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(0:00:00:0)
TWINK MACARAIG (TM): Good afternoon everybody, I am Twink Macaraig and I will be your moderator for today’s session or this afternoon session.  It is titled “What is HER2 Breast Cancer.”  It will be delivered by a Diplomate and Fellow, Philippine College of Physicians; a Diplomate and Fellow of the Philippine Society of Medical Oncology; a Fellow of Philippine Society of Oncologist; Section Head of Medical Oncology of Davao Doctor’s Hospital and Southern Philippines Medical Center.  She is Dra. Felycette Gay Martines-Lapuz a native of Davao no less, welcome her everybody.

(0:00:50.0)
AUDIENCE: (applause)

(0:00:53.9)
DRA. FELYCETTE GAY MARTINEZ- LAPUZ (FML): Thank you, Twink for the introduction.

(0:00:55.7)
(TM): Well, first I would like to because I myself am not familiar what is HER2 cancer is and so I was asking her earlier and I do not know if you share my curiosity.  But why doctor, why was there a need to have this particular session on HER2 cancer?
(0:01:18.3)
(FML): Yes, first is difficult to follow a coping session.  Everybody so up there and I have to bring you down and be technical.  I have few slides, and the slides will tell you why you need to know, why you have to be tested for HER2/neu.

(0:01:38.7)
(TM):  But Doctor, we have all these breast cancer patients and survivors here already are you telling me that they may might not realize that they have HER2 cancer? 
(0:01:53.0)
(FML): Well, it depends on their doctor if they are tested for this.  That is why this is actually the gist of what a lecture is about - that you need to have a HER2 test as part of your diagnosis of breast cancer.  Sometimes you just know you have breast cancer but you have to know the subsets.  The need to know is because this will help in your prognosis and this will help in deciding what your treatment plan should be.

(0:02:21.7)
(TM):  Well frankly Doctor,  I myself had a breast cancer diagnosis but I do not know whether my cancer is HER2.  Hala! Who’s fault is that? Hala! What does that mean?

(0:02:39.3)

(FML):  Well, I suggest you have it tested to find out.

(0:02:43.4) 
(TM):  Well then, I am sure that I am not the only idiot here. There are others out there who probably also did not know or understand the need to be tested for HER2.  So, all of you out there just like me I suggest that we give a great listen to what Dra. Gay has to say and here she comes. 

(0:03:07.3)

(A):  (Applause).
(0:03:13.6)
(FML): Thank you! The light was in my eyes that I could not see anything.  Anyway, as I said earlier this is quite a technical lecture.  When they ask me to lecture this topic, this is difficult this is even difficult for doctors’ non-medical oncologist to understand it will be more difficult for you.  But I have take home message which is very important.  So, bear with me for the next few minutes I have few slide for you. 

The title of the topic is what is HER2/neu Breast Cancer? So, I am sure to the day you have seen the statistics of what breast cancer is.  It is the number one leading cancer in the world, number one leading cancer in the Philippines.  Next please, and it is grows at the rate of three percent per year according to the Philippine Cancer facts and statistics.  If you look at the board in 2008 that was the number of patient with breast cancer and in 2010 you can see the big increase and maybe because it is attributed to early detection and on the screening that we are doing.  
Again looking at all the cancer site in the Philippines, breast cancer will rank as number one.  Okay, just a run down on what the risk factors are.  I am sure you heard it again in Breast 101 this is emphasize again and again.  One is the History of Breast Cancer.  So, if you have breast cancer for most you who are survivors here you have  a 0.5% to 0.7% per year from the time that you have been diagnosed to develop a second breast cancer and so that translate it to 10% to 15% incidence of developing a new cancer within the 20-year period. 
That is why even after you have been diagnose vigilance is very important: your follow-up, your mammogram, your screening because of that risk.  
The second is the Family History of Breast Cancer especially in first degree relatives so if you have a sister, a daughter or a mother who have had breast cancer, then the risk is about two to four times that of the general population. If your relative develop breast cancer at the young age that is age 30s and bilateral breast cancer, the risk is become nine times more.  

Next is benign breast cancer so for those of you who had cyst or adenoma these are actually not malignant and these are not precursors they do not develop into malignancies.  What you should watch out for are the hyperplasia.  The hyperplasia are the ones that have increase in the number of cells so if you have a breast biopsy that says  you have hyperplasia and then you have to watch out and monitor.  It is not yet cancer but it can be a precursor.  

Next is early menarche and late menopause meaning to say you have early time to start menses and a long period of time before you develop menopause.  And again this is related to estrogen bombardment so have estrogen for long period of time which has been attributed to be a risk factor.  And at the same time late first pregnancy or no pregnancy will be under the same explanation you have continues bombardment of estrogen because when you get pregnant there is no estrogen production so there is a rest but if you are never been pregnant or your first pregnancy was at the age thirty and above then the risk for developing breast cancer is higher that is about two to four times the average.  
Exogenous estrogen this are your hormone replacement therapies right now there is a late between the development of breast cancer and hormone replacement therapy especially on prolonged cues.  So, you have to weigh the need for this hormone replacement therapy as against the risk factors of the developing breast cancer and the other factor of lifestyle, alcohol consumption, weight gain, dietary fat intake, and physically in activity. There is soft correlation so this is not as proven as the one mention above but the keys you should watch out for this.

Let us now go to the meat of my lecture.  When you see your Medical Oncologist as my patient’s in this group will attest, we give you a list of what your good factors are and your bad factors, and from there we decide if you need further treatment or if surgery is enough.  This is what we call the tumor prognostic factors; we look at your tumor size.  You see histopath report?  The histopath report will gave you a tumor size.  If your size is more than five centimeters and then that is bad prognostic sign.  

Next, we look up the involvement of your lymph node are these nodes that we are taken but your surgeon are non-involved, meaning to say there is no cancer in the lymph nodes or there is cancer in the lymph nodes.  And we determine the number of nodes involved and of course when you have involvement on the lymph nodes this gives you poor prognosis than when do you have involvement.  

Next, we look at the grade of your tumor.  How does your tumor look in comparison to a normal cell that what is we called the grade.  So, we have three grades we have well differentiated tumor, moderately differentiated tumor, and poorly-differentiated tumor.  When you say that is well differentiated, it is looks more like a normal cell with a little abnormality.  As you go ahead and then get poorly differentiated tumor, these are those that look entirely different from the normal cell.  This again will give you poor prognostic factor.  
Next you look up all the others.  Is  there a lymphatic invasion that means to say the track to the lymph nodes, even if the lymph nodes are not yet involve but the track going to lymph nodes already have tumors cells, again that is a bad prognostic factor.  You look at vascular invasion, meaning to say the blood vessels, are there tumor cells in the blood vessels, because this is the way that can be spread to the other organs.  Peripheral invasion towards the nerves of the area of the nerves, so, these are the things that are important and will help your doctor decide on what else to do.  
As Twink mentioned there are things that need to be done aside from just looking at the tumor and this is now getting what we called a breast panel.  The breast panel will consist of your estrogen receptor assay, your progesteron receptor assay and you’re HER2/neu.  For ER/PR which has been in practice for several years, so I think most of you had ER/PR status taken.  Now, the HER2/neu is a relatively new test so for those of you who have been diagnosed 20 years ago maybe 15 years ago, we did not have the test yet.  But for those of you have been diagnosed in the last five years it is mandatory that you have HER2 test done.  
Now, let me explain what HER2 is first.  The HER2 is a gene in the normal state it stands for Human Epidermal Growth Factor 2.  It is a gene that is located on chromosome 17 as you know we all made of chromosomes and DNA’s.  What does it do in the normal state?  It sends signal to the cells of the body telling them to grow, divide and make repair so it is very important.  It controls growth in the body.  A healthy breast has two copies of HER2 gene.  This is how it looks in a cartoon, those two entwined things there; those are the copies.  So you are supposed to have two copies that is in charge of growth, dividing and taking care of cells in the breast cancer cells.  
When this gene becomes abnormal this is what happens and these occurs about 20% to 30% of breast cancer patients, wherein, you will now have more than two copies of the gene.  So, if the gene with two copies causes division what about a lot of copies, then there will be more division.  What happens if there is an over production of HER2 protein?  This now, which is abnormal, will stimulate the cancer cell to grow and divide much too quickly and out of control.  So, again the cartoon which is the next, this is how it looks if you compare it to the first cartoon, they were only two now you have a lot because you have more than two copies and so what happens when this occurs.  So this is what happen, in the back ground now is the tumor.  So, that is what HER2 can do to you.  
What is the significance clinically? It shows that HER2/neu disease is an aggressive disease.  Meaning to say, you have an increased risk of recurrence and spread, there is decrease survival compared to the ordinary non-HER2/neu disease.  One of the important things for your doctor is it influences the choice of drugs that your doctor will use.  It is considered to be Tamoxifen resistant. Even if you are ER/PR positive, need Tamoxifen and you are a HER2/neu positive, you have to think if Tamoxifen will really work for you,  you are anti-estrogen.  

Fortunately there are HER2/neu targeted drugs available. One of these drugs that is available, this is what it does, look at those yellow things; what it does, is that the drug combines with a receptor.  So, it does not cause of proliferation of the cells.  Basically that is what HER2/neu is and the thing what would we like to emphasize and also I can serve would like to emphasize is that you have to be tested because it is an aggressive disease and you have to be tested because you have to know what drugs to use and if you can afford targeted treatment there is a drug specifically for that HER2/neu. 
This is how it looks, this is a copy of what a HER2/neu laboratory results will show it is classed as 0, +1, +2, +3 under the immuno histochemical staining method done.   A 0 and +1 is considered to be negative.  A +3 is considered to be positive.  A +2 is in between, so you do not know with the plus two.  If you get a +2 you have to move on to the next test, which will confirm whether you are a –HER2/neu or +HER2/neu.  

The next test is the FISH test it is the fluorescence in situ hybridization test.  We do not do it locally here in Davao but we do send out our specimens to NKI, Medical City, and St. Luke’s for the FISH Test.  The FISH test will confirm whether you are positive or negative, but we only do the FISH Test for HER2/neu +2 because that is the grey area.  If you test positive, then this is the type of disease that you do have. So, my take home message for this lecture is that, all, again I would like to emphasize, all breast cancer patient should have their tumor tested for HER2/neu  over expression that is through the IHE method or amplification to FISH method because the result of which will influence the outcome of disease and the proper way to effectively treat it.  

The best time to get you’re HER2/neu is on the fresh specimen.  When you undergo your mastectomy, your tumors are placed into paraffin blocks and preserved.  The fresher the specimen, so meaning to say, newly diagnosed the better to pick up the rate for being HER2+ or HER2-.  So, if you have an archived specimen, say, ten years ago then it might be either false (-) or false (+).  This is the best way to take it when you are newly diagnosed.  When you develop Metastatic disease we again test for HER2/neu because there is a possibility of change.  You might be positive in the primary breast diagnosis, but in metastatic tumor it might turn to be negative (-) or vice versa. This occurs in about 22% to 30% of cases.  
I think that ends the lecture.  As I said, it is highly technical.  I had such difficult time trying to make you understand, but it is and I told Twink, maybe in the Question and Answer portion I can hear your thoughts above it.  And we can share our experiences.  
Thank you!

(0:17:32:3) 
(A):  (Applause)

(0:17:51:0) 
(TM):  Yes, maybe I should start of by asking.  So, who here has HER2 type cancer? Yeah! One, two… +3 , it has to +3.  I am sorry can you raise your hands higher please.  So, we have maybe a hand of full of people.  Ano Dok? Who know for sure that they have HER2 (+3)?  Can I see a show of hands who here does not know kung may HER2 ba sya o hindi yung cancer nya. Hahaha kasama ako dun. Yes? Okay we have a few people including that gentleman.  Ganun? Could a male can have a…

(0:18:57:0) 
(FML): Yes, incidence of male breast cancer is 1% of all female breast cancers and they treated the same way.  

(0:19:06:0) 
(TM):  Okay, so may breast cancer na sya it is HER2 breast cancer pa? This gentleman could possibly have.

(0:19:13:0) 
(FML): I think he said he does not know

(0:19:14:4) 
(TM):  Ah, he does not know. But there is a chance that it could be HER2? Yes, even in… oh okay, alright and so I will assume that would not raise their hands have been tested and know that they are negative for HER2, is that it? Okay, so I guess then we should address the next question to those who either do not know or know that they have it, hindi kaya Dok? 

(0:19:46:5) 
(FML): Yes, as I said the best time to test is really if there is a fresh specimen.  So if you have been diagnosed 10 years ago. The tumor may have degraded so it will be difficult to test.  Most probably you are not a HER2 positive disease if you have survived 10-20 years because this disease is very aggressive.

(0:20:15:0) 
(TM):  Okay, in all likelihood kung may 10 years na kayo cancer free.  Then you do not have HER2 cancer.

(0:20:23:1) 
(FML): Probably.
(0:20:28:1) 
(TM):  Did I hear question? 

(0:20:33:1) 
(FML): Doctor honey said there is a chance in conversion right. So, will do that when you got Metastatic disease, that what I said when you develop a Metastatic disease even if you were tested before.  You have to have a re-test because it can convert. 

(0:20:49:1) 
(TM):  Alright, so we have a question from this lady.

(0:20:51:1) 
(ADUIENCE 1): Dok? Ah kunwari ung HER2 mo negative, recent lang result mo tapos mag-test ka na naman, baka maging HER2 positive? 

(0:20:23:1) 
(FML): No, it only tested once.  Okay? When the tumor is removed it is tested once.  So, you either be negative or positive.  If you develop a recurrence, meaning to say five years from now, 10 years from now you develop a recurrence.  And that recurrence can be biopsy because some recurrence cannot biopsy.  And it is best to have a re-tested because it can change. 

(0:21:34:7) 
(TM):  So, negative ka ngayon but then in the future possible maging positive if a new tumor develop. Okay! But I would like also to emphasize one of the points Dra. Gay made was that basically, Dok, sinasabi mo in the last five years mandatory ‘yung testing for HER2.  If anyone been tested for cancer in the last five years kasama na dapat dyan ung testing for HER2.  

(0:20:23:1)
(FML):  Dapat, kung na-diagnosed sila in the last five years, because available na ‘yung test na ‘yun.  Now, some of your doctors will say why test if the drug is so expensive.  Okay, scientists have now discovered a cause which is HER2 gene and so they also develop a targeted therapy for that.  Meaning to say this drug which we call Targeted Therapy will only work if you are HER2+, so this is Trastuzumab and Lapatinib.  However this drug is quite expensive.  Your doctor may say why you would test if you cannot afford the drug.  Di ba, better na lang we will not know.  But no, because it will help your doctor decide regardless if you have capacity to financially afford the Targeted Therapy then it is best to test  because you can prognosticate you can tell your patient this is an aggressive tumor let us use a better chemotherapy drug let us not use Tamoxifen because it might Tamoxifen resistant.  Let us choose the better drugs if you cannot afford the Targeted Therapy.  So, that is why I keep emphasizing regardless if you can afford the Targeted Treatment have a HER2 test done. 
(0:23:40:6)
(TM):  But you are saying Dok na in all likelihood ung mga HER2 cancer are resistant to the more traditional therapies, like Tamoxifen?

  (0:23:52:7)
(FML): When we choose are chemo-therapeutic drugs we have protocols. 
HER2/neu disease is resistant to a nonanthracycline containing drugs.  Yung Red Drug for those of you has received chemotherapy you will always remember the Red drug.  Right?
(0:24:09:5)

(A):  Yes.
(0:24:10:7)
(FML):  That is one of the best drugs for HER2.  So, if you are HER2 yung ang pipiliin ng doktor mo, rather than a drug that does not have the RED rather than a protocol that has not have the Red Drug.  So, ideally you should receive Herceptin that is an ideal setting when financially you are able to do so but if you are not able to do so.  Then your doctor is guided by what drugs to use.

(0:24:39:5) 
(TM): Yes, any other questions particularly to those who do know na HER2 yung type ng cancer nila.
(0:24:54:7)
(A2): Dok, bale 2007 I was operated but it is not mastectomy it is quadrantectomy so I did not take the chemotherapy I have HER2+ so do I need a chemotherapy or what can I do?

(0:25:13:2)
(FML):  In 2007, okay you were tested and it was positive  of HER2 disease so did you receive the drug? 

(0:25:22:5)

(A2):  No, No chemotherapy only radiation.
(0:25:26:7)

(FML):  Okay! What was the HER2 test +1, +2, +3? 

(0:25:32:5)

(A2):  That was I didn’t know.
(0:25:33:7)

(FML): You need to quantify.

(0:25:35:0)

(A2):  So, if it’s +2?

(0:25:37:1)

(FML):  +2 then you need to go further and get a FISH Test. 

(0:25:42:2)

(A2):  another?

(0:25:43:0)
(FML):  Yes, because +2 is a grey area.  You don’t know if you are negative or positive.  So, the next step is to go ahead for a further testing is called FISH.  And the FISH will determined if you are positive or negative. 

(0:25:57:2)

(A2):  Okay! Thank you Dok!

(0:26:00:6)

(TM):  but Dok, sabi nya 2007 pa yan eh! 

(0:26:03:9)
(FML):  Yun na nga eh! Kung 2007 pa yan at wala sya recurrence ngayon.  Then we will do the test when there is recurrence.  God forbid you don’t get one. 

(0:26:15:1)

(TM):  But you said you had not a mastectomy but a quadrantectomy.

(0:26:24:1)
(FML):  Quadrantectomy.  When you are dealing with breast cancer there are several option for surgery depending on the size of your tumor.  So, in Western countries they go for breast conservation.  So, if the tumor is small they do not do a modified radical mastectomy as they do here, but they do a quadrantectomy, a segmentectomy.  So, getting only the disease portion but you have to have a criteria for that if your tumor size is more than 5 cm does not going to work.  So, it has to be a small tumor, early, and so you preserve the nipple and the rest of the breast.  However this patient should go under radiation therapy.  So, you will receive either segmentectomy, quadrantectomy, plus axillary nodal dissection, because you cannot stage without the presence of the nodes, plus radiation, in lieu of an MRM and the survival data will show that you have the same results.  

(0:27:31:7)
(TM): It is sounds like it was a small tumor kaya it was just a lumpectomy and radiation versus chemo, pero yung test revealed her to have HER2.

(0:27:45:0)

(FML): Yes, but the problem she does not know if it is 1, 2 or 3.

(0:27:51:2)

(TM): But you believe it was 2, Ganun ba?       

(0:26:03:9)
FML):  It was 2, ideally if you are diagnosed at that time in 2007 then you should gone further testing with FISH and if it turn out to be positive then you should have receive the drug.  However since that is 2007, 8, 9, 10, 11, most probably this is negative by statistics, because HER2/neu disease will only recurrent by only 20% to 30% of all breast cancers.

(0:28:31:5)

(TM):  Dahil nga aggressive sya dapat by now nagkaroon na sya.
(0:28:35:6)

(FML):  You will actually see a recurrence in one to two years. 

(0:28:39:3)

(TM):  Okay, any other question? Yes, Ma’am? 

(0:28:51:5)
(A3):  Good Afternoon Dok, ilang years ba ang Tamoxifen na i-take? I’m taking that since 2007.

(0:29:02:0)
(FML): Yes, the Tamoxifen in the adjuvant setting, meaning to say for early breast disease, you have to quantify.  Do you have early disease or do you have advance or metastatic disease.  What do you have? 

(0:29:18:5)

(A3):  Stage 2A.
(0:29:20:3)
(FML): Okay! So, that is early disease.  Tamoxifen is pegged at five years.  You have to take it for five years. 

(0:29:29:0)

(TM):  And after five years daw Dok? 

(0:29:30:9)
(FML): Yes, it is only given for five years.  After five years well, there is a study if you want to continue on with more hormone Therapy.  Five years of Tamoxifen followed by aromatase-inhibitor that is an option.  You can stop Tamoxifen after five years or you can off to continue using another drug for another five years.

(0:29:59:6)
(TM): What about just stopping with the drugs all together after the five years?

(0:30:03:0)

(FML): Yes, that is possible also.

(0:30:07:6) 
(TM) So, I mean at what makes you decide whether to continue taking medication or not, after five years of Tamoxifen?
(0:30:18:3)
(FML): It will probably depend, because the data of five years of Tamoxifen, plus five years of Letrozole, this is the other drug, shows that it gives you further protection. Maybe you should have to choose your patient you really need it. The prognostic factor from the start will help guide you and will help guide your doctor.  Does this patient need another five years because you have to look on financial side of that and this is the more expensive drugs the next five years? And of course you have to look at the side effect profile so it is a risk benefit ratio that you have to weigh.  

(0:30:57:9)

(TM):  Other questions? Yes over here. 

(0:31:14:6)
(A4): Regarding dun sa treatment for HER2/neu+ how soon should it be taken?  In my case, I was diagnosed two and a half years ago, pero because of the cost and the risks that explaining for me before, I decided not to take it. If I will decide to take it now would it be as effective as taking it two years ago or okay lang kahit di ko na sya kuhain ngayon?

(0:31:46:3)

(FML):  So, you tested her to +3 

(0:31:49:7)

(TM): You tested akala ko sabi mo no?

(0:31:51:3)

(A4):  No, HER2+ ak, 3 

(0:31:54:2)

(TM):  Ah! Positive sya.
(0:31:55:9)
(FML): Oo, but she did not opt to get the treatment then because of expense.    
(0:32:01:1)

(A4):  Yes.
(0:32:02:0)
(FML):  Is that it? Yes.  Well, the clinical trials will show that you can di ba? Dr. Dennis is doing a clinical trial and they are doing testing even far beyond the time you were diagnose.  So, we are trying to look into that, if it still works beyond the time frame that we usually give it.  Usually when you tested positive, you can either have it together with your chemotherapy.  Okay, but of course the added expense, or you can have it right after the chemotherapy.  Okay, that is the standard of practice.      
There are clinical trials right now that are looking into giving it further on like that, two years later, will it still work, di ba?  So, as I mentioned the Herceptin and lapatinib are very expensive drugs.  Fortunately, we do conduct clinical trials right now for HER2 positive disease.  If you can make it into the inclusion/exclusion criteria the drugs are given for free, the entire length of time that you need it.  I have one patient here who has been receiving Herceptin. Where is Mrs.  Lorengas? How many months na po tayo? One year? Okay! She is on a clinical trial for her Herceptin she has been receiving a drug for a year. 

(0:31:46:3) 
(TM):
So Dok, your recommendation with this young lady is to apply admission to the clinical trial? 

(0:33:41:3) 
(FML): To see if she can make it to the inclusion/exclusion criteria.  However in Davao we don’t have a trial.  Cebu has a trial and Manila right? Where in Manila then would you know? Anong site sa Manila? Adjuvant… 

Dr. Dennis is a Medical Oncologist from Cebu, President of the Philippines Society of Medical Oncology and he is doing a clinical trial on trastuzumab and lapatinib.

(0:33:41:3)   Dr. Dennis (D): Yes, good afternoon!  It is very unfortunate that we have already closed the trial. It was involved another HER2 directive drug, targeted drug and because, currently, the standard of care is to give Herceptin, as mentioned, either with chemotherapy or after chemotherapy for a year.  This study which is called a teach trial regardless our length of time as long as the patient have not the disease and there received _____(0:34:53:3).  So, being an Adjuvant trial it would take a really lengthy period of observation usually to come up with a data of survival for ten years.  So, it closed way back in 2008 in teach trial.  So, we will be probably getting the first update of the five year update this Sta. Antonio Breast Conference. It was just or more not going to be efficacy but on safety it would be issues on safety.  So, that was clinical go but there a lot of clinical trials that involved in advance disease and I understand yours an adjuvant treatment. So, I am sorry that we don’t have that anymore.

(0:35:41:5)
(FML):  Here in Davao we only have it for the advance disease. 

(0:35:45:3)
(TM):  Aha! So, what can she look forward to, I mean what opportunities looming the horizon.

(0:35:52:4)
(FML): Right now she has to be vigilant because your disease is positive, you did not receive the optimal treatment, so have to be vigilant about a recurrence.

(0:36:04:7) 
(TM):  Would you know if there any clinical trials opening up that she can look forward too or watch out for. 

(0:36:12:4) (FML):  As Dennis and I mention our clinical trials right now are on metastatic disease or recurrences, so there are trials that are open right now.

(0:36:22:4)
(TM):  But which is suitable for her?

(0:36:25:9)
(FML): Yes, she should go for Herceptin or lapatinib clinical trial because these are targeted therapies, if in case it recurs.  Hopefully not, knock on wood.

(0:33:41:3)
(TM): In the event of a recurrence she is pretty much guaranteed na may mapasukan syang clinical trial. 

(0:36:43:3)
(FML):  No, ganito in the event of a recurrence she has to be tested again. Right? Because there is 20% to 30% chance that it will reverse and if you test positive, and you fulfil the criteria of the trial and then you can enter the trial.

(0:36:59:2)
(TM): Yes.

(0:37:09:3)
(A3): One of my oncologists suggested taking a Zoladex injection with Tamoxifen but the other doctor does not agree. What is your position on that? 

(0:37:25:8)
(FML): Yeah, Zoladex is an anti-hormone because you are pre-menopausal right?  Okay, so, your estrogen positive, right? So, the reason why she is taking the Tamoxifen because she is ER/PR positive, that is the first rule that you have to have, and if you are negative the drug will not work.  Next you are a pre-menopausal, so that is why this is the drug of choice rather than the AI, because AI which a aromatase-inhibitor is for the post-menopausal.

Because you are suppressing estrogen so you have to have a complete suppression.  If you still menstruating with Tamoxifen. Okay, so that is one of the guide that you can do because you have to have total suppression. So, you can test your estrogen and if it’s still high then you can have a second drug to suppress it.  And that is where Zoladex comes in.  So, it is a two hormone treatment, an anti-estrogen and a Zoladex is something higher.  In lieu of Zoladex you can have a Oophorectomy, but that is a permanent solution, because that is surgical.  The medical side of it is the suppression by Zoladex then you suppress it for the length of time that you will be taking the drug.

(0:39:02:3)
(TM): This is answer your question because para she had her dilemma was that her two doctors where recommending contradicting things.  Okay, kanino ka pumanig? 

(0:39:19:5)
(FML):  Sa akin magte-test muna sya kung ang estrogen levels nya ay still high and if your  estrogen levels still high you still need a Zoladex she really has to suppress the estrogen. 

(0:39:33:4)
(TM): Other question. Yes!

(0:39:38:7)
(A4): Dok, I just had my Mastectomy last September 1, and I have here the surgical pathology report, negative for tumor cells, 10 lymph node and all line resection, then negative for residual tumor cell breast modified radical mastectomy. Kasi dok, yung aking breast mass mucinous carcinoma, ang ginawa ho, nag-karoon ng radical mastectomy.  By your own personal opinion dok,  ano kaya ung status ko nito? Kasi sabi kulang pa daw ako ng isang test result ung histopathology.  So, I was told I will wait for that result.  The  decision will by that kung chemo, hormonal or biological.

(0:40:40:0)
(FML): For that result you said this is mucinous, no residual disease when MRM was done, negative lymph nodes.  How many lymph nodes?  Ten, okay. What you do not have there, if go back to my prognostic factors.  Maybe your doctor is waiting for the degree of differentiation because you did not mention it, that is one.  Of course you have to have the breast panel ER/PR, HER2/neu you have to have that.  So it has not enough that you have a pathology report. Before we are used to just a pathology report.  
When I came back to practice several years ago I get reports of breast cancer just that. You do not know what to do because you have to go in what type, what grade, how many nodes.  Of course it has to improve through the time.  And now what is mandatory is having a breast panel aside from having a histopathic work, you have to have ER/PR and HER2/neu.  And that is what your doctor waiting for. 

(0:41:47:7)
(TM):  So, you are saying that the doctor neglected to subjective to this test.

(0:41:52:5)
(FML): I think they are waiting for that right? She is waiting for it. So, the decision has not yet been made whether she will receive further treatment or not because she have to complete histopath plus the breast path.

(0:42:09:2)
(TM):  And does what your question? What did your question have to do with it?

(0:42:16:6)
(FML):  Did I agree to her doctor to wait for the result. 

(0:42:20:0)
(TM):  alright that is settled.  Any other questions? Parang someone is raising. 

(0:42:31:6)
(A5):  Kung tapos ka na nag-chemotherapy, tapos nag-undergo ka ng radiation tapos, bumalik na naman yung maliit na bukol, is it recurrent or di lang nakukuha lahat?

(0:42:46:4)
(FML):  It depends if there are new lesions that you see, wala ba ‘yan noon? 

(0:42:51:9)
(A5):  Pag-radiation na dok, meron na sya nakapa.

(0:42:57:7)
(FML):  Kaya nga after your surgery wala yan? Wala, so probably a new lesion so you have to have a biopsy so that you will know whether it is a recurrent.

(0:43:11:3)
(A5):  Na-biopsy na po dok, tapos nag-chemo na naman sya ulit.

(0:43:15:3)
(FML):  So recurrence nga sya. 

(0:43:17:0)
(A5):  Recurrent nga.

(0:43:20:0)
(FML):  I am asking you binaopsy yung nakitang mga bukol ulit? 

(0:43:24:9)
(A5):  Opo. 

(0:43:25:3)
(FML):  What happen ng-chemo ka ulit?

(0:43:27:9)
(A5): Nag-chemo ka? Di po ako. Siya po. Kaya tinanong ko po. Ikaw nalang kaya.

(0:43:34:3)
(FML):  Ulit-ulit cge.                              

File Name: What is HER2 T2
(0:00:00:0)
(FML): The standard of care you receive chemotherapy, stage 3B pa, ganun, not for one and two because this is early disease.  One and two you go for surgery. For stage 3, the standard of care is you receive what we call neo-adjuvant chemotherapy, chemotherapy before the surgery to down grade the tumor this is the huge tumor.  Then when you see the result of the down grading you undergo the surgery and then the radiation but if you completed already six cycle of chemotherapy that is supposed to be enough.  So, I do not know what is the additional two is? Unless there is still remaining disease.

(0:00:46:0)
(A1): Meron kasi tumubo dok, na parang yung mais-mais na ano parang munggo muna tapos marami sya. 

(0:00:54:6)

(FML): Okay, na-biopsy ba yun?

(0:00:56:0)

(A1):  Binaopsy po. 

(0:00:57:4)

(FML):  So, positive ulit yun?

(0:00:58:0)

(A1):  Positive ulit. Tapos ngayon dok nag-chemo na po ako.

(0:01:02:7)
(FML): Yeah, but. Oh well your disease came so fast. Your recurrence came so fast despite the chemotherapy and the radiation, kasi bumalik kaagad nag-karoon kasi positive yun.  So, this is might be a resistant type of disease.  Anong testing mo? ER/PR, HER2 ‘nyo?

(0:01:33:0)

(A1): Negative po yung HER2 ko.

(0:01:34:1)

(FML):  Kahit sa second?

(0:01:35:3)

(A1): Walang second, biopsy lang po yung.

(0:01:39:0)
(FML): Hindi na-test ung for HER2 nyo again the second biopsy? So, as I said yes your disease seems to be very aggressive, because while on treatment you have the recurrence.  Usually you cannot undergo radiation again, kasi you completed that, so you have completed course of radiation.  So, your next option is really either surgery, but if there is a lot maraming bukol-bukol then chemotherapy ulit, but your chances of response might be less.

(0:02:21:9)
(TM):  So, sa lagay nya ngayon dok, what she has supposed to do? There seems to be a new lesion to discovered and so she underwent chemotherapy na naman but she was not tested the second time around. 

(0:02:38:8)
(FML):  Then your length of chemotherapy now will depend on your response. The other thing your doctor should have done also is a metastatic work-up there might a disease outside of the breast or somewhere else.
(0:02:57:0) 
(TM):  Kelan ito ung last session mo ng chemotherapy? January. 

(0:03:03:4)
(FML): January ung second na? ung second pabalik na? sa first so ngayon you are still in chemotherapy.  So, what is your assessment? Are you responding? Lumiliit ba? 

(0:03:16:5)

(A1): Yes dok!

(0:03:18:6)
(FML):  So, the length of time now that you will receive chemotherapy will be based on response, because now you are dealing with a recurrent disease. Hindi na kagaya noon yun bang naka-peg at six lang.

(0:03:36:0)

(TM): Lumiit daw yung tumor mark nya.

(0:03:41:2)
(FML): Your CA15-3 but what about the tumor itself is it getting smaller? So, you were responding then.  Now the next question is how long are going to respond.

(0:04:00:6)

(TM): So, presently naga-undergo ka ng chemotherapy?

(0:04:03:8)
(FML):  Second line na sya kasi diba tapos ka na ng first so this is the second line of chemotherapy.

(0:04:11:3)
(TM): Would you recommend that she have HER2 testing? Now even at this point she can have.

(0:04:20:1)
(FML): Because one is, how come the diseases is aggressive.  It is supposedly at HER2/neu negative disease, how come it is behaving aggressively?  One, the previous test might be a mistake, because the other thing you have to do with her to do is to test the validity of your lab.  How valid is your laboratory for the HER2?  That is actually what is Cebu doing right now there testing the validity of the HER2/neu compared to what they do with their clinical trials yung pinapa-send namin abroad.   Kasi abroad, they are tested in a clinic then yun ang validity. Kasi nga bakit nag-bebehave ng ganito ang tumor mo na negative ka naman, baka positive ka.

(0:05:07:4)
(TM):  So, even at this point she can have herself or she should.

(0:05:12:5)
(FML):  She should have tested, a re-test another center.  We have conflicting result like that.  One of my patient are here we had three tests done iba-iba ang labas.  It was such a head ache you know positive dito, negative dito, positive dito.  Naku, this is really saying the validity of your lab.  How valid is your laboratory when you do this test.  Roche people who do the manufacture of Herceptin are also into the testing.  Right? So their testing the validity of the laboratories for HER2.

(0:05:51:8)
(TM): Dok, yung mga HER2 test ba mahal? I mean you’ve already said the medication is mahal pero yung testing?

(0:05:59:6)
(FML):  Magkano nga ang test, Den? 15,000 for HER2 test but the medicine is more expensive.  You want to know the medicine? For adjuvant chemotherapy, adjuvant means one year Herceptin for early disease you will spend 1.5 million 

(0:06:23:5)
(TM): Dok, question lang mandatory ba for all doctors or on cost to tell their patient to get HER2 test? 

(0:06:36:7)
(FML): Yes, I would suggest that all breast cancer tumor should be tested for HER2.  As I said even if you cannot afford the drug then the HER2 will help  prognosticate, meaning to say your doctor can tell you this is an aggressive disease, we have to be more vigilant. Number two, it will help your doctor choose what drugs to use.  Kahit di mo kaya ang Herceptin, kahit di mo kaya ang Lapatinib kailanga mga HER2 test ka. So, yon yun ang pinaka-take home message ko.  For those of you who have families who newly diagnosed ask your doctor hindi ba ako magpapa-HER2? Para alam ng doktor you know. 

(0:07:17:7)

(TM): Other question? 

(0:07:24:2)
(A2): Kasi kung expensive po yung medicine for HER2.  What good will other medicines do? 

(0:07:30:7)
(FML): Yun ng, as I said regardless if you can afford the medicine the targeted therapy, it will help prognosticate it will help your doctor tell you this is an aggressive disease you have to be vigilant. And then when you choose a drug as I said earlier you choose the antracycline containing drugs because these are the one that will work better for HER2 disease. If better but of course the best is Herceptin, but at least you have to choose but the better drugs.  So, it doesn’t mean to say that just because you cannot afford Herceptin or Lapatinib you will not do the test because it will help your doctor decide and it is the best time to test time as I said because if test five years from now it might turn out either a false positive or false negative kasi it gets degraded the specimen test it takes degraded through the years. 

(0:08:27:8)
(TM): You’re saying doc? Na you might not be able afford the targeted therapy but your doctor will recommended something more suitable naman than saying Tamoxifen.

(0:08:42:4)

(FML): Just say the ordinary breast cancer that the HER2 negative disease. 

(0:08:49:1)
(TM): Yung pwede-pwede na? 

(0:08:53:3)
(FML): Oo yung pwede-pwede na yun nga kasi yun nga yung contention ng pasyente. Dok? Bakit pa ako mag-papatest hindi ko nama ma-afford yung Herceptin diba? Which is really valid so this is the way I answer them but it will help me decide what drugs to give you that are better than if you just had the ordinary HER2 negative disease. 

(0:09:14:3)
(A3): Good afternoon Dok, ah yung sinabi mo dok na inclusion at saka exclusion for those who are testing for recurrence patient those who is cancer recur? 

(0:09:27:7)
(FML): Are you talking about the clinical trial?

(0:09:30:0)
(A3): Yes Doctor.                                     

 (0:09:31:2)
(FML): Right now the open clinical trial here in the city are for advance and metastatic disease.  Meaning to say you have to first fulfilled the criteria hindi pwede early wala kami trials sa early.  So the trial is on advance and metastatic and then there is a series of inclusion and exclusion criteria that you have to fulfil.

(0:09:53:2)

(A3): Thank you po.

(0:09:56:9)

(TM): But it is advance and metastatic necessarily I mean pag-recurrent sya it 
does not mean it is advance or metastatic necessarily.

(0:10:09:1)
(FML): Yes, of course because when we say metastatic we are dealing with distant meds. So, for example recurrence locally lang, nag-breast cancer ka two years later nag-karoon ng nodules sa breast tapos pag-check-up sa iyo negative lahat so this is a local recurrence we need a distant recurrence for the clinical trial.

(0:10:28:9)

(TM): Other question?

(0:10:37:0)
(A4):  Good Afternoon Dok, sinabi nyo po kanina na yung Tamoxifen kasi I had  just finished my chemotherapy last December and I’m taking Tamoxifen now sinabi nyo po kanina na yung Tamoxifen nag-susupress ng estrogen.  Ang gusto ko lang po malaman ano yung role ng estrogen sa cells natin. Ano po yung constribution at saka po ibig bang sabihin po ba dok pag-nagkaroon kayo ng mothly period. Kasi nawala yung monthly period ko during the chemotherapy pag- bumalik ba yung mothly period dok ibig ba sabihin kailangan sabihin sa doctor mo para i-change yung medicine mo?

(0:11:24:1)
(FML):  Ganito kasi for pre-menopausal you have to quantify kasi it should, first you have to be ER or PR positive to receive Tamoxifen yan ang first rule.  The second is that if you are pre-menopausal or post-menopausal.  If you are pre-menopausal you can only receive Tamoxifen if you are post you have a choice whether is Tamoxifen or the AI’s. Because estrogen is part of the development of your breast cancer because they are receptors kaya estrogen receptor positive ka.  May receptor mag-bibind dun ang yung tumor magiging cancer.  Ang mag-bibind dun yung Tamoxifen mo. That is why is anti-estrogen. Sya mag-bibind sa receptor hindi na ngayon makapasok yung cancer. But you have to have the receptor.  Now, supposed to be you suppress estrogen and one way to know that there is suppression is when you do not develop your menses.  But chemotherapy can suppress. Diba? So, sometimes it comes back after chemotherapy so now you do not know what is your level? so you can have a test. You can have an estrogen level test.  Get your estradiol, SFH to know where you belong and then if you will need further like the question earlier about the addition of Zoladex. Diba? kulang yung Tamoxifen kailangan dadagan. 

(0:12:58:0)
(TM): So, yung recommendation mo dok, is that she gets a test an additional test ngayon na bumalik na yung menses nya it is important that she know the level of estrogen.

(0:13:08:2)
(FML): Yes, and then probably it is still high because bumalik yung menses nya and you might need the second drug. 

(0:13:18:0)
(TM): Yes, other Questions? Any other question for Doctor Gay? Not necessarily related to HER2 because we are entertaining all sorts of question at this point.  Yes! 

(0:13:43:5)
(A5): Good Afternoon!  I’m not really sure how to phrase the question but as I understand that yung lecture mo kanina na HER2 is a gene in the cells and it is supposed to kapag na-express sya yung magi-stimulate ng cells. If understand lahat ng cells natin diba pare-pareho ng gene how come I becomes like you said the first tumor pwede maging positive and second time pwede maging negative bakit sya? 

(0:14:08:2)
(FML):  Kasi is not an inherited gene so it can change. Is not an inherited it is a gene that is a normal part of your body that is why if I show the slides being normal and then it becomes abnormal.  So it is a normal gene whose main function is to control cell growth. So, you only have two copies yan ang normal.  When you develop a lot of copies, yun na yun naging abnormal na sya nag-over express sya, nag-amplify sya, nag-change sya.  Kasi hindi sya inherited gene hindi sya kagaya ng genes na kunwari na down syndrome. Ganun hindi, gene ang tawag sa kanya but that is the function. Onco gene sya there is so many Onco genes in the body.  Yes! Everybody has the gene only that the gene gets abnormal. That is why you do not know there are no factors.  

One implication for the HER2 gene is aging and wear and tearing the body.  So, there is no really know known cause why it converts, why it over amplifies. Yes! Definitely, yes so far sciences has discovered the gene and the over amplification. So that is why there is the treatment kasi target but they do not know what make it change, not yet.

(0:15:51:0)
(TM): Any other question? So, mukha diabolical talaga ito HER2 gene na ito.  No known cause and all we can do is to test for it and the event that there is recurrence.  It is important according to Dra. Gay to demand that your doctor conduct a HER2 test, even you have a previous test where it is been found negative.  You must have another test because it can change and maybe a source of comfort kahit mahal yung drug there are alternative that are cheaper which not might work as well as Herceptin but will work better naman than the other more main stream or traditional therapies.  Other question? No further question for Doctor Lapuz? Alright I supposed we should rap-up. Do you have any final word dok?  

(0:17:06:0)
(FML): I think I emphasize my final take home message again and again.  Have a HER2 test done. Thank you!

(0:17:14:4)

(TM): Thank you everybody!

(0:17:15:9) 

(AUDIENCES):  (Applause).

END OF TRANSCRIPT    
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