
	Thank you for your comment. Revised consultation document issued.



	21 
	Consultee 9
Patient
	2.1
	It seems to me worth trying MRI-guided focused ultrasound before any surgical options. I caught a bus home after treatment and was able to work the same afternoon.
	Thank you for your comment. Revised consultation document issued.

	22 
	Consultee 11
Patient

USA
	2.1
	Minor symptoms such as abnormal bleeding and pain began many years ago when I was a teenager but progressed over time. I suspect that my symptoms were mistaken for endodemetriosis due to the strong presence on my Mothers side of the family and my lack of physical risk factors. Despite many attempts to control my symptoms with birth control pills,shots & patches, more severe symptoms began to develop such as urinary incontinence,pelvic pressure,frequent ut and kidney infections,anemia,a bulging abdomen and loss of sensation in my thighs. My quality of life began to get so bad I was forced to take a medical leave of absence from my full time job. A myomectomy was recommended to be my only "covered" treatment option but doctors warned that it was likely to end up a hysterectomy if they couldnt save my uterus during my surgery. The life I loved and worked so hard to have was already significantly compromised and it would never be the same again if I had that surgery.
	Thank you for your comment. Revised consultation document issued.



	23 
	Consultee 2

Patient
	2.1.1
	2.1.1 Also unable to pass urine and have bowel movements-which vastly reduced post procedure and did not return-FANTASTIC. 2.1.2 Fortunately, I knew the problems that some of the other procedures cause. With empathy and an understanding of what the patient (the lady) wants/needs, there are a number of options. Paddington has a list of procedures from least (coil) to most invasive (removal-hysterectomy). Each lady should be made aware of these and also the risks (EG. Myomectomy- will cause the quickly repairing uterus to bind together and cause further issues, Hysterectomy-8/10 People I know who have had this, do ‘not feel right’ again ). These cost a lot of money in the long run and it seems are usually the functions of an uncaring doctor in a ‘getting rid of/shut her up/ doesn’t matter-only a women’ medical system’. Luckily we all do not come across these people and are helped through another route!
	Thank you for your comment. Revised consultation document issued.



	24 
	Consultee 12
Specialist Adviser
	2.2
	May wish to add that this is a slow procedure and the patient will have to lie still in Â aprone position for upto 3 hours.
	Thank you for your comment. Revised consultation document issued.

	25 
	Consultee 1

Manufacturer
	2.2
	§2.2: the current wording does not accurately describe the procedure. Although this does not affect the key recommendations, we suggest that the following wording would be better: MR imaging provides a precise means for visualizing the fibroid, pelvis, abdomen and other organs. MR guidance provides continuous real-time imaging and enables thermal mapping to monitor tissue heating during transcutaneous focused ultrasound treatment for uterine fibroids. The patient is under conscious sedation and able to communicate with the operator about any adverse symptoms such as burning sensations or pain. A catheter is inserted to keep the bladder empty during the procedure. A treatment plan is developed to determine the volume to be treated and to avoid adjacent areas which are not to be ablated. During the treatment uterine fibroid tissue is selectively targeted and ablated. Sonication energies are continuously adjusted to achieve treatment temperatures sufficient for tissue ablation.
	Thank you for your comment. Revised consultation document issued.



	26 
	Consultee 9
Patient
	2.2
	As a patient, the discomfort of the procedure was nothing compared to the severity of the period pains I was used to.
	Thank you for your comment. Revised consultation document issued.

	27 
	Consultee 11
Patient

USA
	2.2
	During the first treatment I only pressed the kill switch button twice , each time because I felt it hit a nerve and pain radiated down one of my legs. The feeling immediately stopped and went away as soon as the sonication stopped. I periodically received pain medication through my IV to help keep me comfortable but I will honestly say there were times where the catheter and sonications were uncomfortable and I felt an intense burning sensations. Positioning the pillow in the tunnel of the machine for me to rest my head and neck on and not move for hours was tricky but after the staff helped me adjust it several times I found a spot I could deal with. As the treatment progressed the pain and heat from the sonications became more intense as they targeted the areas that were closer to the surface of my skin. It was easy to communicate with the staff. I prepared myself mentally and physically for months prior to my FUS to be able to deal with pain and intense heat in order to get the most out of it. At the end of the two treatment days all of the targetted treatment area was ablated which was about 75% of the total fibroid volume due to safety protocols.
	Thank you for your comment. Revised consultation document issued.



	28 
	Consultee 2

Patient
	2.2.1
	2.2.1 Yes the procedure was explained. I was physically made aware of good burn and bad burn. Before starting the relevant tools should be checked and backups should be up to the job. Conscious sedation with a nice nurse by your side for me explaining stuff worked wanders. Extra-One thing though: The doctor (a replacement for the expected person) carrying out my procedure Â kept looking at his watch, even when he introduced himself so I knew I should have waited for the original doctor. Unfortunately the thing put on your torso to help see, was not working properly. With this and his impatience, my shots went down from ~84 to ~50+ shots…Totally impersonal and lacking in care. A game of golf was my life!! (really 1.3 and using a hammer.. I suggested later that a pill should be taken that caused a person’s ‘wee’ to change colour and force them to pee every thirty minutes for a couple of days would give an idea of a major symptom. If too drastic then have a thirty minute timer that no matter what they’re doing, they have to stop for anything up to thirty minutes(simulate toilet change etc) or stand up on public transport etc)
	Thank you for your comment. Revised consultation document issued.



	29 
	Consultee 12
Specialist Adviser
	2.3
	there is a series of 4000 Funaki et al 2009 Ultrasound in Obste Gynecol
	Thank you for your comment. Revised consultation document issued.

	30 
	Consultee 1

Manufacturer
	2.3.1
	§2.3.1: the proposed wording betrays a misinterpretation of the Taran (2009) results. It is true that the results of hysterectomy at six months were statistically significantly better than for MRgFUS on five domains, but the results also show a statistically significant advantage to MRgFUS at one month post procedure on six domains. We believe that the correct interpretation of Taran’s findings are that MRgFUS has significant short-term benefits compared with hysterectomy, and in the medium-term is a little less effective. IPAC will be aware that the medium- to long-term effects of any uterine-sparing procedure will necessarily be less good than hysterectomy since following the latter there is no uterus in which the fibroids (or fibroid symptoms) can recur. However, the price of this is a major procedure, with some evidence of long-term deleterious effects on health. The logic of uterine-sparing procedures is not to outperform hysterectomy in the medium- to long-term in respect of fibroid symptoms, but to outperform hysterectomy in respect of all aspects of health over a prolonged time period. This section should be reworded to more accurately reflect the findings of Taran et al, including giving the reader appropriate context.
	Thank you for your comment. Revised consultation document issued.



	31 
	Consultee 1

Manufacturer
	2.3.2
	§2.3.2: no comment.
	Thank you for your comment. Revised consultation document issued.

	32 
	Consultee 1

Manufacturer
	2.3.3
	§2.3.3: we are not clear why the paper by LeBlang was singled out by IPAC to summarise its view of additional treatments. Data on additional procedures are also available from other papers reviewed by IPAC and considered ‘relevant’ in the overview (eg Taran (2009), Stewart (2007), Fennessy (2007))
	Thank you for your comment. Revised consultation document issued.



	33 
	Consultee 1

Manufacturer
	2.3.4
	§2.3.4: As implied in our earlier general comments, the wording of this section lacks context. The rate of preterm and caesarean section deliveries are variables of extreme importance to both patients and the NHS. The statistic about elective termination is not relevant to a safety and efficacy guideline on MRgFUS.
	Thank you for your comment. Revised consultation document issued.



	34 
	Consultee 1

Manufacturer
	2.3.5
	§2.3.5: We are not clear why the key efficacy outcomes identified by the Specialist Advisers differ from those identified for UAE.
	Thank you for your comment. Revised consultation document issued.

	35 
	Consultee 5
Patient Group
	2.3
	The treatment protocol for MRgFUS has been amended by regulatory bodies over time to allow larger volumes of ablation, which yields significantly better symptom improvement due to more complete ablation of the fibroid tissue.  As of April 2009 per the U.S. FDA guidelines, physicians are allowed to treat 100% of the fibroid tissue.  The probability that a patient will require retreatment is significantly lower than has been documented in earlier clinical studies of MRgFUS, which limited the volume of fibroid tumors treated due to safety requirements included in the earliest protocols evaluating MRgFUS therapy for uterine fibroids.  Thus the specific outcomes evaluated in the earliest protocols are no longer reflective of expected treatment outcomes associated with MRgFUS therapy as it is now provided.  

A proportional hazard regression model and survival analysis reported in Stewart et. al. (2007) shows that there is significant evidence that an increase in the fibroid’s treated volume (as demonstrated by the nonperfused volume ratio, NPV) attained during MRgFUS treatment reduces the risk of undergoing additional fibroid treatment (P<0.001).
   Therefore the probability of additional treatment after MRgFUS has been substantially reduced over time as ablation of greater volumes of fibroid tissue has been permitted by regulatory bodies. Even when treating 60% or more of the fibroid volume, outcomes using MRgFUS compare favorably to both myomectomy and UAE.ii  Prior studies assessing the safety and efficacy of MRgFUS (when less fibroid volume was treated) do not capture the outcomes that are achieved today based upon these updated treatment parameters.
	Thank you for your comment. Revised consultation document issued.



	36 
	Consultee 7

Interventional Radiologist
	2.3
	MRgFUS also provides durable symptom relief at 6, 12 and 24 months, as demonstrated in two papers
,

It is important to note that all treatment options for uterine fibroids, aside from hysterectomy, are uterus-preserving, thus, some patients may experience recurrence of symptoms and the need for retreatment.  

However, the treatment protocol for MRgFUS has been amended over time to allow larger fibroids’ volumes to be ablated, which yields significantly better symptom improvement over time thanks to more complete ablation of the fibroid tissue.  The probability that a patient will require retreatment is significantly lower than has been documented in earlier clinical studies of MRgFUS, which limited the volume of fibroid tumours treated due to safety requirements included in the earliest protocols evaluating MRgFUS therapy for uterine fibroids.  Thus the specific outcomes evaluated in the earliest protocols are no longer reflective of expected treatment outcomes associated with MRgFUS therapy as it is now provided.  
	Thank you for your comment. Revised consultation document issued.



	37 
	Consultee 7

Interventional Radiologist
	2.3
	MRgFUS offers the possibility for not only preservation of fertility, but optimization of fertility, (including fewer caesarean sections and more full term deliveries) as compared to myomectomy or UAE, because the technique is non-invasive and does not require surgical invasion of the uterus or abdomen. MRgFUS avoids the need for ionizing radiation and nephrotoxic allergenic contrast agent. 

Although myomectomy has been the gold standard to date for women who desire future fertility, and generally is deemed superior to UAE for fertility preservation
, pregnancy following any surgical procedure involving the uterus has increased risk.  When incisions have been made into the uterine wall to remove fibroids, future pregnancy can be affected.  Reported complications include: 

· Problems with a developing placenta during pregnancy 

· Uterine wall dysfunction during labor, which can make a cesarean delivery necessary

Postoperative adhesions are common following abdominal myomectomy, resulting in significant potential morbidity.
  

The ongoing Rabinovici series evaluating pregnancy outcomes is reassurance that pregnancy can be achieved in a substantial percentage of women conceiving after MRgFUS treatment. 
 The study suggests that the fibroid-specific approach of MRgFUS treatment has advantages for women who wish to conceive compared with UAE or myomectomy.
	Thank you for your comment. Revised consultation document issued.



	38 
	Consultee 9
Patient
	2.3
	I can only reiterate that 18 months on I have normal, non-painful periods and would recommend the procedure to anyone with heavy periods caused by fibroids.
	Thank you for your comment. Revised consultation document issued.



	39 
	Consultee 11
Patient

USA
	2.3
	My abdomen started to shrink back down approximately 6 weeks later once my ovaries restarted and I got my first period post Lupron. It has continued to reduce in size each month and my monthly cycle is more normal in terms of duration and days apart without the use of hormones to regulate it then ever before. I was up and on my feet the next day and I even felt some symptom relief as soon as a couple days after I had the procedures. At this moment its been a little over four months since I had MRgFUS at the UVA and what a dramatic difference its made in my life. I returned back to work full-time in February after feeling enough relief to do so. So far almost every fibroid-related symptom I had has either gone away completely or improved a great deal.
	Thank you for your comment. Revised consultation document issued.



	40 
	Consultee 3

NHS Professional
	2.3
	A multicentre randomised control trial comparing efficancy of treatment and safety with abdominal myomectomy is planned for 2011. UK national ethics approval has been sought and is pending.
	Thank you for your comment. Revised consultation document issued.



	41 
	Consultee 2
Patient
	2.3.3
	2.3.3 But 90% did not have a hysterectomy after 12 months. I guess also at this stage, if you got to MRI FU, you will have more of an idea of what is available to you and what you can and cannot do. 2.3.4 Not above 50% but a decent percentage non-the-less! For me I later went onto the coil to improve the quality of life and then onto embolisation (loads of fibroids and many small) to get back on track with having a child. On removal of the coil, the heavy bleeding returned immediately. I could not live like that again and it would be difficult to get pregnant like that. 2.3.5 YES Quality of life- eg..travel, being able to have a partner Symptom improvement-not just heavy bleeding. As above eg-Permanent ease of ‘going to the toilet’ Avoidance of further surgery is pretty high, as I have seen what the surgery caused (hysterectomy, myomectomy. I don’t know about endometrial ablation techniques). This is why I went for embolisation and refused the other ones. Which I am very pleased with inclusive of the further reduction of my stomach-now flabby (I guess we can’t have everything), less bleeding days and vast further reduction of flow.
	Thank you for your comment. Revised consultation document issued.



	42 
	Consultee 13
Director of ExAblate Training Centre, Korea
	2.4
	Adverse events

We have had burns in seven (1.4%) of cases, six (85.7%) of which were first degree burns which healed within one week and one (14.3%) of which was a second degree burn which healed without a problem following debridement and primary repair. Neuropathy occurred in one (0.2%) case as a result of poor communication with the patient: this patient had decreased power on one side and some pain—she recovered completely within three months.
	Thank you for your comment. Revised consultation document issued.



	43 
	Consultee 1

Manufacturer
	2.4.1
	§2.4.1: No comment.
	Thank you for your comment. Revised consultation document issued.

	44 
	Consultee 1

Manufacturer
	2.4.2
	§2.4.2: We consider the wording of this section to be misleading. The case report by Leon-Villapalos was based on protocols for performing MRgFUS which are no longer relevant. The wording of this section should make the position clear. The wording in relation to the case series of 287 patients should add the word ‘mild’ between ‘reported’ and ‘skin burns’. IPAC should note that the significant differences in the ‘early’ and ‘late’ groups in Okada (2009) illustrate clearly the point we are making about the effect of changes in the way MRgFUS is performed. IPAC’s guidance should reflect current rather than superceded practice, and while we accept that the literature should be reported as reviewed, it should be given context.
	Thank you for your comment. Revised consultation document issued.



	45 
	Consultee 1

Manufacturer
	2.4.3
	§2.4.3: no comment. However, in respect of the differences between UAE and MRgFUS guidance, IPAC should recall that in relation to UAE the Specialist Advisers listed as AEs: uterine infarction, bladder and vulval damage, ovarian damage, post-embolisation syndrome, pain, vaginal discharge and premature menopause.
	Thank you for your comment. Revised consultation document issued.



	46 
	Consultee 5
Patient Group
	2.4
	The adverse events associated with MRgFUS are becoming even more rare and mild as patient preparation and safety measures have improved.  The incidence of skin burns, for example, has been reduced from 7 percent to 1 percent (Okada 2009). Women who undergo MRgFUS experience significantly fewer adverse events as compared to those who undergo surgery or UAE.   Some studies have shown that up to 20% of women who undergo surgery and up to 10% who undergo UAE experience serious adverse events, including major complications, prolonged hospitalization, and required intervention.
,
   Comparing MRgFUS to hysterectomy, the MRgFUS group experienced significantly fewer clinical complications than the hysterectomy group (1.3% versus 39.7%; p( 0.0001).iv   

While UAE has a lower rate of major complications than hysterectomy or myomectomy, it has a higher rate of minor complications, and is associated with more urgent visits and rehospitalizations.
  Postembolizaton syndrome is also a common morbidity of UAE, and includes fever, pain and nausea that can last from a few hours to a few days.  It is reported to occur in about 50% of patients undergoing UAE procedures.
  In contrast to UAE, MRgFUS leads to clinical improvement with fewer significant complications and adverse events compared to other available treatments.
	Thank you for your comment. Revised consultation document issued.



	47 
	Consultee 6

Patient Group
	2.4
	Regarding reference to adverse events, rates of adverse events are much lower for MRgFUS than for other treatment options.  For example, comparing MRgFUS to Uterine Fibroid Embolization (UFE or UAE), both the literature and physician feedback point to the dramatically higher pain rates associated with UAE.  And comparing MRgFUS to hysterectomy (Taran 2009), the MRgFUS group experienced significantly fewer clinical complications than the hysterectomy group (1.3% vs. 39.7%; p(0.0001).
	Thank you for your comment. Revised consultation document issued.



	48 
	Consultee 7

Interventional Radiologist
	2.4
	Women who undergo MRgFUS experience significantly fewer adverse events as compared to those who undergo surgery or UAE.  Some studies have shown that up to 20% of women who undergo surgery and up to 10% who undergo UAE experience serious adverse events, including major complications, prolonged hospitalization, and required intervention.
,
   While UAE has a lower rate of major complications than hysterectomy or myomectomy, it has a higher rate of minor complications, and is associated with more urgent visits and rehospitalizations.
  Postembolizaton syndrome is also a common morbidity of UAE, and includes fever, pain and nausea that can last from a few hours to a few days.  It is reported to occur in about 50% of patients undergoing UAE procedures.
  In contrast to UAE, MRgFUS leads to clinical improvement with fewer significant complications and adverse events compared to other available treatments.

IPAC’s comments would lead one to the conclusion that MRgFUS have significantly higher rates of adverse events.

One of my personal major concerns is the application of Iodine contrast agents, ionizing radiation during UAE in the sensitive region of the ovaries which may lead to later complications, increased risk of abortion, birth defects and malignancy. 
	Thank you for your comment. Revised consultation document issued.



	49 
	Consultee 8
Patient Advocate

USA
	2.4
	This all boils down to making sure the radiologist is experienced and knows what he or she is doing. Â Obviously the rate of incidents decreases over time as more procedures are performed and more experience is gained.
	Thank you for your comment. Revised consultation document issued.



	50 
	Consultee 9
Patient
	2.4
	I experienced no side effects.
	Thank you for your comment. Revised consultation document issued.

	51 
	Consultee 11
Patient

USA
	2.4
	At the end of both treatments I was exhausted, sore and my body was stiff from laying on the table motionless for so long but I was able to get up and walk by myself, use the bathroom and get dressed by myself and even sit and smile a little. There was a small amount of blood in my urine for the next 24 hours. I had no problems keeping food down. Swelling and pain was minimal,there was no scars, no marks, not even a bruise on my skin around the treatment area immediately following the procedures. The day after my FUS procedures I could actually push in on my abdomen again, it was still enlarged but instantly felt soft and spongy. I could literally feel that the fibriod was hollow from all the tissue that was destroyed.
	Thank you for your comment. Revised consultation document issued.



	52 
	Consultee 3

NHS Professional
	2.4
	In our experience of treating over 400 women at St Mary’s Hospital, Imperial College Healthcare NHS Trust, we have experienced only one third degree skin burn. This occurred very soon after introducing this treatment, and involved a woman with significant abdominal scaring. The literature and our experience suggests that scar tissue is much more prone to skin burns due to increase absorption of ultrasound energy, and therefore we have avoided use of MRgFUS in women with major abdominal scars. Â  The development of a new ultrasound absorbing “Skin-Patches” by the company Insightec is hoped to further reduce the risk of skin burns in women with abdominal scars. Overall, since the introducion of this treatment modality at Imperial College Healthcare NHS trust, there have been no inpatient admissions following this treatment, no hysterectomies, and one significant skin burn.
	Thank you for your comment. Revised consultation document issued.



	53 
	Consultee 2

Patient
	2.4
	2.4 Unfortunately I got an infection, which made my recovery much worse than it could have been. Perhaps strict instructions on what not to do might help a patient (I know this doesn’t help with NICE).
	Thank you for your comment. Revised consultation document issued.



	54 
	Consultee 14
NHS Professional 
	2.4
	Our group has experienced 1 case of permanent nerve damage in the perianal area. This adverse event was due to 2 sonications being erroneously placed partially outside of the targeted uterus damaging the neural structures in the lumbosacral plexus. This was Â caused by an incorrect excessive adjustment beyond the manufacturers recomendations made by myself during the procedure. Since then the machine software has been adjusted so that such an error cannot be now made. This was originally expected on the basis of specialist neurological advice to be likely to revover ie to be in the category of reversible nerve damage. In the interim despite this earlier optimism the problems have not resolved and the Â damage Â  is now considered to be permanent. This is the only case of this nature in the world experience of MRgFUS that I am aware of. I believe the patient involved provided information to your previous consultation.
	Thank you for your comment. Revised consultation document issued.



	55 
	Consultee 1

Manufacturer
	2.5.1
	§2.5.1: the wording of this section is not reasonable when compared with the wording used in the UAE guidance. Section 1.2 of the UAE guidance on pregnancy states that “….Patients contemplating pregnancy should be informed that the effects of the procedure on fertility
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and on pregnancy are uncertain.” This is based on 84 pregnancies and 43 deliveries in the literature quoted in support of the guidance. The statement in this section of the proposed MRgFUS guidance is based on 51 pregnancies and 22 deliveries.
	Thank you for your comment. Revised consultation document issued.



	56 
	Consultee 5
Patient Group
	2.5
	MRgFUS offers the possibility for not only the preservation of fertility, but optimization of fertility as compared to myomectomy or UAE, because the technique is non-invasive and does not require surgical invasion of the uterus or abdomen.

Although myomectomy has been the gold standard to date for women who desire future fertility, and generally is deemed superior to UAE for fertility preservation
, pregnancy following any surgical procedure involving the uterus has increased risk.  When incisions have been made into the uterine wall to remove fibroids, future pregnancy can be affected.  Reported complications include: 

· Problems with a developing placenta during pregnancy 

· Uterine wall dysfunction during labor, which can make a cesarean delivery necessary

Postoperative adhesions are very common following abdominal myomectomy, resulting in significant potential morbidity.
  Some studies also report that women who become pregnant after laparoscopic myomectomy abort in 20-30% of cases.
 
	Thank you for your comment. Revised consultation document issued.



	57 
	Consultee 5
Patient Group
	2.5
	UAE also poses risks to a woman’s ability to become pregnant after treatment. UAE has been shown in studies to have detrimental effects on ovarian reserve,
 and the rate of miscarriage among women who attempt to become pregnant post-treatment is between 30 and 60%.
,

The ongoing Rabinovici series evaluating pregnancy outcomes is reassurance that pregnancy can be achieved in a substantial percentage of women conceiving after MRgFUS treatment. 
 The study suggests that the fibroid-specific approach of MRgFUS treatment has advantages for women who wish to conceive compared with UAE or myomectomy.

MRgFUS is also associated with fewer complications in pregnancies compared to other fibroid treatments.  For example, the rate of cesarean delivery in the general population is 22%
, with UAE resulting in 67% cesarean delivery, 59% for laparoscopic myomectomy and 35% for MRgFUS.  Preterm delivery for the general population is 5-10%, with UAE resulting in 16%, laparoscopic myomectomy 3% and MRgFUS 7%xiii
The limitations of current treatment options to provide fertility preservation with few risks during pregnancy, as well as to ensure prompt recovery time and minimal associated procedural risks, suggests that there is an unmet clinical need for new technologies aimed at treating or managing uterine fibroids.  The MRgFUS technology represents a valuable alternative to meet these needs.
	Thank you for your comment. Revised consultation document issued.



	58 
	Consultee 15
Patient
	2.5
	I chose this method to avoid invasive surgery: one fibroid was successfully treated, one was out of reach, so I eneded up with a TAH, which wasnt as bad as I thought. I feel ALL options should be open to women, so that they can make an informed choice: especially those women wishing to conceive.
	Thank you for your comment. Revised consultation document issued.



	59 
	Consultee 8
Patient Advocate

USA
	2.5
	Again, governments, insurance companies and the makers of the exablate machine need to pay for and conduct more long-term studies so that fertility can be proven.
	Thank you for your comment. Revised consultation document issued.



	60 
	Consultee 9
Patient 
	2.5
	I think all women would prefer a non-surgical option such as this if given the choice.
	Thank you for your comment. Revised consultation document issued.



	61 
	Consultee 11
Patient

USA
	2.5
	I think Focused Ultrasound Surgery is amazing, and I believe that fears of incisions, scaring, complications and long painful recovery times are now concerns of the past with this new technology which can treat not only uterine fibroids but diseases that affect almost everybody. If it wasnt for this treatment option I would have never have had the opportunity to have my quality of life restored. The fact that there is even still a chance of being able to conceive one day if I choose to is better then not being able to at all. I believe patients considering this treatment option need to have a much better understanding of what to expect and how their effort can be just as important as their doctors during treatment to make it a success.
	Thank you for your comment. Revised consultation document issued.



	62 
	Consultee 2

Patient 
	2.5.1
	2.5.1 Yes, preservation of fertility is pretty high.I found this was still important in women I met who already had completed their own personal quota of children- Some distressed because they were only offered a hysterectomy as they had one child/‘enough’ children. I am above a certain age and still want to be a mother.I have just done the relevant tests-my FHS?? has gone from 11.3 to 8 which I gather is a better score. The other results seem good too. I have promised to inform my doctor(from study) as and when I get pregnant and again when I have my child. I feel that the MRI FU gave me the window to be able to do this.I feel things would have been better with a different doctor. I also feel this is a good procedure to take in order that the level of invasiveness is reduced. There are many things in life that work for one that doesnt work for others, this should not stop others being given the treatment.I feel treatment should go from least to most invasive, where each procedure is checked against both the emotional and physical need.Eg I had many fibroids and symptoms and wanted to maintain fertility.The MRI FU could of and did help.I think a necessary step to where I am now.
	Thank you for your comment. Revised consultation document issued.



	63 
	Consultee 1

Manufacturer
	General 
	As a non-invasive procedure, MRgFUS does not require a stay in hospital, adverse event and risk of infection are low, and quality of life is rapidly gained/regained post-therapy with women often returning to work one or two days post procedure1. Also unlike hysterectomy, it offers the possibility of future pregnancies to women who have not completed their families, and does not carry the excess risk of cardiovascular disease which has been shown in women who have had a hysterectomy.
	Thank you for your comment. Revised consultation document issued.



	64 
	Consultee 1

Manufacturer
	General 
	MRgFUS does, of course, carry a risk of adverse events [AEs] and, like all uterine-sparing procedures for fibroids, there is a risk that additional treatments will be needed in the future. However, there are a number of key areas in which we think that the available evidence or the context in which it is interpreted lead to conclusions which are either explicitly or implicitly different from those currently reached by IPAC:

· changes in protocol and patient selection since the procedure was first performed. These have been shown to be associated with a significantly improved safety and efficacy; the evidence from studies using the current protocols for performing the procedure should be given more weight than those reporting outcomes using outdated protocols; 

· the rate and type of AEs associated with MRgFUS; 

· the efficacy of the procedure, particularly the proportion of women treated with MRgFUS who subsequently have additional treatments for uterine fibroids; 

· the outcomes of pregnancies post-MRgFUS in respect of length of gestation and method of delivery. 
	Thank you for your comment. Revised consultation document issued.



	65 
	Consultee 1

Manufacturer
	General 
	We detail in our comments the basis on which we think the guidance is not as accurate as the evidence warrants. 

We consider that the wording of the guidance is significantly more negative than that recently issued by the Committee for uterine artery embolisation (UAE) in November 2010 and provide some comparative data suggesting that IPAC has been inconsistent in its recommendations, relative to the evidence it has reviewed, with respect to the safety and efficacy of these two procedures. 

We propose various changes to the wording of the guidance which we consider more accurately reflects the available evidence and explain the logic behind the changes we suggest.
	Thank you for your comment. Revised consultation document issued.



	66 
	Consultee 1

Manufacturer
	General 
	As IPAC realises, the advantages of MRgFUS are that it is non-invasive, does not require a stay in hospital, and unlike hysterectomy quality of life is rapidly gained/regained post-therapy. UK Government policy is to reduce the number of hysterectomies performed, reflecting the fact this major surgery is frequently performed for a benign condition (uterine fibroids), removes the possibility of future childbearing which may be important to the many younger women who suffer from symptomatic fibroids, is expensive for the NHS, and has recently been shown (even without oophorectomy) to increase substantially the risk

that women aged 50 years or younger will have CVD later in life.2
Against this, of course, has to be weighed complications, adverse events [AEs], and effectiveness. In this respect, we think the Committee has overestimated the AEs and underestimated the effectiveness of the procedure and has a result is proposing guidance that is unnecessarily restrictive.
	Thank you for your comment. Revised consultation document issued.



	67 
	Consultee 1

Manufacturer
	General 
	There are a number of key areas in which we think that the available evidence or the context in which it is interpreted lead to conclusions which are either explicitly or implicitly different from those currently reached by IPAC: 

· changes in protocol and patient selection since the procedure was first performed. These have been shown to be associated with a significantly improved risk:benefit profile; the evidence from studies using the current protocols for performing the procedure should be given more weight than those reporting outcomes using outdated protocols; 

· the rate and type of AEs associated with MRgFUS; 

· the efficacy of the procedure, particularly the proportion of women treated with MRgFUS who subsequently have additional treatments for uterine fibroids; 

· the outcomes of pregnancies post-MRgFUS in respect of length of gestation and method of delivery. 
	Thank you for your comment. Revised consultation document issued.



	68 
	Consultee 1

Manufacturer
	General 
	Not all the relevant data available to support the safety and efficacy of MRgFUS have been published in peer-reviewed journals. As MRgFUS is not a new procedure, many patients are treated with MRgFUS in the course of normal clinical practice. In these circumstances, the measurement of outcome and completeness of follow-up is not as rigorous as in clinical trials. Some of the data in this document have not been published but are sourced from data that InSightec, the manufacturer of the ExAblate device which is used to perform MRgFUS, is obliged by the FDA to collect. The penalties on manufacturers and individuals for failing to collect data in accordance with US law are severe and we propose that such data has a status equivalent to published information. There is a recent and very relevant precedent: in the UAE overview, it was stated that data from Moss (2010) had “…not yet been published in a peer-reviewed journal but [had] been submitted to the Scottish Executive Health Department Chief Scientist Office.” (page 14) (http://www.nice.org.uk/nicemedia/live/11025/49546/49546.pdf). We propose that data submitted to the FDA has similar status.
	Thank you for your comment. Revised consultation document issued.



	69 
	Consultee 1

Manufacturer
	General 
	There have been changes in the protocols for delivering MRgFUS and patient selection. Reported MRgFUS data do not represent the current effectiveness of MRgFUS because initial treatments targeted only a limited amount of the fibroid disease. Restrictions were imposed by FDA on early clinical trials (eg Fennessy

3 and even the patients described in Taran in 20094): procedures could last only 120, then 180 minutes, no more than 33%, then 50%, of the fibroid could be treated, no more than 100 c.c. in one fibroid or 150 c.c. in total (if more than one fibroid treated), and a minimum margin of 15 mm had to be left between the sonication spot to the serosa to avoid unintentional heating of the serosa or organs immediately adjacent to the uterus. These restrictions had the effect of limiting the efficacy of MRgFUS. Experience with the procedure has led the FDA to relax its restrictions, and clinicians are comfortable performing the procedure with the aim of ablating a much larger proportion of the fibroids treated5, as well as working nearer the serosa.6
	Thank you for your comment. Revised consultation document issued.



	70 
	Consultee 1

Manufacturer
	General 
	In the Fennessy (2007)7 (continuing access) study, 160 patients were treated from April 2003 to November 2004. After the first 100 patients were treated, the protocol was modified with fewer restrictions, expanded treatment volume and the addition of an optional second treatment session (and showed greater effectiveness without a worse safety profile.
	Thank you for your comment. Revised consultation document issued.



	71 
	Consultee 1

Manufacturer
	General 
	Other changes are described by Okada et al8: 

the ultrasound beam targeting the fibroid is angled in order to reach as much fibroid volume as possible, while avoiding obstacles such as the bowel or pubic bone; 

the amount of energy, along with the method of energy distribution within the sonication spot, is optimized based on the thermal images in order to achieve high therapeutic temperatures within the target tissue; 

treatment sonications are planned to cover the entire fibroid volume, up to its edges, leaving minimal margins; 

the spatial distribution of the sonications are closely packed to eliminate significant ‘gaps’ between sonication spots; 

the entire device-accessible fibroid region is ablated. 
	Thank you for your comment. Revised consultation document issued.



	72 
	Consultee 1

Manufacturer
	General 
	The evidence reviewed in the overview clearly demonstrates the link between change in protocols and patient selection and efficacy, as summarised in Table 1.
	Thank you for your comment. Revised consultation document issued.



	73 
	Consultee 1

Manufacturer
	General 
	A proportional hazard regression model and survival analysis developed by Stewart et al shows that there is significant evidence that an increased NPV reduces the risk of undergoing additional fibroid treatment (P < 0.001).15 The % of patients who underwent alternative treatments (hysterectomy, myomectomy, UFE or an additional MRgFUS treatment) was analysed for a number of variables. The most significant one was the dependency on ablation volume, as a % of the total fibroid volume. The probability of additional treatment after MRgFUS has been substantially reduced as more and more fibroid ablation volume has been permitted by regulatory bodies. The higher the non-perfused volume, the lower are the risks for alternative treatments during 24 months post treatment, the higher the shrinkage and better symptoms improvement. In treatments where ≥ 60% of the fibroid volume was non perfused, 3% of the patients underwent alternative treatments at 12 months and 11% at 24 months. This compares favourably with other non-permanent treatments such as myomectomy and UAE.
	Thank you for your comment. Revised consultation document issued.



	74 
	Consultee 1

Manufacturer
	General 
	This experience is mirrored in an ongoing FDA-mandated study enhanced sonication. Enhanced sonications are high power pulses followed by no power, creating cavitation in the focus and enhancing energy absorption. This increase tissue ablation (46% larger than with normal sonications) and treatment effect. Results of the pilot study, conducted in 48 women between February 2007 and July 2008 revealed no Serious AEs, and an AE rate nearly one-third lower compared to the pivotal study.16
	Thank you for your comment. Revised consultation document issued.



	75 
	Consultee 1

Manufacturer
	General 
	It is clear from the literature reviewed by IPAC that the safety and efficacy of MRgFUS are better with current practice than they were with initial practice. We suggest that IPAC should give more weight to the reports of the results of MRgFUS where the patient is treated with current protocols than with older protocols. Studies assessing the safety and efficacy of MRgFUS using outdated treatment protocols do not capture the outcomes that would be achieved today based current practice. In this context, we consider that the guidance should acknowledge that MRgFUS has a low enough AE rate and a good enough efficacy rate to warrant a ‘normal arrangements’ recommendation similar to that published for UAE.
	Thank you for your comment. Revised consultation document issued.



	76 
	Consultee 1

Manufacturer
	General 
	Several changes in the way patients are prepared for treatment, in way the treatment is planned and in the interaction between patient and physician during treatment have been implemented to reduce the number of AEs and increase the efficacy.

These have been reflected in updated Information for Prescribers [IFP], a document which is governed by legal regulatory requirements and improved software and hardware which has undergone CE marking and FDA approval. These are described in detail in the IFP.17
These include skin shaving and improved acoustic coupling, implementation of Limited Energy Density Regions [LEDRs] to protect sensitive areas and organs etc.
	Thank you for your comment. Revised consultation document issued.



	77 
	Consultee 1

Manufacturer
	General 
	In relation to skin burns, the IFP states that “Improper acoustic coupling between the skin and the gel pad can result in undesired heating of the skin due to increased reflection of the ultrasound energy. Examples are air bubbles present in the skin folds and around the hair, or oil between the skin and the gel pad. There were five cases of first or second-degree skin burns during the pivotal study (conducted in 2002-2003). In all the cases of skin burns, the patients had hair in the sonication pathway. One patient also moved and decoupled from the acoustic gel. Undesired heating may also result from energy absorbing tissues in the beam path (such as excessive scarring or calcifications) or other foreign objects.
	Thank you for your comment. Revised consultation document issued.

.

	78 
	Consultee 1

Manufacturer
	General 
	The following actions are recommended to minimize the occurrence of skin burns: 

· have all hair from the lower abdomen to two centimetres below the crest of the pubic bone; 

· clean the skin on the abdomen with alcohol to remove oil on the skin; 

· examine skin for scars or skin irregularities; 

· limit patient movement by using restraints; 

· examine the MR planning images for air bubbles at the skin-gel interface and for skin folds prior to sonication. 
	Thank you for your comment. Revised consultation document issued.



	79 
	Consultee 1

Manufacturer
	General 
	Patient selection is now recognised as important in the successful application of MRgFUS for the treatment of UF18. Apart from excluding fibroids with a hyperintense MR signal,19 other considerations now taken into account by clinicians are: 

· obstruction of the ultrasonic beam obstructed by bone or loops of bowel; 

· patients with many (more than six) symptomatic UFs; 

· fibroids close to the lumbosacral plexus or to another bone surface; 

· fibroids > 10 cm diameter (if treated, two separate sessions of MRgFUS are generally used, or the patient pre-treated with GnRH to shrink the fibroid). 
	Thank you for your comment. Revised consultation document issued.



	80 
	Consultee 1

Manufacturer
	General 
	One of the major advantages of MRgFUS is the low rate of AEs compared to other treatment options20. A study by Gorny et alTable 2. A total of 33 AEs were recorded, of which 32 were minor (resolved with over-the-counter therapies) and only one (DVT) was major but resolved with anticoagulant therapy. A study by Gorny et al21  has been published in a peer-reviewed journal since the overview was prepared. This paper reports results from a case series of 130 patients treated at the Mayo clinic from 2005 to 2009. Treatment-related AEs occurred in 17 (13.1%) of patients. AEs are listed in Table 2. A total of 33 AEs were recorded, of which 32 were minor (resolved with over-the-counter therapies) and only one (DVT) was major but resolved with anticoagulant therapy.
	Thank you for your comment. Revised consultation document issued.



	81 
	Consultee 1

Manufacturer
	General 
	From data submitted to the FDA in the MAUDE database, the incidence of significant AEs following MRgFUS is < 0.23% in over 6900 patients treated. There have been no deaths or life-threatening events in clinical research protocols and normal commercial use.22 

Table 3 shows the incidence of AEs from clinical studies and reported to the FDA using the Society for Interventional Radiology [SIR] classification for severity in treating UAE23.
	Thank you for your comment. Revised consultation document issued.



	82 
	Consultee 1

Manufacturer
	General 
	Table 4 shows the breakdown of Category C AEs reported to the FDA; 80 (17%) of 466 patients experienced AEs requiring therapy and/or short term hospitalisation. Note that of 91 total events, eight were burns. In relation to these data, IPAC should note our introductory remarks regarding the admissibility of data from sources governed by US law.
	Thank you for your comment. Revised consultation document issued.



	83 
	Consultee 1

Manufacturer
	General 
	The breakdown of the 11 events in 10 patients (of 466) requiring prolongation of the procedure or rehospitalisation are shown in Table 5. No AEs resulting in permanent sequelae or death have been reported. The IFP for ExAblate, prepared under US law, and an integral part of labelling for ExAblate states (in August 2010) that:25
	Thank you for your comment. Revised consultation document issued.



	84 
	Consultee 1

Manufacturer
	General 
	“…more than 5000…treatments of uterine fibroids and adenomyosis [had been] performed. The [non-trial] experience with the ExAblate has indicated a higher safety profile compared to [that] observed in the Pivotal Study. Less than 0.1% of treated patients had a serious adverse event. Although one patient died from a pulmonary embolism following ExAblate treatment, the death was determined to be unrelated to the device and was attributed to the patient’s multiple risk factors, including blood clotting disorders, family history of clots, elevated BMI, undiagnosed lung cancer, and a lengthy flight prior to the procedure. 
Three cases of bowel perforation following the treatment have been reported. In one case, three days after her treatment, the patient underwent emergency surgery due to damage to her intestine. During the surgery, thermal damage to the patient’s intestine was observed and excised. The patient recovered and [was discharged] from…hospital. Based on investigation, this incident was the result of not following the instructions of the operator manual and IFP. One of the main reasons for this event is the movement of the patient that occurred in the middle of the treatment. The physician failed to notice this movement (using real time images and fiducials) and performed sonications directly on the patient’s intestine. 
	Thank you for your comment. Revised consultation document issued.



	85 
	Consultee 1

Manufacturer
	General continued
	Two cases of fibroids expulsion following the treatment were reported. In one case, a patient with a submucosal fibroid was treated, of which > 50% volume was in the uterine cavity. The treatment resulted [in] large nonperfused volume and…no adverse events. Three weeks later, during her third day of her menstrual period, the patient was admitted to the emergency room with profuse vaginal bleeding. On examination a "myoma nascence" protruding partially form an open uterine cervix was seen. The patient underwent a vaginal myomectomy followed by a curettage and was [discharged] the next day. Three weeks later the patient was without clinical complaints, and on vaginal ultrasound the uterus was without evidence of a fibroid.
	Thank you for your comment. Revised consultation document issued.



	86 
	Consultee 1

Manufacturer
	General 
	One case of a non-occlusive thrombus in a patient right leg one day post treatment, which [might] or [might] not be related to the ExAblate treatment. One patient experienced full skin burn post treatment, in a previous laparoscopic scar area. During this treatment, the patient did not complain of pain. 
The other adverse events that were reported in [normal clinical] practice were no different [from] the already established safety profile, and included mainly mild to moderate skin burns, nerve stimulation, and vaginal bleeding or abdominal pain.”

The requirements of US law mean that this summary can should taken as a definitive statement of AEs in non-trial situations.
	Thank you for your comment. Revised consultation document issued.



	87 
	Consultee 1

Manufacturer
	General 
	Newer series (quoted in the overview) in which mean NPV ratios are ~60% have reported cumulative reintervention rates of 14% at 24 months.26 This is similar to the proportion having additional treatments after UAE (as expected since both treatment options are uterine-sparing).
	Thank you for your comment. Revised consultation document issued.



	88 
	Consultee 1

Manufacturer
	General 
	Gorny et al have reported that eight (6.2%) of the patients had an additional procedure (seven hysterectomy and one endometrial ablation) within one year of the MRgFUS procedure.27 An additional three patients had their leiomyomata removed incidentally at the time of a surgery performed for other conditions: one woman underwent hysterectomy during surgery for an ovarian cyst, one underwent myomectomy during surgery for a pancreatic tumour, and one underwent hysterectomy when a Papanicolaou test could not be performed (this patient reported 85% improvement in her leiomyoma symptoms after MRgFUS). Among the remaining 119 patients, 92 (77.3%) had at least one year of follow-up after MRgFUS. At 6, 9, and 12 months after MRgFUS, the cumulative incidences of alternative treatment (based on all 130 patients) were 0%, 2.6%, and 7.4% respectively.
	Thank you for your comment. Revised consultation document issued.



	89 
	Consultee 1

Manufacturer
	General 
	Gorny et al have reported the results of 12-month outcomes in a case series of 150 women treated with MRgFUS.Table 6 and Table 7. Among women who were interviewed at 3 and 12 months, 86% and 87% (respectively) reported symptom improvement. 28 Symptom relief is shown in Table 6 and Table 7. Among women who were interviewed at 3 and 12 months, 86% and 87% (respectively) reported symptom improvement.
	Thank you for your comment. Revised consultation document issued.



	90 
	Consultee 1

Manufacturer
	General 
	Internal InSightec data on pregnancies reported from all sites worldwide are shown in Table 8.
	Thank you for your comment. Revised consultation document issued.

	91 
	Consultee 1

Manufacturer
	General 
	Of 48 live births, 65% were vaginal deliveries and 35% were caesarean deliveries. 96% of the births were at term. 

During the pregnancies none of the following were seen: 

· uterine rupture; 

· preterm labour; 

· placental abruption; 

· abnormal placentation leading to foetal growth restriction. 
	Thank you for your comment. Revised consultation document issued.



	92 
	Consultee 1

Manufacturer
	General continued
	In the series reported by Rabinovici et al, 57% of 54 pregnancies had no maternal or neonatal peripartum complications. Direct pregnancy complications did not appear to differ from commonly experienced pregnancy complications such as unexplained vaginal bleeding and gestational diabetes. Placental praevia was reported in 9%. Unlike case reports following UAE, both women had prior uterine surgery, a risk factor for placenta praevia.30
	Thank you for your comment. Revised consultation document issued.



	93 
	Consultee 1

Manufacturer
	General continued
	We recognise that IPAC remit is not to conduct comparative reviews of the safety and efficacy of procedures. However, this is clearly in practice not the case. The overview includes the paper by Taran et al31 comparing MRgFUS and hysterectomy. On general grounds, it must be the case that IPAC assesses the balance of risks and benefits in the context of therapeutic options available to treat a condition.
	Thank you for your comment. Revised consultation document issued.



	94 
	Consultee 1

Manufacturer
	General 
	IPAC has recently issued guidance on UAE: we suggest that the wording of the guidance on these two procedures should reflect their respective evidence bases, since these two procedures which are used to treat the same condition in similar populations. We argue this on two grounds: first, that for women and doctors, patients considered for UAE or MRgFUS are likely to be considered also for the other procedure; second, that on general grounds IPAC should be consistent in the way which findings are su7mmarised.
	Thank you for your comment. Revised consultation document issued.



	95 
	Consultee 1

Manufacturer
	General 
	We consider that the wording of the proposed guidance on MRgFUS is negative when compared with the wording of the recent guidance on UAE, and we believe that this difference is not justified by the available evidence for these procedures. To support these, we summarise some high-level data comparing the effectiveness and safety of UAE and MRgFUS.
	Thank you for your comment. Revised consultation document issued.



	96 
	Consultee 1

Manufacturer
	General 
	By way of background, there are good reasons to expect the safety of MRgFUS to be good when compared to UAE: MRgFUS targets and destroys only the fibroid, whereas UAE cuts off all blood to the uterus, not specific to fibroids and may cause damage to other bodies in uterus. UAE damages normal uterine tissues but exploits the differential recovery ability between these tissues and fibroids following arteriolar ischaemia.32
	Thank you for your comment. Revised consultation document issued.



	97 
	Consultee 1

Manufacturer
	General 
	In considering the AE’s reported for UAE and MRgFUS, IPAC should bear in mind that UAE was introduced in the US under the FDA’s 510(k) procedure, which permits the manufacturer to submit less evidence in support of the efficacy and safety of a product if it can demonstrate ‘equivalence’ to a technology already on the market. In the absence of an existing equivalent technology, MRgFUS was required to satisfy the requirements of the Pre-Market Authorisation [PMA] procedure, which imposed much higher standards of proof with respect to efficacy and safety. Because of this, AE reporting requirements for MRgFUS have been much more rigorous than those that were required for UAE.
	Thank you for your comment. Revised consultation document issued.



	98 
	Consultee 1

Manufacturer
	General 
	A number of general adverse effects are expected with UAE; these include post-embolization syndrome [PES], two to four weeks of non-purulent vaginal discharge, transient vasomotor symptoms (hot flushes) probably related to the temporary interruption of normal ovarian hormone production, constipation, cramping, and spontaneous fibroid tissue expulsion not requiring assistance.33 PES occurs as part of the immune response to the embolization of a solid organ during the first month after UAE;34 it presents with transient low grade fever, pain, nausea, and fatigue lasting from a few hours to a few days.35. Infarction of fibroids begins immediately following UAE and generally causes several hours of moderate to severe pelvic pain, cramping, and nausea. Management based on aggressive sustained treatment with a non-steroidal analgesics, narcotics and antiemetic drugs allows discharge of most of the patients within 48 hr after treatment.36
	Thank you for your comment. Revised consultation document issued.



	99 
	Consultee 1

Manufacturer
	General 
	Overall, reported perioperative complication rates are 5 to 11% and include allergic reaction to contrast matter, injury to femoral nerve or uterine artery, groin haematomas, pulmonary embolism, arterial thrombosis, bowel necrosis, sepsis and death.37
	Thank you for your comment. Revised consultation document issued.



	100 
	Consultee 1

Manufacturer
	General 
	An infarcted fibroid is expelled in up to 10% of patients. Transcervical passage of an infarcted myoma is the most common complication requiring surgical intervention; it occurs approximately in 2.5% of patients treated with UAE, when a partially infarcted fibroid remains firmly attached to the uterine wall and requires hysteroscopic resection or dilatation and curettage.38
	Thank you for your comment. Revised consultation document issued.



	101 
	Consultee 1

Manufacturer
	General 
	Endometritis/uterine infection is a serious complication with reported incidence of 1 to 2%.39 The rate of hysterectomy subsequent to UAE ranges between 0.25% and 1.6% and is generally attributed to infection pain and bleeding.40 Deaths from overwhelming sepsis have been reported.41
	Thank you for your comment. Revised consultation document issued.



	102 
	Consultee 1

Manufacturer
	General 
	Another potential risk of UAE is treatment-related ovarian failure as result of embolization of the ovarian blood supply. Ovarian failure has been reported in 2 to 14% of UAE patients.42 Ovarian failure has been found to be related to an increased rate of CVD in women under the age of 50 who underwent hysterectomy.43
	Thank you for your comment. Revised consultation document issued.



	103 
	Consultee 1

Manufacturer
	General 
	IPAC will doubtless have noted, although this is not clear from the UAE guidance, that the joint Standards of Practice Committee of the Cardiovascular and Interventional Radiological Society of Europe and the Society of Interventional Radiology considered the desire to maintain childbearing potential to be a relative contraindication to UAE; nor does ACOG recommend UAE for women who desire future fertility.44 Table 9 summarises the AEs for UAE (and, for completeness, myomectomy) as well as the data on MRgFUS displayed in Table 3.
	Thank you for your comment. Revised consultation document issued.



	104 
	Consultee 1

Manufacturer
	General 
	The results of Taran et al47, which we remind the Committee are based on protocols from 2002 that are less effective and safe than current protocols, should be interpreted in the context of two recent publications of UAE vs surgery.
	Thank you for your comment. Revised consultation document issued.



	105 
	Consultee 1

Manufacturer
	General 
	Moss et al48 compared the long-term results of UAE with surgery for 157 women with symptomatic UF in a randomised multicentre trial in the UK (106 patients to UAE, 42 to hysterectomy and nine to myomectomy). There were no significant differences between groups in any of the eight components of the SF-36 scores at 5 years (minimum P = 0.45). Symptom score reduction and patient satisfaction with either treatment was very high, with no group difference. Rates of AEs were similar in both groups (19% embolization and 25% surgery; P = 0.40). The five-year intervention rate for treatment failure or complications was 32% (UAE arm) and 4% (surgery arm), respectively. The authors concluded that “…[t]he less invasive nature of UAE needs to be balanced against the need for re-intervention in almost a third of patients. The choice should lie with the informed patient.”
	Thank you for your comment. Revised consultation document issued.



	106 
	Consultee 1

Manufacturer
	General 
	In a systematic review and meta-analysis of four RCTs of UAE vs hysterectomy/myomectomy (N = 515), van der Kooij et al49 showed that short-term results favoured UAE (less blood loss, shorter hospital stay and quicker resumption of work) but mid- and long-term results showed comparable HRQoL results and a higher re-intervention rate in the UAE group. Both the UAE and surgery groups were equally satisfied in the long-term. The authors concluded that: “UAE has short-term advantages over surgery. On the mid- and long-term the benefits were similar, except for a higher re-intervention rate after UAE.”
	Thank you for your comment. Revised consultation document issued.



	107 
	Consultee 1

Manufacturer
	General 
	Successful completion of pregnancy has been reported in 59% of the women who conceived after UAE.50 However post-UAE pregnancies were reported to involve an increase in caesarean section (72.7%); increases in preterm delivery (18.2 to 29%); postpartum haemorrhage (18.2%), and spontaneous abortions (30.4%). Abnormal placentation was also found in 12.5% of post-UAE pregnancies.51
	Thank you for your comment. Revised consultation document issued.



	108 
	Consultee 1

Manufacturer
	General 
	Homer and Saridogan published a review of pregnancy outcomes after UAE for fibroids.52 Two of the key conclusions of that review were: data on pregnancy following uterine artery embolisation (UAE) are scarce, with just over 200 pregnancies and 138 live births reported to date; the weight of retrospective data and two small prospective trials of UAE versus surgical intervention suggest increased levels of adverse pregnancy outcomes following fibroid embolisation.
	Thank you for your comment. Revised consultation document issued.



	109 
	Consultee 1

Manufacturer
	General 
	The most comprehensive review on pregnancy outcome following UAE reported on 53 pregnancies and found that they were significantly more likely to be complicated by malpresentation (P = 0.046; OR 4.3; CI 1.0–20.5) and preterm delivery preterm delivery (P = 0.008; odds ratio [OR] 6.2; CI 1.4–27.7) than pregnancies that arose following laparoscopic myomectomy.

53 There was also a non-significant trend towards higher rates of spontaneous miscarriage (P = 0.175; OR 1.7; CI 0.8–3.9) and postpartum haemorrhage (P = 0.093; OR 6.3; CI 0.6–71.8) and delivery by caesarean section (P = 0.662; OR 1.2; CI 0.5–2.6). 
	Thank you for your comment. Revised consultation document issued.



	110 
	Consultee 1

Manufacturer
	General 
	The authors noted women undergoing UAE were significantly older and possessed significantly larger fibroids than women having laparoscopic myomectomy. Both of these features are associated with increased rates of adverse effects in pregnancy and therefore Goldberg et al were uncertain how much is attributable to UAE and what proportion to the confounding factors of higher maternal age and differences in fibroid characteristics.
	Thank you for your comment. Revised consultation document issued.



	111 
	Consultee 1

Manufacturer
	General 
	Table 10 compares the outcome of pregnancy in MRgFUS and UAE (with general population data, for completeness) in respect of delivery by caesarean section, premature births, and spontaneous abortions. These are important parameters: premature delivery is associated with low birthweight, with consequences for health and health service costs which are well known; caesarean section is a less desirable method of delivery in terms of both costs and health; and spontaneous abortions are clearly an undesirable outcome of pregnancy. Table 10 shows that:

· MRgFUS has a much lower rate of caesarean section than UAE; 

· MRgFUS has a much higher rate of term births than UAE. This rate is similar to the general population; 

· MRgFUS has a much lower rate of spontaneous abortion than UAE. 
	Thank you for your comment. Revised consultation document issued.



	112 
	Consultee 1

Manufacturer
	Overview
	We are seriously concerned that none of the Specialist Advisers had performed MRgFUS. §3.3 of the IP Process Guide states that “The Committee is assisted by Specialist Advisers, who are clinicians involved in the use of identified interventional procedures” [highlights ours]. §3.2.4.1 of the IP Methods Guide states that “In order to minimise the potential for bias in evidence presented to the Committee, Specialist Advisers are sought from a range of backgrounds, including clinicians with varying degrees of experience in performing the procedure and those who have not been involved in performing the procedure but who have expert knowledge of the relevant specialist field” [highlights ours]. 
	Thank you for your comment. Revised consultation document issued.



	113 
	Consultee 1

Manufacturer
	Overview continued
	It also appears that none of the Specialist Advisers was a gynaecologist: this is particularly remiss since §1.3 recommends that a multidisciplinary team including a gynaecologist be involved. We are aware that Specialist Advisers are nominated or approved by their professional bodies but we consider that NICE has a responsibility to ensure that the panel of Specialist Advisers used is ‘fit for purpose’ and should have sought to remedy this given that it was not the case. We can see no good reason why at least one Specialist Adviser who had performed the procedure was not chosen: the team at St Mary’s regularly perform MRgFUS, and if they were unavailable, clinicians with experience of the procedure outside the UK could have been used. We believe that IPAC has failed to follow its published processes adequately.
	Thank you for your comment. Revised consultation document issued.



	114 
	Consultee 1

Manufacturer
	Overview continued
	The preamble to the provisional guidance states that “…IPAC has considered the available evidence and the views of Specialist Advisers, who are consultants with knowledge of the procedure” [highlighting ours]. This is clearly not the case. 

We consider that the failure to include in the panel advising IPAC any Specialist Adviser who had performed the procedure has resulted in an overview which has failed to capture a range of key issues which we have highlighted in the present document. This in turn has resulted in guidance whose tone is unnecessarily negative and which does not give as clear and accurate a view of the procedure as patients and doctors deserve.
	Thank you for your comment. Revised consultation document issued.



	115 
	Consultee 12
Specialist Adviser
	General 
	joint grant holder FEMME trial ( myomectomy vs uterine artery embolisation 2011 HTA
	Thank you for your comment. Revised consultation document issued.

	116 
	Consultee 16
Patient

USA
	General 
	I had a myomectomy in 1999 and a miscarriage in 2001
	Thank you for your comment. Revised consultation document issued.

	117 
	Consultee 16
Patient

USA
	General 
	I have had mymetomy in 1999 and an etopic pregancy in 2001 on my right side Im currently having the heavy bleed again. I was told they would come back looking other options beside a mymetomy
	Thank you for your comment. Revised consultation document issued.



	118 
	Consultee 8
Patient Advocate

USA
	General
	I was plagued with a large fibroid for four years. Â My main symptom was heavy bleeding (to the point of blood transfusion and iron supplements), but as it grew, I also had pressure on my bladder and bowel, causing frequent urination and irritable bowel syndrom (leading to an anal fissure and lancing of extremely painful thrombosed external hemmorhoids). Â When birth control pills, accupuncture, iron supplements and change of diet did not resolve the issues, I had an unsuccessful vaginal myomectomy which resulted in the removal of one smaller fibroid and two small polyps, but the main fibroid was too large to remove this way, and I bled for two months straight after the procedure. Â Every OB GYN I saw recommended either vaginal myomectomy or UAE. Â I did not want to endure any more pain than I already had, and I could not afford to take off 4-6 weeks recovery time from my job, when I found out about MRG FUS. Â I went to UCLA and after consulting with their radiology dept. and and OB GYN, was told I was a great candidate for the procedure. 
	Thank you for your comment. Revised consultation document issued.



	119 
	Consultee 8
Patient Advocate

USA
	General 
	Â In September 2009, I had the procedure done at UCLA. Â I had no pain, no side effects, and was back to work the next day. Â I felt instant relief from the pressure on my bladder and bowel, and over time, the bleeding during my periods lessened somewhat, but over time, the bleeding worsened again. Â One year later, UCLA agreed to do the procedure again, as they had only been able to treat 70% of my fibroid the first time around (given the time constraints set by the FDA). Â After I had the procedure done a second time (May of 2010), again with no pain and returning to work the next day, I finally got the relief I was seeking from my heavy bleeding. Â My periods have gone from being heavy for 10-14 days straight, to only 1-3 days of heavy bleeding, and a light period for a few more days after that. Â I am no longer anemic, and dont even have to take iron supplements. Â I am hoping to get pregnant in the next three years (hopefully before I turn 40), and am hopeful that this is still a possibility. Â This procedure has made my quality of life improve immensely. Â I dont have to worry about bleeding through my clothes every time I go to work or go out, or go to the gym, or have sex, or any of the other things every woman should be able to do, free from this kind of embarassment and discomfort.
	Thank you for your comment. Revised consultation document issued.



	120 
	Consultee 8
Patient Advocate

USA
	General 
	Â The only negative I experienced was that my insurance company refused to pay for the procedure. Â I was lucky and got my father to pay for it, but I know lots of women who cannot afford to pay for it themselves and whose insurance companies are telling them their only options are invasive ones. Â This makes no sense to me, as obviously the side effects, recovery time, and cost of this procedure make it far superior to the more invasive myomectomy, hysterectomy and UAE that so many doctors are encouraging women to have. Â In America, it boils down to one thing, and that is a womans CHOICE. Â In recent years our government has attempted to take away our choices, but I am begging and pleading with them to take more of an interest in womens health, and push insurance companies and doctors to allow women to have MRG FUS to rid them of the fibroids that plague them.
	Thank you for your comment. Revised consultation document issued.



	121 
	Consultee 3

NHS Professional
	General 
	At present we at St Marys have a number of research projects funded by the manufacturer of this technology (Insightec Ltd).
	Thank you for your comment. Revised consultation document issued.

	122 
	Consultee 13
Director of ExAblate Training Centre, Korea
	General
	I am writing to you because my experience is not reflected by the draft guidance published on your website and I feel that it will limit access of patients to a valuable treatment option.

I have treated 501 patients with MRgFUS over five years at the Department of Diagnostic Radiology, CHA Bundang Medical Center, CHA University, Gyunggi-do, South Korea. I have also eight published papers in the field as the corresponding or the first author.
	Thank you for your comment. Revised consultation document issued.



	123 
	Consultee 13
Director of ExAblate Training Centre, Korea
	General
	IPAC will appreciate that treating cases in normal clinical practice does not allow follow-up to be as complete as in clinical trials, but with this caveat I am aware of only 15 cases of additional treatments within one year of treatment. The most common reason for this is hypervascularity of fibroids: patient selection is the key to avoiding these, but in some cases patients insist on MRgFUS treatment even if the prospects are not as good as they might be with more favourable fibroids.

Although we do not routinely and systematically measure outcomes in our non-trial patients, many women come to my clinic as a result of recommendations by patients who have had MRgFUS treatment recently. My clinical experience is that there is a high level of satisfaction among my patients.
	Thank you for your comment. Revised consultation document issued.



	124 
	Consultee 13
Director of ExAblate Training Centre, Korea
	General
	Eighteen patients treated by me with MRgFUS have become pregnant. There were eleven live births, of which 9 were at full term and two premature. Eight of these eleven cases (72%) were normal spontaneous vaginal deliveries. One delivery was an elective (patient choice) cesarean section and two pregnancies (2/11, 18%) were premature deliveries, both by cesarean section: in one case, for pre-eclampsia, and in one case from placenta previa. The cesarean section rate in this series was therefore 3/11 (28%), including one resulting from patient choice. In two cases, the pregnancy was unwanted and the patient elected to have a termination. In one case, the patient spontaneously aborted, but subsequently became pregnant again and delivered successfully vaginally at term (included in the 11 patients who delivered successfully, described above). At the time of writing, four pregnancies are ongoing.
	Thank you for your comment. Revised consultation document issued.



	125 
	Consultee 13
Director of ExAblate Training Centre, Korea
	General
	We are now treating fibroids near the endometrium. Initially this was prohibited. This is beneficial in terms of symptom improvement. I believe that it would be helpful if the guidance were to emphasize the need for doctors performing this procedure to be trained in it and to use the equipment in accordance with the manufacturer’s instructions for use, rather than to seek to limit clinicians and informed patients if they agree that this is the most appropriate option.

In our view, MRgFUS is a good treatment option for younger women who want to preserve their fertility because they have not yet completed their family.
I hope these comments will help the Committee to draft guidance which maximises the access of women with uterine fibroids to this non-invasive procedure consistent with the evidence of its safety and efficacy.
	Thank you for your comment. Revised consultation document issued.



	126 
	Consultee 17

Clinical Director Radiology, Australia


	General


	Since May 2009 I have personally treated 106 patients at The Royal Women’s Hospital, Melbourne and The Focused Ultrasound Centre, FMIG Hawthorn. Over the last 2 years we have trained 3 Radiologists to perform the procedure and plan to commence training our first Gynaecologist in the procedure in September 2011.

At the Royal Women’s Hospital we have recently analysed our 2 year data which I believe will assist you in formulating your provisional guidelines.Results:
 

1. Between 15-May-2009 and 06-Apr-2011 - There were 104 UF treatments for 100 patients. 

1. 4 patients had large fibroids and were planned in advance to have 2 sessions 

2. Age: 42+/-7 

2. Pre-Treatment fibroid volume: 185 +/- 174 cc (Range 2 – 1109 cc) (n=100) 

3. NPV (of treated volume): 

1. Immediately post treatment: 67% +/- 25% (n=100)   

2. 4M FU: 40% +/- 33% (n=74) 

3. 12M FU: 24% +/- 24% (n=32) 

4. Shrinkage (of treated volume) 

1. 4M FU: 29% +/- 32% (n=74) 

2. 12M FU: 38% +/- 45% (n=32) 

5. QOL (Symptom Severity Score, scale 0-100): 

1. At baseline (n=97): 59 +/- 21 

2. 4-6 weeks (n=69): 46 +/- 22 

3. 4 months (n=65): 37 +/- 22 

4. 6 months (n=43): 34 +/- 22 

5. 12 months (n=31): 32 +/- 17 

6. When comparing the QOL decrement between the different time points to baseline they were all found to be statistically significant: 

1. Difference at 4M – p<0.001 

2. Difference at 6M – p<0.001 

Difference at 12M - p<0.001
Adverse events

We have had no cases of any burns. We have had no serious adverse events requiring hospitalization or emergency surgery.

All adverse events were related to claustrophobia or patient discomfort related to preexisting shoulder or back complaints causing cancellation of the procedure prior to any treatment.

Alternative treatment Rate

A total of seven out of the 100 treated patients underwent alternative treatments following MRgFUS.

Two patients had hysterectomies at 7.5 and 12 months post MRgFUS treatment respectively. Four patients had myomectomies, but in one of these patients, the fibroid removed was not the fibroid treated with MRgFUS. The remaining three patients had myomectomies at 4, 6 and 10.5 months post treatment. One patient elected to have uterine artery embolisation 11 months after MRgFUS.

Clinical Efficacy

Our clinical experience is that there is a high level of satisfaction among MRgFUS patients following treatment. Our results show a mean symptom severity score improvement of close to 50% at 12 months follow up.Pregnancy

We have had two successful pregnancies following MRgFUS both uncomplicated and resulting in live term healthy babies. One baby was delivered by normal vaginal delivery the other by elective Caesarian section.

We now counsel our patients that normal pregnancy outcomes and normal vaginal deliveries are possible following MRgFUS.

Use in younger women

The mean age of treated patients was 42 years old. Almost all of these women expressed a desire to preserve their uterus in the hope of preserving their fertility. It is our opinion that that MRgFUS is in fact an excellent option for younger women wishing to preserve fertility as there is no risk of hysterectomy, premature ovarian failure nor have there been any reports of abnormal placentation leading to IUGR or uterine rupture which may complicate more invasive treatment options.

We hope our clinical experience will assist the Committee in its task to draft guidelines reflecting the widespread safe and effective use of this non-invasive procedure for uterine fibroids.
	Thank you for your comment. Revised consultation document issued.

	127 
	Consultee 6
Patient Group
	General
	Fibroid Relief represents the interests of over 672 million women (or 20% - 30% of women worldwide) who will develop fibroids during their lifetime. This staggering statistic alone demonstrates the need for a wide range of treatment options for this significant health issue.  We are committed to educating women on all available treatment options, particularly those that are viable alternatives to hysterectomy, and empowering them to take action to find the best option for their needs.  We believe that MRgFUS is a treatment option that has many benefits to women – it is non-invasive, uterine sparing, requires no overnight hospital stay, and enables patients to return to their normal activities within a day.

In support of uterine fibroid patients, we encourage you to expand your positive review MRgFUS, and provide access to all women suffering from fibroids through the NHS. 
	Thank you for your comment. Revised consultation document issued.



	128 
	Consultee 5
Patient Group
	General 
	The Focused Ultrasound Surgery Foundation (FUSF) is an independent global non-profit organization dedicated to accelerating the development and adoption of patient treatments using this technology. Â We are primarily funded through philanthropic donations by individuals who support our scientific collaboration, translational and clinical research, education, and patient outreach initiatives. We receive minimal funding from industry. You can learn more about our mission and programs at http://www.fusfoundation.org/
	Thank you for your comment. Revised consultation document issued.



	129 
	Consultee 14
NHS Professional
	General 
	I act as an occasional paid consultant to Insightec
	Thank you for your comment. Revised consultation document issued.
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