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Treatment strategies in the management of advanced pancreatic cancer
70-year-old man with metastatic pancreatic adenocarcinoma (mPAC) has a cardiopulmonary arrest after the third cycle of FOLFIRINOX 

3:33 minutes.

NEXT VIDEO: Efficacy and toxicity of FOLFIRINOX versus gemcitabine/nab paclitaxel as first-line therapy for patients with mPAC
TRANSCRIPTION: 

DR BROOKS: This was a 70-year-old male who presented with abdominal pain, early satiety, weight loss, was found to have a 5-cm pancreatic mass with extensive hepatic metastasis at presentation.

Biopsy showed adenocarcinoma.  And he was very reluctant to actually consider any treatment.  He was a 70-year-old man.  His primary objective was to get through the sailing season.  He was a major sailor.  He was quite a wealthy guy.  And he said, “Can I get through the sailing season?” And we saw a few months, really, before the major sailing season.  So I certainly discussed treatment with him.

He was actually a good performance status patient, so we discussed FOLFIRINOX.  He was reluctant.  And maybe in retrospect we should have considered something different.  But he was seen on day 9 after first folfirinox by one of my colleagues.  And he was complaining of severe pins and needles in both legs going not just in the toes, going up into the legs.  Interpreted that day as probable oxaliplatin neuropathy.  I saw him when he was due then for the next treatment, and the pain was now like pain in his legs, both legs.  And the “duplex” scan showed major venous thromboses in both lower extremities.  Both.  So he was put on enoxaparin, given a short time.  And after a delay, we went ahead with another course of FOLFIRINOX, and he actually tolerated it great. [Enoxaparin (and thrombophylaxis) are used to prevent and treat VTEs (venous thromboembolic events).]
Saw him on the day of course 3.  He was feeling great.  His symptoms had gotten better.  He was optimistic.  He was feeling great.  Three hours later, while we were still in clinic, he was reporting to the emergency room and died in the emergency room, presumably pulmonary embolism.  We did not get a postmortem.
DR LOVE: Margaret, any comments about this case and the whole issue of thrombosis in pancreatic cancer?

DR TEMPERO: This is a big problem for these patients.  Eighteen percent of the patients will get a VTE of some sort.  And there have been studies that have shown that with low molecular weight heparin, you can decrease the incidence of VTEs.  But because they so rarely cause a serious complication for the patient and because giving yourself injections just adds to the complexity of care, we’ve been reluctant to make it a mandatory part of the management via guidelines and so on.

And that includes both — I’m on the ASCO Guidelines for VTE as well as in the NCCN.  We did not suggest that anticoagulants be routinely used, prophylactically.  But this is a really sad thing, because for whatever reason, either he just was not responding to anticoagulation.  And would a filter have helped?  Would anything else have helped?  I don't know.

DR BROOKS: We were so ecstatic, because he was a very reluctant patient to get treatment.  And he came in.  His symptoms were better.  He was feeling better.  The nurses were, like, dancing.

DR TEMPERO: But these are the cases that the hematologists on our guidelines, they see these and they say, “Why aren’t you treating all of these patients?” But I must say, in routine practice we very rarely see that.
Efficacy and toxicity of FOLFIRINOX versus gemcitabine/nab paclitaxel as first-line therapy for patients with mPAC

2:25 minutes.

NEXT VIDEO: Clinical decision-making in the first-line metastatic setting
TRANSCRIPTION: 

DR LOVE: Tony, any comments?  You put this slide together trying to indirectly compare the regimens.  Maybe you can kind of walk us through it and what your thoughts are about it.

DR BEKAII-SAAB: And I think that’s always a dangerous exercise, to try to compare 2 studies that are very different.  This is really to emphasize the fact that they are very different.  The FOLFIRINOX study was done only in mostly centers of excellence.  And 1 country, in France, a smaller study, performance status was a little bit better selected.  The “head” versus “non-head” was an issue, but you see the same with nab paclitaxel.  I mean, the concern with hyper-biluribinemia and either a taxane or irinotecan.  So that’s about similar.

When you look at the overall survival and the progression-free survival, the PFS is close.  The survival is historically better with FOLFIRINOX, which is one of the main drivers why folks have been more geared toward using this regimen in better-performance patients.  But keep in mind that, if you look at the countries that were involved in both studies, it was, again, 1 country, France, with select centers.

The gemcitabine/nab paclitaxel study was done in multiple parts of the world, including Eastern Europe, which essentially has very little access to salvage regimens.  So these are patients who may not have had the access to a second-line regimen, which we know can affect survival.

The toxicities, again, are different between the two — a little bit more with FOLFIRINOX.  But as Margaret alluded to, giving weekly gemcitabine/nab paclitaxel is not really a trip in the park itself.  You always have to drop one or the other.

DR LOVE: So I’m just kind of curious.  You’ve been talking back and forth about first-line therapy, Margaret, the issue of the mix of people who walk in the door.  I’m sure probably there are a lot younger patients coming to see you.  But globally, what fraction of your patients gets FOLFIRINOX up front?  What fraction get nab/gem?
DR TEMPERO: If you talk about our off-study patients, which is kind of a small number, it’s probably half and half.  And it really depends, as I said before, on kind of our own and our nurses’ assessment of what we think they will tolerate and their own preference about what they want to tolerate.  If they don’t want to have alopecia, we know what we need to go to.

Clinical decision-making in the first-line metastatic setting

1:34 minutes.

NEXT VIDEO: Second-line treatment of mPAC after first-line nab paclitaxel/gemcitabine
TRANSCRIPTION: 

DR BEKAII-SAAB: There is real-world data from the US Oncology network.  They essentially presented, now twice, and hopefully will publish that data.  Just from the databases, when they looked at the usage of gemcitabine/nab paclitaxel versus FOLFIRINOX and they looked at the overall survival, they’re actually very similar regardless of what you start with, which essentially, in my mind, emphasizes the importance of actually rethinking how we treat patients with metastatic pancreas cancer.

And rather than do what I call an “all kitchen sink” approach, which is the FOLFIRINOX, it’s think now first line/second line, which is a less toxic approach.  Nonetheless, I do believe that it’s likely, at least in the real-world setting, likely will give you about the same survival outcome at the end with less toxicities.  In fact, you can argue that, with that approach — that’s the approach with gemcitabine based and a fluoropyrimidine based — then you create a third-line option.  With FOLFIRINOX [as first-line], you have difficulties figuring out what you want to do in the second line.  Lo and behold, there are no third-line settings, again, in the absence of clinical trials, which would take precedence.  [If you elect FOLFIRINOX be sure to read this and this.]
DR GLYNN: What about the combination of oxaliplatin and irinotecan, with just a doublet?

DR BEKAII-SAAB: “IROX”?  That has not been looked at extensively in pancreas cancer.  In colon cancer it was no superior than, say, FOLFOX.  So the fluoropyrimidine seems to be an important component of, essentially, the regimen.

Second-line treatment of mPAC after first-line nab paclitaxel/gemcitabine

23:34 minutes.

NEXT VIDEO: Efficacy, pharmacokinetics and toxicity of nal-IRI
TRANSCRIPTION: 

DR SCHWARTZ: So this is a 74-year-old woman in previous good health who had a prior history of biliary pancreatitis, who actually underwent a surveillance colonoscopy and that evening developed abdominal pain, called her gastroenterologist, who said, “You better go to the emergency room.”  They were concerned it was procedure related.

Underwent a CT scan of the abdomen and, to everyone’s shock, had evidence of abdominal carcinomatosis with a large right ovarian mass, omental caking, ascites and either a pseudocyst of the pancreas or a pancreatic tail mass.

DR LOVE: So what was the thinking in terms of what was going on and the diagnosis?

DR SCHWARTZ: We got markers back very quickly at our hospital.  And both the CA125 and CA 19-9 were elevated.  We did a paracentesis and it demonstrated adenocarcinoma, favor pancreatic.  And we also, because of this question of two malignancies, the patient underwent an EUS.  And that pseudocyst did turn out to be a pancreatic body cancer.

DR LOVE: So Tony, any thoughts about the presentation here?  And I guess the other issue was the question of ovarian cancer?

DR BEKAII-SAAB: Yes.  That’s not an atypical presentation for tail of the pancreas, cancer involving tail of the pancreas, as these mostly drop freely into the abdomen, and they usually present with peritoneal carcinomatosis.  And for females often would present with involvement of the ovaries, so unfortunately that is a common presentation of tail of the pancreas cancer.

DR LOVE: So this also brings up the issue, obviously, of first-line therapy in metastatic disease.  What was her premorbid condition, performance status, comorbidities?

DR SCHWARTZ: So no comorbidities, good performance status even in the hospital.  I mean, she came in because she was told to come in based on the CAT scan.  So very fit.

DR LOVE: So again, getting back to Tony, what would you be thinking about a 74-year-old otherwise healthy lady, Margaret?

DR TEMPERO: Could I just ask a question?  Mike, what was that episode of pancreatitis that she had?  When did that occur?
DR SCHWARTZ: More than 10 years prior.

DR TEMPERO: More than 10 years.  Did she have a prior CT scan at any point?
DR SCHWARTZ: Not that we had available to us.

DR TEMPERO: Because you wonder.  It makes you wonder if there wasn’t something going on at that time, right?
DR SCHWARTZ: Yes.

DR LOVE: Have you seen cases where you saw something and then the patient was still alive 10 years later?

DR TEMPERO: You can go back sometimes and see, really — you don’t know for sure that those are related.  But you can go back years prior to diagnosis and identify things that may have been an early signal.

DR LOVE: So Tony, what would you be thinking about in terms of treatment at this point?

DR BEKAII-SAAB: So the treatment options for a patient who’s 74, relatively healthy, are really 2 options available to us, either a triplet regimen, FOLFIRINOX, or a doublet, gemcitabine and nab paclitaxel.  My tendency has been to shy away from the triplet regimens and more think about a sequential approach and go with doublets, as they have less toxicity.  And I think in terms of outcome, they end up predicting about the same outcome.  So my preference for this patient would be just standard gemcitabine and nab paclitaxel as the first option.

DR TEMPERO: We tend to use a bit more of FOLFIRINOX, actually.  And it gets down to a discussion with the patient, considering what risks they’re willing to take, what the comorbidities are.  So you end up making a decision together about what you’re going to do.

DR LOVE: Could I just ask, and maybe start with Phil, when you use FOLFIRINOX, assuming you do, how do you modify it based on the original FOLFIRINOX?  I’m curious how it plays out in your practice.

DR BROOKS: I tend not to modify it if I’m starting it myself.  And I have a pretty significant discussion.  “Do you want a more toxic regimen for a little benefit?  Do you want a secondary or third?”  But I will say that I often have patients come back from major oncology centers and coming back with a suggestion for a modified regimen.  And there are different modifications that I’ve heard.  And then I do ask the question, once you’ve modified it, do we have data [that the modification works]?  And is it then superior to a doublet?

Now that I’ve seen these recommendations, I’m beginning to say, “Okay.  If the major cancer centers are doing that, maybe” — so I’ll often start out with the modifications.  And if they tolerate it well, I’ll try to increase, but…

DR LOVE: Mike, what do you do?

DR SCHWARTZ: So I’m currently using the modified, which —

DR LOVE: How do you modify it?

DR SCHWARTZ: So we don’t give the 5-FU bolus.  And we lower the irinotecan a little bit.

DR GLYNN: So I try to really carefully preselect who’s going to get FOLFIRINOX and then try not to modify it.  And then I might modify things depending on performance status, and if somebody’s got underlying liver disease, I might use FOLFOX as opposed to FOLFIRINOX.

DR LOVE: Margaret, any strong feelings one way or the other about modification?

DR TEMPERO: The only thing that is pretty universal — not entirely universal, but close to universal — is dropping the bolus [5-FU], because that does seem to add a lot to the toxicity.  There’s some very strong retrospective data from Memorial Sloan Kettering with across-the-board dose reduction.  And their outcomes look as good or better than what was published.  So it doesn’t make me nervous at all if somebody’s talking about modifying the regimen.  Will there ever be a bake-off with the modified regimen versus the other?  No.  But there may be additional data about toxicity coming from other sorts of trials in which FOLFIRINOX is the control arm of the trial.

DR BROOKS: So is your baseline just to take away the bolus?

DR TEMPERO: It kind of depends on the patient.  I have patients that I think perhaps at the outset I should dose reduce.  And it’s an art form to decide when you do that.

DR LOVE: Let’s hear a little bit about what actually happened with this patient.  As you talked about the options, how did that strike her?  And did she have any family with her?

DR SCHWARTZ: Yes.  So she had a very devoted husband who would go to the ends of the world to find the best treatment for her.  And we can talk about it a little bit.  And they wanted aggressive approach, so we did modified FOLFIRINOX.  She had 7 cycles.  There was evidence of response based on CA 19-9, her feeling better, but when we repeated the scan she had multiple sites of disease that were all responding except for the right ovarian mass.

DR LOVE: So you were thinking maybe she might have had 2 primaries?  [Two primary diseases.]
DR SCHWARTZ: I still felt she had 1 primary, but it was a mixed response.

DR LOVE: So what did you do, or what did she do at that point?

DR SCHWARTZ: She did obtain some opinions.

DR LOVE: That was the thing that fascinated me, because she then went to see Margaret.

DR SCHWARTZ: And I don’t want to speak for you, but I remember your logic very clearly.

DR LOVE: Maybe you can talk about what your response was when you evaluated her, Margaret.

DR TEMPERO: When you see an ovarian, a drop met, these are sometimes considered to be a sanctuary site from chemotherapy.  So the fact that that might be the site that’s growing did —

DR LOVE: I’ve never heard that.  You mean like a blood-brain barrier type thing?

DR TEMPERO: Kind of a sanctuary.

DR LOVE: Really?

DR TEMPERO: Yes.

DR LOVE: Wow! How did this woman look to you, incidentally?

DR TEMPERO: She looked great.

DR LOVE: After the FOLFIRINOX she still looked good?

DR TEMPERO: Absolutely.

DR LOVE: Motivated?

DR TEMPERO: Absolutely.  I could have had lunch with her at the country club the day I saw her.

DR LOVE: So what was your thinking and what did you —

DR TEMPERO: So I was really interested in what might be going on with the ovarian mass.  And we suggested that that be taken out, actually, to find out.  And also, if it was a sanctuary site, that would be the means of controlling it.

DR LOVE: So did she have that done?

DR SCHWARTZ: Yes.  She underwent the surgery.

DR LOVE: At your place?

DR SCHWARTZ: At our place.  She came back.  She was out of the hospital in 2 days, feeling well again.

DR LOVE: Laparoscopic?

DR SCHWARTZ: Yes.  Robotic laparoscopic surgery.

DR LOVE: What did the pathology show?

DR SCHWARTZ: Pathology was consistent with pancreatic primary.

DR LOVE: Hmm.  Fascinating.  So what was the next step with this lady?

DR SCHWARTZ: So we decided, since she had been responding elsewhere, to continue the FOLFIRINOX.

DR LOVE: No neuropathy at that point?

DR SCHWARTZ: No.  And on her next set of scans had evidence of disease progression but still with great performance status.

DR LOVE: And now we start getting into the interesting question of second-line therapy.  So Tony, what would you be thinking at this point?  And how would your thinking have changed — you originally said you might have given gem/nab to a patient like that — if she had gotten gem/nab?  So how would you think it through now, first of all?

DR BEKAII-SAAB: This is one of the limiting factors with FOLFIRINOX: What do you do second line?  And there’s really not much data except retrospective data with gemcitabine-based regimens.  Perhaps gemcitabine/nab paclitaxel based on a couple of tiny retrospective studies.  I mean, a good performance status patient who’s not been exposed to taxanes or to gemcitabine and has done well with the very aggressive regimen, I probably would move to gemcitabine and nab paclitaxel, although again with the caveat that there’s very little data to support that.

DR LOVE: She had BRCA testing?

DR SCHWARTZ: Yes.  She’s Ashkenazi, and we did BRCA testing and it was normal, no mutation.  And it also was done on the ovarian mass for somatic, not germline, obviously, and she had no evidence of —

DR LOVE: What kind of assay was done?

DR SCHWARTZ: It was a Foundation assay.

DR LOVE: Huh.  Interesting.  We’ll talk about that later.  But Margaret, getting back to this issue of second-line therapy in a patient who starts out with FOLFIRINOX, I don't know.  Were you involved in the second-line decision?

DR TEMPERO: I didn’t see her, but we certainly communicated back and forth.  And what we always look for in second line if you’ve got a patient who’s got a really great performance status is a clinical trial, because a lot of new drugs are being tested in the second-line setting.  For those patients who’ve benefited from therapy, you’ve turned the clock back.  The disease has started to progress.  They’re still better off than they were when they presented.  So they’re great candidates for clinical trials.  And clinical trials accrue like gangbusters in that setting.
[Although Dr Tempero favors clinical trials, they must be selected with great care, since the great multitude of trials, with their thousands of patients over 20 years, have produced only about 5 chemotherapy regimens currently used in clinical practice.  Now, trials like the PEGPH20 studies are a good choice, since they add PEGPH20 to an acceptable chemo regimen.  Also, below, there is discussion of immunotherapy.  But, it has had a flawed history.  See this and this.] 
DR LOVE: So what clinical trial, for example, could she have entered now or at that point that you have?

DR TEMPERO: So, for instance, right now we’re part of a big Stand Up to Cancer effort in immunotherapy.

DR LOVE: And what kind of immunotherapy?

DR TEMPERO: We have vaccines.  We have checkpoint inhibitors.  We have macrophage activators.

DR LOVE: Was she eligible for anything like that at that point?

DR TEMPERO: We could not get her on a trial, because she didn’t meet the eligibility criteria.  She had a little bit of ascites, and that was one of the exclusion criteria.

DR LOVE: So what were you thinking, or what did you suggest or think about in terms of second-line therapy here?

DR TEMPERO: When we start out with a fluorinated pyrimidine regimen [FOLFIRINOX] and you need to switch gears, you go to a gemcitabine-based regimen.  And the obvious choice was gemcitabine and nab paclitaxel.

DR LOVE: Could I just ask, again starting to get into this concept of sequencing, in that flow, FOLFIRINOX, nab, gem, I don't know how often you get to third-line therapy, but it sounds like this patient certainly is a very hardy patient.  What would you be thinking third line?

DR BEKAII-SAAB: That becomes even a bigger challenge.  Of course there’s no data on much, actually, in third line, so clinical trial.  And I have to be frank.  Sometimes I actually would consider for these patients mitomycin C when everything else runs out, mitomycin C and plus-minus 5-FU.  The key with mitomycin C is really to limit exposure.  We’ve had this data published a while ago, that we tend to give 7 mg/m2 every 6 weeks and limit it to 35 mg, under 40 mg/m2 cumulative.  And for some patients, actually, you do see a response.  Now, again, the likelihood of this patient going to third line — I mean, she may have gone to third line — is about 15% to 20%, which is pretty much the third line — patients who receive third line about 19% to 20% of all patients who are diagnosed with metastatic pancreatic cancer, so 80% chance she’ll never make it to third line.

DR LOVE: So again, Margaret, in that algorithm, FOLFIRINOX, nab, gem, for you what would be next outside a trial setting?

DR TEMPERO: There’s no standard option.  And often those patients, we will try to get them on a clinical trial.  We’ll send them to our early drug development group.  Often it’s a Phase 1B study, something like that.  But that’s pretty —

DR LOVE: If they aren’t eligible for a study and the patient’s in good condition, do you ever say to the patient, “Let’s just do supportive care for a while”?

DR TEMPERO: Absolutely.

DR LOVE: So we want to go through the flow also in terms of the other issue of the patient starts with nab/gem.  But 1 other question about sequencing, and I’m curious — I’m sorry.

DR GLYNN: So somebody who’s motivated, good performance status, we were talking about before, is this somebody you might consider gene profiling for?

DR LOVE: You read my mind.  Literally, that was the next thing I was going to ask you all about, which is, no matter who’s sitting at these tables, you talk about the patient who’s gone through conventional therapy.  Do we do multigene next-gen sequencing assay or even a serum assay?  I know Phil’s had experience with that.  I just want to ask you all, would you typically do that?  And is it helpful?

DR GLYNN: I haven’t done it, but it’s certainly one of the reasons I came to Miami, to find out about it.

DR SCHWARTZ: So we did it on this patient just because we had the tissue.

DR LOVE: You did it! Really?  Huh.  So what did it show?

DR SCHWARTZ: Really nothing actionable.  She did have what you would expect, a KRAS and p53 mutations, but nothing — a couple of —

DR LOVE: Phil, again, do you typically try to do some type of multigene assay in your pancreatic patients who are still in good shape and running out of options?

DR BROOKS: Yes.  I mean, if it’s a motivated patient, I realize it might be a 1% chance, but I will do either an assay on their tumor or I send for liquid biopsies now.

DR LOVE: Margaret, I’m sure you get emails all the time from people who say, “Should I do this?  Is it just going to create more problems and not really help?”  How do you answer that, and what do you do yourself?

DR TEMPERO: We happen to have a program that’s focused on that.  So for us, it’s sort of de rigueur — that’s something you should do.  How often does it help?  Phil’s right.  It’s very low.  But for those few patients, that small percent of patients in which you find some information, that’s helpful.  So I think at this point we need to learn.  And, so I’d just as soon see patients get this done.  It doesn’t usually help with your first choice of therapy, obviously, because you can’t get the turnaround quick enough.

DR LOVE: But, I mean, do you see responses to anything that comes up?  Other tumors you hear a little bit.  Have you ever had a patient who had an actionable mutation that you didn’t suspect, pancreatic cancer, that benefited?

DR TEMPERO: So aside from mutation, the other thing you’re looking for is a mismatch repair.

DR LOVE: Mismatch repair?  What’s the incidence in pancreatic cancer?

DR TEMPERO: It’s low.  It’s about 1%.  But those patients seem to be responding, like other patients with mismatch repair, to pembro.
[Pembro is Pembrolizumab (MK-3475).  The press reports exceptional results for Pembrolizumab (MK-3475) when utilized in BOWEL cancer.  It’s conceivable that the results may carry over to pancreatic cancer.  There are a number of pancreatic trials using this immuno agent, for example.  Search the Clinical Trial database.  The press coverage of the remarkable bowel application is here.  And, the full research report can be found here.]
DR LOVE: So checkpoint inhibitors.  But were there pancreatic patients in that original New England Journal paper?

DR TEMPERO: Not in the original one, but there’s a subsequent expanding series right now.

DR LOVE: So, I mean, if you had to guess what number of patients with pancreatic cancer and MSI have gotten - a checkpoint inhibitor?
[MSI is MicroSatellite Instability, usually stated as MSI-High.  See this article.]
DR TEMPERO: I would say — you mean how many patients have been treated total?  Less than 20.

DR LOVE: Less than 20.  And a bunch of responses have been seen?

DR TEMPERO: Not a bunch, but some.

DR LOVE: But some.  Prolonged?

DR TEMPERO: Yes.

DR LOVE: Mismatch repair.  Hmm.  Yes.

DR BEKAII-SAAB: Yes.  So I can actually tell you about a patient I’ve had who had MSI high in the setting of Lynch syndrome.  Treated her first for colon cancer a while, and then she presented with pancreas, bona fide primary pancreas cancer, metastatic.  She was placed on a clinical trial with a PD-L1 inhibitor, actually.  And she ended up with a complete response. [A complete response is a complete absence of tumors.]
DR LOVE: Wow!

DR BEKAII-SAAB: And I must say, I’ve never seen a complete response in pancreas cancer just with 1 — I mean, 1 immunotherapy or a biologic.  But she had a complete and durable response.  She actually had to go off the PD-L1 inhibitor because of toxicities.

DR LOVE: What kind of toxicity?

DR BEKAII-SAAB: She had some significant neurotoxicity, actually.

DR LOVE: Neurotoxicity.

DR BEKAII-SAAB: Yes, demyelination, apparently related to the PD-L1 inhibitor.  She really had some significant neurotoxicity

DR LOVE: An MS kind of thing?  I’ve never heard of that.

DR BEKAII-SAAB: Similar.

DR LOVE: I’ve heard of neurologic things, but I’m not sure I’ve heard about —

DR BEKAII-SAAB: It was pretty significant.  And likely related.

DR LOVE: That’s really wild.  Huh.

DR BEKAII-SAAB: And she’s a year out, remains in complete CR.  So you do see those patients.  It’s only 1%, but again, it’s worth it.  And I know Margaret alluded and Mike alluded to the BRCA mutations.  I mean, you don’t have to have germline mutations of BRCA or PALB2.  In fact, if you look at some parts of the literature, it suggests that about maybe a little bit less than 10% of the patients will have some abnormality, somatic, with BRCA2 or PALB2.  And if you look at the studies, mostly outside pancreas that looked at the response to those patients with somatic mutations versus germline, they tend to do similarly good.  So you don’t have to have a germline.  But somatic mutations can elicit a good response to platinums, perhaps to PARP inhibitors.

DR LOVE: That was the thing I was going to ask you, because this comes up now in breast cancer also.  Have you, or would you attempt to use — I mean, we have an approved PARP inhibitor for ovarian cancer, olaparib.  Would you use it?  Have you used it in a somatic pancreatic cancer, a BRCA patient?

DR BEKAII-SAAB: Only on study.  And we do have those studies.

DR LOVE: Margaret, any thoughts about BRCA?

DR TEMPERO: Just to comment first that in our ICGC data set, there are probably about 24% of patients who have BRCA like.

DR LOVE: In other words, they’ve got DNA damage repair problems, right?  So those patients, that 24%, now we’re talking about a significant subset.  Those patients are probably all going to be fairly responsive to platinum agents, maybe also to PARP inhibitors.

DR LOVE: But have responses been seen in —

DR TEMPERO: Responses have been seen with PARP inhibitors.
[The discussion now goes back to second-line therapy.  More on the roles of mutations and immunotherapy can be found here and here.]
DR LOVE: Really?  So let’s go back through the other maybe even more common algorithm in clinical practice, the one that this patient would have gone down, most like — if she had seen you, which is nab/gem.  So second-line therapy after nab/gem, Tony?  [Tony is Tanios Bekaii-Saab.]
DR BEKAII-SAAB: I mean, it’s straightforward.  So following gemcitabine/nab paclitaxel, my second-line choice would be for 5-FU and, now, irinotecan.  So now a liposomal irinotecan or MM-398.
DR LOVE: And could you go through why that’s your choice and what other things you think about that you’re choosing this over?

DR BEKAII-SAAB: So the other option would be FOLFOX.  However, the data is a little bit more mixed with FOLFOX, 2 studies from both parts of the Atlantic.  The European study suggests that FOLFOX, actually a derivative of FOLFOX, OFF, which is a weekly 5-FU regimen plus oxaliplatin, looked positive versus 5-FU in the second line following gem failure.  On the other hand, the Canadian study — they’re both small studies, albeit, although they’re Phase IIIs — suggested that FOLFOX was not superior, if anything maybe a little bit inferior to 5-FU in terms of survival.  But there are other factors that may explain that.

So it’s a wash for oxaliplatin.  On the other hand, the data with nanoliposomal irinotecan added to infusional 5-FU versus 5-FU following gemcitabine failure — albeit again, most patients did not receive nab paclitaxel in the first line with gemcitabine.  But nonetheless, these were gemcitabine failures — looked positive in the second line compared to infusional 5-FU.  So the default has become to go to 5-FU and nanoliposomal irinotecan.

The other positive aspect of this is, you have nonoverlapping toxicities for the most.  So with nab paclitaxel and oxaliplatin [in Nab Paclitaxel + Gemcitabine and FOLFIRINOX, respectively], you have overlapping neurotoxicity, which makes it tough even when you start with FOLFIRINOX and move to nab paclitaxel in the second line or vice versa.  And you end up with patients being exposed to 2 neurotoxic agents sequentially, whereby with this sequence [Gemcitabine/Nab Paclitaxel, followed by 5-FU and Liposomal Irinotecan (also called MM-398)], you actually avoid the neurotoxic agent in the second line.

DR LOVE: So I’m going to ask the 3 of you in a second what your typical second-line therapy is after nab/gem, but first, Margaret, maybe you can talk about it.

DR TEMPERO: Yes.  I agree pretty much with what Tony said [Tony is Tanios Bekaii-Saab].  Also, I just want to emphasize again that we have so much work to do in this cancer that we have clinical trials in the first- and second-line setting.  And that’s always going to take a higher priority in terms of what we offer the patient.

DR LOVE: So Phil, what do you usually do in the second line in this situation?  Have you used nal-IRI?

DR BROOKS: I have not used nal-IRI.  In general, I’d say most of the time I’ve come down to either using — when I look at patients and stratify them, I tend to use FOLFIRINOX and then often modified — so again, getting down to less toxicity — or I’m using gemcitabine.  I guess I would ask a question, though, with this new drug.  Do we know that it’s better than FOLFIRI, just —

DR BEKAII-SAAB: So we don’t.  We don’t.  And we actually just recently published our experience with FOLFIRI.  It looks historically interesting, but it’s tough to say that the 2 regimens are equivalent.  FOLFIRI has not been looked at in Phase III studies.  It has been looked at in small Phase II studies or experiences like ours.

There is a theoretical advantage with nanoliposomal irinotecan.  However, unfortunately in the clinical setting, these 2 regimens have not been compared.  So the question is, do you use an irinotecan-based regimen in the second line and whether a nanoliposomal or irinotecan?  Right now, because the data is with nanoliposomal irinotecan — although I understand the caveats with why is it really any better than irinotecan — with patients who have very few options, albeit if you have a clinical trial, it takes precedence.  But if you don’t, then I think nanoliposomal irinotecan [+ 5-FU] would be the choice until we have more data suggesting otherwise.

Basis for the use of nanoliposomal irinotecan (nal-IRI, MM-398)
Efficacy, pharmacokinetics and toxicity of nal-IRI

2:50 minutes.

NEXT VIDEO: Rationale for the use of nal-IRI
TRANSCRIPTION: 

DR BEKAII-SAAB: So the way you think about the nanoliposomal irinotecan, the nanoliposomal, essentially, it’s packed with a much larger dose of irinotecan.  The concept itself is that you could actually deliver a bigger punch with the irinotecan to the tumor.  So as the nanoliposomal circulates around in the bloodstream, every time it hits close to the tumor, it releases the irinotecan.  [Nanoliposomal Irinotecan (Onivyde) was called MM-398 during testing.]
So the concept of nanoliposomal agents and irinotecan in this case is that you actually increase the cancer kill but you don’t change much in terms of the toxicity profile.  So you use a much higher dose of the agent, theoretically, but not change the toxicity profile while improving the activity.

And some clinical trials, Phase I trials, have suggested looking at the pharmacokinetic profile of irinotecan and SN-38 that indeed there’s very little leakage rate into the circulation, as expected, less than 3% of the irinotecan.  And then most of it seems to actually concentrate itself intratumorally.

DR LOVE: So with that kind of target and mechanism, I’m not sure this question’s even relevant.  But what about the half-life compared to IV irinotecan?

DR BEKAII-SAAB: So really, the half-life is the half-life of irinotecan, not the liposome itself.  So technically, it’s a little longer with the liposomal agent.  But ultimately, it’s really what happens at the level of the tumor, so the internal pharmacokinetic within the tumor, irinotecan and SN-38 and its activity in the tumor.  So not much difference in that standpoint.

There are certain differences in the peaks, essentially, and the AUC.  But overall, the half time of the irinotecan and SN-38 are about the same.

DR LOVE: How would you expect and what do we know clinically about how this whole strategy and delivery mechanism affects toxicity?

DR BEKAII-SAAB: Toxicity is historically the same as what you would expect for irinotecan agents.  So you see the exact same levels of toxicities and at the same rate.

DR LOVE: I thought the trials showed that it was the same, that it didn’t add to the toxicity of 5-FU/leucovorin.

DR BEKAII-SAAB: Yes.  So the trick with what was, if you look at the dosages, the dosage of the MM-398 was higher when you used it without 5-FU.  And, therefore, you see, actually, more toxicities related to the irinotecan with a higher dose of MM-398.  When combined with 5-FU the dose was lower and, therefore, the toxicities actually I think were a little bit more favorable because of the lower dose of the MM-398.

Rationale for the use of nal-IRI

1:29 minutes.

NEXT VIDEO: NAPOLI-1 trial of nal-IRI with fluorouracil and folinic acid in mPAC
TRANSCRIPTION: 

DR BEKAII-SAAB: The whole concept of a nanoliposomal formulation is essentially, you take a lot more, so in this case 80,000 irinotecan molecules.  And you pack them into a liposome.  And essentially you have this extended circulation, so that MM-398, or nanoliposomal irinotecan, continues to go through.  And then think about squirting the chemotherapy into the tumor every time you reach the area.  And so that was the whole concept.

And the first study was actually a Phase II study that looked at — and it was published with the first author, Andrew Ko from UCSF — that essentially suggested that there is a promise for this agent in refractory metastatic pancreas cancer patients who fail gemcitabine.

This is an ongoing study that essentially looked at the leakage rate and intratumoral concentration of the agents.  And essentially it was very predictable, with only 3% leakage rate into the circulation, which does explain why the toxicity profile of this regimen is no different than irinotecan, whereby there was higher levels of SN-38 intratumorally, which would be expected, again, from the nanoliposomal formulation.

Results from the NAPOLI-1 Phase III trial of nal-IRI for metastatic pancreatic cancer
NAPOLI-1 trial of nal-IRI with fluorouracil and folinic acid in mPAC

2:30 minutes.

NEXT VIDEO: Phase III NAPOLI-1 trial of nal-IRI, with or without 5-fluorouracil and leucovorin, versus 5-fluorouracil and leucovorin in metastatic pancreatic cancer after previous gemcitabine-based therapy
TRANSCRIPTION: 

DR LOVE: Any comments about this NAPOLI-1 study, the Phase III trial that led to the approval?  We’ve been talking about it, but here’s the actual design.

DR BEKAII-SAAB: Yes.  And I think it’s very important to understand the design, historically.  This started as a 2-arm study with nal-IRI at 120 mg/m2 every 3 weeks versus 5-FU.  And the choice of the 5-FU was the weekly regimen, which is taken out of the CONKO study, the European study that compared OFF, so oxaliplatin and 5-FU and then the third arm with nal-IRI at a lower dose, 80 mg/m2, plus 5-FU/leucovorin given every other week.  Notice that here, a bolus 5-FU was skipped.  There was no bolus 5-FU in the regimen, which may explain some of the improvement in the toxicities.

And so what this study essentially showed, just in a nutshell, that when you actually combined the nal-IRI with 5-FU, you have an improved survival and improved progression-free survival versus 5-FU alone.  Interestingly, when you actually look at the nal-IRI alone — so the irinotecan, nanoliposomal irinotecan, agent alone — versus 5-FU, there wasn’t a difference in survival or PFS.  Maybe a little trend, but really not significant.  So it seems that you really need to combine the two to get a benefit, which is very similar, by the way, to colorectal cancer, where there is data that suggests that FOLFIRI is better than irinotecan, even when you fail 5-FU.

So anyways, the 1 thing that I find very interesting about this study is that there was a reported 16% response rate in the second and third line, which is something that’s unusual in pancreas cancer — 1% response rate with 5-FU.  So that’s a real differential in response rate which again, in second-line pancreas cancer, is very unusual.  So I think there is this added potential historical benefit.

And the toxicities are very similar to what you would expect with irinotecan-based regimens.  It is interesting when you look at the diarrhea — it’s actually higher with the monotherapy than with the combination.  And that has to do with the fact that it was a 120 versus 80 dose, not as much.  So it has to do with the dose rather than with the frequency administered.  And everything else seemed to be relatively similar.

Phase III NAPOLI-1 trial of nal-IRI, with or without 5-fluorouracil and leucovorin, versus 5-fluorouracil and leucovorin in metastatic pancreatic cancer after previous gemcitabine-based therapy

1:50 minutes.

NEXT VIDEO: Mechanism of action of nab paclitaxel and efficacy in combination with gemcitabine
TRANSCRIPTION: 

DR LOVE: Any thoughts about that Phase III NAPOLI trial — we’ll look at the data — in terms of the control arm, 5-FU/leucovorin?  I know that’s kind of been debated.

DR TEMPERO: A lot of us didn’t participate in that trial, because we were concerned that patients weren’t getting an adequate course of treatment with 5-FU and leucovorin, as that was the control arm.

DR LOVE: And these people had just prior gemcitabine?  That was the criteria to get in?

DR TEMPERO: I believe they could have had —

DR BEKAII-SAAB: You have to have failed.  You had to have failed at any point, yeah.

DR TEMPERO: But gemcitabine and nab paclitaxel, though?

DR BEKAII-SAAB: No, just gemcitabine in this regimen.  Yes, so any gemcitabine.

DR TEMPERO: Any gemcitabine-based regimen.  So at any rate, that was a concern of ours.  So we really don’t know, for instance, how 5-FU/leucovorin and liposomal irinotecan would hold up against FOLFOX, for example.

DR BEKAII-SAAB: So we participated in the trial.  And there was a reason why the 5-FU regimen was chosen as the weekly regimen.  It actually was to simulate the OFF, F-F regimen, so from the CONKO study that looked at OFF, so oxaliplatin/5-FU versus 5-FU.  There’s really no data with the de Gramont regimen in pancreas cancer.

And so the choice was to take an arm from a Phase III study as the comparator arm and use it here.  It’s not the usual infusional 5-FU, the de Gramont infusional 5-FU, but it is a standard arm in the CONKO, at least in the CONKO list of studies.  So I think it’s a reasonable arm, personally.  It was a reasonable arm to compare to.

Mechanism of action of nal-IRI versus nab paclitaxel and toxicity profile of nal-IRI
Mechanism of action of nab paclitaxel and efficacy in combination with gemcitabine

4:32 minutes.

NEXT VIDEO: Mechanism of action and side-effect profile of nal-IRI
TRANSCRIPTION: 

DR LOVE: So I was curious what you were saying about your thoughts about the mechanism of action of nal-IRI.  In contrast, what’s your vision about mechanism — I mean, it sounds simple — mechanism of action of nab paclitaxel?

DR BEKAII-SAAB: So again, another black hole of oncology is whether that albumin-bound piece is helping paclitaxel to get into the stroma at higher levels and higher concentration.  And that’s the whole conundrum.  And the thought that essentially in a very simple way attaching paclitaxel to an albumin-bound formulation that you will actually be able to achieve higher levels intratumorally.

So with pancreas cancer more specifically, the original thought was that SPARC is like that hook that gets —

DR LOVE: Can you explain that again, because it’s been a while since I’ve heard that talked about, SPARC?

DR BEKAII-SAAB: It turns out that SPARC doesn’t matter, but —

DR LOVE: Okay.  Maybe that’s why they’re not talking about it.

DR TEMPERO: It was a good story at the time.

DR BEKAII-SAAB: But the original thought was, you have this protein called SPARC just sitting there in the stroma of pancreas cancer.  And essentially, it hooks on that albumin and just pulls the paclitaxel into, and you get a higher concentration in the tumor.  And you change a little bit the toxicity profile, because you have, again, less of it inducing the typical toxicities of paclitaxel.

But it turns that SPARC doesn’t really matter for the activity of nab paclitaxel.  And we don’t really know what, if anything, leads to that improvement when nab paclitaxel is added to gemcitabine.  And the same question that brought about irinotecan and nanoliposomal irinotecan applies also to paclitaxel and nab paclitaxel.  In pancreas cancer it’s never been done.  It’s been done in other tumors.

DR LOVE: Yes.  I was just going to ask that question.  Margaret, any sense, any guesses — we don’t have the data — how nab compares to just pac — we know there’s a difference in terms of allergic reaction, lack of corticosteroids, shorter infusion, but what about efficacy?

DR TEMPERO: I think we have a sense, because there were previous trials with gemcitabine and a taxane.  And we did not see the level of activity that we certainly see with gemcitabine and nab paclitaxel.  So I think we kind of do have a sense that it is more active.

DR BEKAII-SAAB: Yes, in some ways, although those studies never made it to the Phase III.  But the other thing is, we did recently publish a study with, actually, carboplatin and paclitaxel in pancreas cancer.  This was because we were working with a certain virus and the control arm had to be carboplatin plus paclitaxel, a Phase II randomized study.  And it was very interesting.  It got published in Molecular Therapy.

It was very interesting, because the combination of carboplatin and paclitaxel historically performed equally well — and this was in first line — equally well as what you would expect with gemcitabine and nab paclitaxel.  The survival was about 9 months, a little bit less than 9 months.  And the PFS was 5.2 months.  If you put the two together, they look eerily the same.

Here’s the other thing: A lot of the critique was, “This is a clinical trial.”  But think about it.  We had 4 institutions along with us.  And you see the next patient you want to put on a trial, first of all, you select off those patients who would go on FOLFIRINOX.  And then the second is, because carboplatin and paclitaxel is nonstandard, then again you choose probably the less — and we had patients who were less well than what you would expect for gemcitabine/nab paclitaxel.  And yet the results were eerily similar to gemcitabine and nab paclitaxel.  So it raises that question, I think.

DR TEMPERO: Right.  But then you were adding a DNA-damaging agent.  I mean, that was the key, don’t you think?

DR BEKAII-SAAB: The platinum could have helped, certainly.  The platinum could have helped with paclitaxel.  But the experience with breast and lung doesn’t suggest that there is much of a difference.  So the question mark remains with all these new formulations whether it’s nab or whether it’s nal.  In pancreas cancer you feel compelled to use them, because options are few and you don’t have data with others that is as strong as with those two.  But the question remains.

Mechanism of action and side-effect profile of nal-IRI

3:08 minutes.

NEXT VIDEO: Neutropenia and diarrhea associated with nal-IRI
TRANSCRIPTION: 

DR BROOKS: Since I think our experience is pretty limited with the liposomal, a couple of questions: (1), is there any difference in the infusional-related toxicities where we have to use atropine sometimes with irinotecan?  And (2), do you have any different limitations with bilirubin adjustments as opposed to irinotecan?

DR LOVE: Tony, I’ll let you handle that one.

DR BEKAII-SAAB: Yes.  So I don’t think we disagree when you talked about the diarrhea.  In fact, I agree with the fact that you see less of, the cholinergic effect — and, therefore, less likely to use atropine in this setting to get less crampy.  And it’s probably because the irinotecan peaks later with the infusion.

DR LOVE: Can I just ask one before — I’ve got to ask, it’s kind of rolling around in my — that targeted thing.  So can you talk more — I mean, when you were talking, I was thinking about antibody-drug conjugates, like T-DM1, delivering into tumor cells.  What actually happens?

DR BEKAII-SAAB: So when the liposome actually reaches the site involved with the tumor, so the vasculature “gradient” essentially will lead to that leakage from the nanoliposom —

DR LOVE: It’s trapped in there or something?

DR BEKAII-SAAB: Just leaks.

DR LOVE: Leaks.

DR BEKAII-SAAB: Yes, leaks.  The irinotecan leaks into the tumor.  The liposome actually stays in the circulation and goes around and around.  And every time it hits, it just gives a little dose of the irinotecan and SN-38.

DR LOVE: So in some way it’s targeting the tumor?  Or is it the anatomy of it?

DR BEKAII-SAAB: Again, theoretically ye —

DR LOVE: Margaret, what’s your take on it?

DR TEMPERO: Nobody knows for sure, but there’s a lot of data to show retention in tumor-associated vasculature.

DR LOVE: We were talking about second-line therapy or therapy after FOLFIRINOX.  Is there any situation where you would use it after FOLFIRINOX, Tony?

DR BEKAII-SAAB: The only time that I would use it after FOLFIRINOX is if we’ve used FOLFIRINOX in the neoadjuvant setting or, say, adjuvant setting, which I don’t.  But there’s the study in France that’s looking at that.  And then if there’s at least a 6-month period before the cancer progresses, then I would consider it, although you still have gemcitabine and nab paclitaxel as the choice.  But that would be the only time I would use it.

DR TEMPERO: No, I agree with that.

DR BROOKS: Just the question about the bilirubin.  It’s a nitty-gritty question that we face every day.

They’ve had a stent.  Their bilirubin is 1.7 or 2.1.  Is there any difference — or maybe you could tell us how you would handle the dosing of either irinotecan or the liposomal.

DR LOVE: Margaret?

DR TEMPERO: We wait until the bilirubin is normal or near normal to start treatment.  So if they’ve had a stent, we just wait until there’s full decompression.  We will not use it if we can’t do that.

DR LOVE: Tony?

DR BEKAII-SAAB: So again, there are 2 ways: (1), it’s normal, or (2), it’s definitely trending down within a week.  If it’s twice the upper limit of normal, I’m comfortable with the iri or with the nal-IRI.  So the magic number is twice the upper limit of normal of bili.

Neutropenia and diarrhea associated with nal-IRI

2:14 minutes.

NEXT VIDEO: Ongoing investigation of nal-IRI-containing regimens for patients with untreated mPAC
TRANSCRIPTION: 

DR LOVE: What’s the basis for the black box warning on neutropenia and diarrhea?

DR BEKAII-SAAB: These are irinotecan toxicities.  And again, just you have to keep in mind that a lot of patients on that study were included and X-US, where again, there is less good supportive management in some ways.  But the toxicities are about the same, that with irinotecan.

DR LOVE: So clinically if you have a patient that you’re about to start on this agent, what do you say to them to expect, or what are you expecting to see?  In terms of toxicity.

DR BEKAII-SAAB: In terms of toxicities, exactly what you would expect with irinotecan.  Diarrhea at a rate of 10% to 12% for Grade 3 and 4, levels of neutropenia usually transient.  There are some small — 3% or 4% febrile neutropenia, which is what you would expect again with irinotecan combined to 5-FU, so really not much different than my discussion with a patient with FOLFIRI.

DR LOVE: So Margaret, agree, disagree or in between with everything he just said?

DR TEMPERO: I hate to disagree with my good friend Tony, but I actually do think that the — and he may know the data better than I do, too — but that the toxicity profile with liposomal irinotecan in combination with 5-FU and leucovorin seems to be a little better in terms of the diarrhea.  Patients get cramping, but I don’t feel that they get as much diarrhea or quick-onset diarrhea.  So that is maybe a little bit different.

The drug was developed at UCSF, so we had the privilege of doing a lot of the early work with the drug and doing the first Phase II with the drug.  So we’ve had a sense of its value for quite a while.

DR LOVE: What kind of sense of value do you have in terms of efficacy?  Have you seen patients that you thought benefited?

DR TEMPERO: We’re only starting to just use it in combination with 5-FU and leucovorin.  And certainly we’ve seen some benefit, but I don’t have the aggregate experience yet to kind of give a sense of whether I think it would be any better than FOLFIRI, for example.

Optimal treatment sequencing and comparison of available treatment options
Ongoing investigation of nal-IRI-containing regimens for patients with untreated mPAC

1:36 minutes.

NEXT VIDEO: Efficacy of modified FOLFIRI versus nal-IRI and 5-FU for refractory, advanced pancreatic cancer
TRANSCRIPTION: 

DR GLYNN: Do you substitute the nanoliposomal irinotecan in for FOLFIRINOX now?  And is it available to get it covered?

DR LOVE: You mean as part of a triplet?

DR GLYNN: Yes.

DR BEKAII-SAAB: So these studies are undergoing to look actually at the triplet with MM-38, so nanoliposomal irinotecan/oxaliplatin plus 5-FU.  So there is no safety data yet.  So I wouldn’t use it before we actually have some of these results.

The question, though, whether you really need in FOLFIRINOX to substitute irinotecan with nal-IRI is, again, unclear.  So I wouldn’t really change practice at this point of time with the FOLFIRINOX regimen.

DR LOVE: What do you think in terms of where that — I don't know what you would call it, FOL-nil or ox or something, but substituting nal-IRI for 5-FU in FOLFIRINOX?  What do you think about the trials looking at it, and any other novel trial ideas being looked at with this drug?

DR TEMPERO: Actually maybe Tony knows for sure, but I believe the trial is comparing against gemcitabine and nab paclitaxel, correct?

DR BEKAII-SAAB: Nab paclitaxel.  And there’s a third arm with 5-FU and nal-IRI.  So the question is, gemcitabine/nab paclitaxel, 5-FU/nal-IRI.  Then the third arm is 5-FU/nal-IRI plus oxaliplatin.

DR TEMPERO: Right.  So I think the way the trial is being done is the right way, because it will show whether this is a more convenient way of giving a difficult regimen.  We’ll see.

Efficacy of modified FOLFIRI versus nal-IRI and 5-FU for refractory, advanced pancreatic cancer

1:05 minutes.

NEXT VIDEO: 94-year-old man with cancer in the tail of the pancreas
TRANSCRIPTION: 

DR LOVE: Didn’t you report a series at the last ASCO GI meeting on FOLFIRI in pancreatic?

DR BEKAII-SAAB: Yes.  And this is published now in Medical Oncology.

DR LOVE: What did you see there?

DR BEKAII-SAAB: So I must say that, compared to nanoliposomal irinotecan, the data was historically not as good.  And the other thing is, we have seen no responses whatsoever, mostly stable diseases.  Whereby if you look at the nal-IRI plus 5-FU study, there was a reported 17 % response rate in the second and third line.  And then when it was reviewed centrally, it was closer to 10%, which, with 5-FU, it was 1%.  So you know that there is some synergism between the two.

Whether that translates into an overall survival outcome compared to FOLFIRI, that has never been tested.  But our data suggests that, again, if you don’t have access to nanoliposomal irinotecan, let’s say — a lot of countries don’t have it approved — I think irinotecan is a reasonable option.

94-year-old man with cancer in the tail of the pancreas

5:50 minutes.

NEXT VIDEO: Perspectives on the rewarding experience of being an oncologist
TRANSCRIPTION: 

DR BROOKS: I met this lovely man in July of 2015.  And at that point, he was 94 years old.  And he had been coming, and I think for about 80 years, in the summer.  He was happy to be there.  He’d already presented down South — and by “down South”  I mean anywhere south of Boston.  And to my amazement, he looked great and felt great, but he’d been diagnosed several months before after having abdominal pain with a massive pancreatic cancer in the tail of his pancreas and had been offered and was treated with a Whipple — I mean, with a pancreatectomy.

DR LOVE: How did he do?

DR BROOKS: He did great.

DR LOVE: So before you go on, I’ve got to ask: The oldest patient, Margaret, you’ve seen go through a Whipple, and do you have — I mean, we talk about this, but is there kind of an arbitrary age cutoff that really — we were talking about this with bone marrow transplants with the AML.

DR TEMPERO: There isn’t an age cutoff, obviously.  I think the oldest one I’ve ever heard of is 99.

DR LOVE: Wow! Ninety-nine-year-old had a Whipple.

DR TEMPERO: Yes.

DR LOVE: Wow!

DR TEMPERO: A tailectomy, which is what your patient had, is a very easy operation compared to a Whipple.

DR LOVE: So did he have a tailectomy or a Whipple?

DR BROOKS: It was a mass in the tail of the pancreas.  To be honest with you.  I don’t recall that now.

DR TEMPERO: That, in the oncologic pancreatic world, is a very easy procedure, because you don’t have to do such an extensive resection.  You really block off the tail and do a splenectomy, often.

DR LOVE: So what was seen in the path there?

DR BROOKS: So he had a positive retroperitoneal margin.  And he had 2 of 11 nodes positive when he had the surgery.  And then again, he had a PET-CT done at that point, and he had what looked like a supraclavicular node.  And he actually went on and had treatment — this is before I saw him.  He had radiation to the pancreatic mass, and they added some radiation to the left supraclavicular node.  And when I saw him, I was a little amazed at the — but I will say, he was 94 years old.  He was acting like a 74-year-old and felt fine.

DR LOVE: So just to backtrack on that one a little bit, radiation therapy to a supraclav node, Margaret?

DR TEMPERO: My suspicion is that they wanted to do something, because they were concerned about that and were hesitant to do chemotherapy.

DR LOVE: Interesting.  So what was the next step?

DR BROOKS: I saw him.  He felt fine, but I think I did CTs.  This is a guy who felt great, was coming to me and wanted an aggressive approach to treatment.  He was a great guy.  And we found pulmonary nodules.  So at that point, I did treat him with single-agent gemcitabine.

DR LOVE: And Tony, how would you be thinking through this case at the point at which these pulmonary nodules showed up?  And the patient was still asymptomatic?

DR BROOKS: He had a little fatigue, but he was coming to me looking forward to doing some activities.  But overridingly he wanted treatment.

DR LOVE: I’m curious about how you would treat off protocol, but also, for example, right now if a patient like that came to your center, would there be a trial the patient could enter?

DR BEKAII-SAAB: So assuming after surgery and all that other stuff done, this patient would be treated about the same, given the age, either single-agent gemcitabine or a fluoropyrimidine, capecitabine or 5-FU.

DR LOVE: So you wouldn’t use a doublet purely based on age?  The guy just went through surgery.

DR BEKAII-SAAB: Yes.  I’d be very concerned about doublet chemotherapy.  I mean, even patients that are older than 83, 82 to 85, you start having significant issues with doublets.

DR LOVE: Margaret?

DR TEMPERO: We use gemcitabine and capecitabine in patients who we think are not quite fit enough for the more rigorous regimens.

DR LOVE: You think gem/cape is more tolerable than gem/nab?

DR TEMPERO: So yes, it is.  We have a regimen that we developed, which is alternate week capecitabine with fixed dose-rate gemcitabine, also alternate week.  And when we see an elderly patient who we think could handle more than gemcitabine monotherapy, that’s what we use.

DR LOVE: So what happened there, Phil?

DR BROOKS: He had 4 cycles of gemcitabine, tolerated it amazingly well, had a little diarrhea.  He tolerated it very well, but after 4 cycles we did restage him.  And his CA 19-9 had gone up, and we stopped treatment.  And it took a lot to talk to him about palliative care and going to hospice, but that’s what he did.  And he died about, I think, 3 months later.

DR LOVE: How long ago was that?

DR BROOKS: This was last summer, though I treated him in the fall.

DR LOVE: What was the discussion with him like, and do you end up having that with most pancreatic cancer patients?  I mean, it sounds like he was in pretty good condition at the point at which you said “palliative care.”

DR BROOKS: Yes.  I mean, at that point, he was 94.  He had been through a lot of treatment.  So seriously, because I really would have had trouble.  I think even if he had twisted my arm very hard, I would have had trouble doing much more.

DR LOVE: He accepted that?

DR BROOKS: He did, but not without pushing me a little bit.  But no, he did accept it.  Yes.  But it took a significant discussion.

DR LOVE: Were there other family — spouse, family members — involved in the discussion?

DR BROOKS: Yes.  He had an elderly wife who kind of was a little passive in the discussion.

DR LOVE: And how long was he in hospice before he died?

DR BROOKS: He was in palliative care, and I think we got him started, and I think he actually went to his other home in, like, October.  And I think I got word about 4 months into palliative care and hospice that he died.

Rewarding experience of being an oncologist
Perspectives on the rewarding experience of being an oncologist

7:15 minutes.

NEXT VIDEO: Rationale for the use of fixed dose-rate gemcitabine
TRANSCRIPTION: 

DR BROOKS: This was a delightful 94-year-old guy who had this great joy of life and every visit was fun.  We joked.  We had a good time.  And 4 months later when they died, back at home I got a letter saying, “Thank you for providing care and allowing him to still enjoy his time in Maine.”  So yes, even though I really didn’t provide a lot of benefit for him, I certainly felt satisfied.

DR LOVE: We’ve been talking a lot in some of programs about what we call the bond that heals and just the bond, which I think I can hear in your voice in terms of this patient.

The other question we’re going to ask in the survey is, is there anything in particular you did for the patient that you found gratifying or that happened?  Did the patient achieve any goal?  Anything in this case?

DR BROOKS: Yes, I think the biggest goal was to enjoy summer in Maine, and he did.  He also wanted treatment.  He wanted active treatment.  He got active treatment.  And he felt pretty good.

DR LOVE: Mike, any thoughts about this concept?  When the fellows come to you or med students about, “Why are you in oncology?  Why,” do you get a satisfaction even in cases that have these rapid downhill courses?  And what is it that’s giving you satisfaction?

DR SCHWARTZ: The first thing we tell residents is that, “Don’t judge oncology by what you see in the hospital.”  Because, basically, patients go in the hospital to get very toxic treatment or to die.  And when they come and rotate through us, it tends to be a cheerful place.  And the patients are appreciative.  They most understand going in that they’re not going to be cured for most of the diseases.  And if we can control their pain, that often is enough to feel good about it.

DR GLYNN: Yes, I really echo what Mike said.  I don’t think I’d be an oncologist if I had to work in the hospital as an oncologist.  I think what we do in the outpatient setting, especially today, is so gratifying.  And even if it’s people like you just talked about, Phil, to just help them die in peace, that no trauma at the end of life, it’s all about just having gratitude at the end of his life.  That’s a great gift.

DR LOVE: Margaret, I think I remember asking you this in an interview one time, the idea of specializing in pancreatic cancer and what it’s like to go to work every day.  Any thoughts about this issue, particularly as you focus on pancreatic cancer?

DR TEMPERO: I actually decided to focus on the disease because, at least at the time, no one else was.  And I thought, “Who’s going to be there for these people?  They have a serious illness.  Somebody’s got to figure out how to make it better.”  So then, obviously, I had to adjust my expectations in terms of what I was able to do.  But 1 thing that I convinced myself very early on is, you can help everybody with something.  You can find something that you can do for them.  And when they leave your office, they feel a little bit better than when they came in.

DR LOVE: And Tony, I’m curious about your thoughts about this and also the concept of if you’ve ever been through anything, any type of health issue or medical issue and you realize how important your caregiver is to you.  Any thoughts about what you get out of taking care of patients with pancreatic cancer, Tony?

DR BEKAII-SAAB: I think about it again and again.  Would I ever do this, if I go back and think, (1), would I ever be a doctor?  The answer is yes, (2), would I ever do what I’m doing in oncology?  The answer is yes.  And taking care of pancreatic cancer patients?  Definitely.  It’s very gratifying to take care of patients, including and mostly they are patients who end up dying, I mean, overwhelmingly 99% of them will die at some point and many of them prematurely.

And I think the biggest problem in medicine is that, in medical school and in residency, you get taught that if the patient dies, you’ve failed.  And when you’re talking about residents and students rotating on the floor and seeing patients going miserably into their destiny, they feel that this is a profession that ultimately leads to failure.

The reality is, I think the biggest success that I feel and the biggest reward I feel is that when I’m able to give a patient a little quality time along with extra time to enjoy whatever they want to enjoy even if it’s a short amount of time, a summer in Maine, seeing the birth of a grandchild, achieving a certain milestone and then realize that at the transition point where they need to be transferred from active care to palliative care and comfort care and allow that transition eventually to death to be as peaceful and dignifying as possible, then I think I’ve done my job.  And it’s very gratifying from that standpoint.

And you get letters from patients.  You get visits from patients.  Patients volunteer.  Patients’ families volunteer with us in clinic to help other patients or other spouses go or other partners go through the process.  So every time I look at it, I continue to think this is one of the most rewarding jobs I would have ever done.

DR LOVE: Phil?

DR BROOKS: I agree with everything that was said.  I mean, I find it a great joy.  One of the things I do when I have medical students with me, I tell them that every one of my visits is going to have a laugh or a smile.  And they should keep track and tell me if I’ve missed.

DR LOVE: Wow! Is that something you consciously do?

DR BROOKS: Yes, I do, especially in my later career.

DR LOVE: Huh.  Interesting.  Do you, like, joke with your patients?

DR BROOKS: Absolutely.

DR LOVE: How about you, Mike?

DR SCHWARTZ: I do.  They joke as well.

DR GLYNN: You have to have humor with this.  Yes, absolutely.

DR BEKAII-SAAB: No.  I agree.  Humor is the best medicine.

DR LOVE: Humor.

DR TEMPERO: Humor.

DR BEKAII-SAAB: Humor is the best medicine even when we’re discussing — and I have the nurses telling me, I’m coming out of a patient’s room and I get to the nurse, and they said — we just had a discussion about hospice and the patient is willing.  She said, “I would never be able to tell that, because there was laughter and people were laughing in there.  And you would think that there was something joyful happening.”  I’m like, “You have to be able to inject that humor.”  Patients don’t want you to go and be Dr Gloom and Doom.  They want you to be realistic, but also, they want to enjoy your presence.  And they want to feel that you’re part of their care personally and professionally.  They want to have that personal connection.  And part of that personal connection is really to take off the mask and really be yourself and just be able to allow that humor backflows.

DR LOVE: Margaret, any comments on that?  And do you share things from your personal life with your patients?

DR TEMPERO: Oh, we do.  I think we all do.

DR BEKAII-SAAB: Yes.

DR TEMPERO: And we find things in common with our patients, and we tell stories and we ask them to tell us stories.  So it’s a friendship.  You’re walking a difficult path with a friend.

DR LOVE: That’s where we kind of came up with the concept of the bond that heals, which is, even if you have a patient who your therapy — the tumor just goes right through, that bond that you’re giving to them is something they value.  So the med student might not realize that you’re actually giving something very valuable to the patient.  It’s just not the systemic therapy.

Treatment strategies for elderly patients and those with preexisting diabetes
Rationale for the use of fixed dose-rate gemcitabine

0:45 minutes.

NEXT VIDEO: 65-year-old man with a history of Type 2 diabetes discontinues treatment with FOLFIRINOX for mPAC because of poor tolerance
TRANSCRIPTION: 

DR GLYNN: Just a quick question.  So the gemcitabine, is that a prodrug?  The FDR gemcitabine, is that a prodrug issue, or is that a cell penetration issue of getting higher concentration in the cell?

DR BEKAII-SAAB: I’m going to leave it up to the pioneer of the regimen.

DR TEMPERO: So with fixed dose-rate gemcitabine, the goal is to keep a more sustained plasma level of gemcitabine, which the drug is taken up through a nucleoside transporter in the cell membrane.  And if you have a certain plasma level sustained over a long period of time, the uptake is higher with the equilibrative nuclear transporters.  So the idea is basically to get more into the cell.

65-year-old man with a history of Type 2 diabetes discontinues treatment with FOLFIRINOX for mPAC because of poor tolerance

9:22 minutes.

NEXT VIDEO: Serum CA19.9 as a screening marker for patients with pancreatic cancer
TRANSCRIPTION: 

DR GLYNN: So this is a 65-year-old gentleman who had just retired, family was intact.  His daughter was a nurse.  He had extended family, very involved.  And he came in to see me, actually, in second opinion.  He had, at the time of his first opinion, a pretty good performance status, even though he had significant weight loss.  He had some nuance of abdominal pain over the course of a couple of months.

And so we talked about treatment options.  And we talked about FOLFIRINOX.  But also, he had a CT scan that had shown hepatic metastasis.  There was involvement around the duodenum.  He had a very high 19-9.  And so we also had this discussion of there’s a range of options here, which would even include palliative care, which he really didn’t want to hear about.  And I don’t think at that moment it was so unreasonable that he didn’t want to hear about it.

DR LOVE: Can I just bring up 1 issue here?  What was his treatment prior to his weight loss for diabetes?  What happened to his diabetes when he started to lose weight?

DR GLYNN: His medical comorbidities were quite stable.

DR LOVE: Margaret, any comment about diabetes in pancreatic cancer, the link and what it might be and also, your experience with patients who have, say, insulin-dependent diabetes, who are losing weight, that glucose control?

DR TEMPERO: This is a big issue, diabetes.  And it’s a complex issue.  Diabetes, long standing, is a risk factor for the disease but a mild risk factor.

DR LOVE: Association?  Is it thought to be more of an association or causal?

DR TEMPERO: No.  It probably is a true risk factor, probably with insulin driving IGF1.  But, short-onset diabetes, that is caused by the cancer.  And the pathophysiology of that is not well understood.

DR LOVE: It’s not a replacement thing, that —

DR TEMPERO: No, no.  The islets are not destroyed.  We’ve been able to demonstrate that there’s insulin resistance.  There’s also a little bit of perhaps less insulin being produced, but it’s a very complex thing.  And it may be a paraneoplastic syndrome.

DR LOVE: And how do you manage it?

DR TEMPERO: Generally, when you treat the cancer effectively, it gets better.  But if not, you manage it like any other case of diabetes.

DR LOVE: But with insulin?  You said it was insulin resistant.

DR TEMPERO: In some cases, you can manage it with insulin.

DR LOVE: Could I just ask, Mike, have you see this?  How often do you see this, incidentally, clinically evident diabetes?

DR TEMPERO: Clinically, I would say about half the patients.

DR LOVE: Half the patients! Mike, do you see that?

DR SCHWARTZ: Absolutely.

DR LOVE: Really?  Do they present with it?

DR SCHWARTZ: Yes, they present with their diabetes, either being diagnosed with diabetes at late age or hard-to-control diabetes that was previously well managed.

DR TEMPERO: Yes.

DR LOVE: So he is struggling with the first-line choice that we’ve been talking about.  What did he end up getting, and what happened?

DR GLYNN: So he ended up getting FOLFIRINOX.

DR GLYNN: And he did terribly on FOLFIRINOX.  He had terrible diarrhea.  He was sick.  He required a hospitalization and basically came back and said, “Find another regimen.  This is not worth it.”

DR LOVE: How many treatments did he get?

DR GLYNN: He had 2.  Two in total.

DR LOVE: How often do you see this, Margaret, and any association?  Would you have predicted this?

DR TEMPERO: I would say maybe about 10% of the time, even a hospitalization or at least a trip to the ED happens.

DR LOVE: That’s FOLFIRINOX specifically?

DR TEMPERO: Yes.  And one of the things, the way we try to preempt it, these patients can get very dehydrated with nausea and vomiting and diarrhea and so on.  So many times we bring them in routinely for hydration after they’ve been treated.  So 2 or 3 days, just bring them in routinely, make sure they’re getting hydrated.  And obviously you’re spending a lot of time, and I have the most awesome nursing group in terms of palliative management and supportive care management trying to get their antiemetics in control, their antidiarrheal medications as optimized as possible.

DR LOVE: Yes.  It’s always easy to second guess, but just looking back at this 65-year-old patient, would you have likely used FOLFIRINOX?  And is there an age where you really start pulling back?

DR TEMPERO: I’m not hesitant at all to use FOLFIRINOX, because I know we’ve got a good supportive care network to manage these patients.  And their most severe symptoms are going to be during the first cycle.  You’ll get a little bit better in the second cycle as their disease improves.  As their disease is getting under better control, it gets easier and easier and easier, so pretty soon.  You can coach a patient through this.  And pretty soon you can get them on an even — smooth waters.

DR LOVE: Okay.  So he had these problems.  He recovered completely?  Or not?

DR GLYNN: Yes, he recovered and was still eager for treatment and went on to gemcitabine and nab paclitaxel.  And it was a whole different thing.  He tolerated it.  I’ve met with him a couple of times.  He still sees my partner in the other office, but I’ve seen him a couple of times.  He looks great.  His performance status is excellent.  His 19-9 went from 18,000 to 200.  And he looks terrific.

DR LOVE: And that’s his current status?

DR GLYNN: That’s his current status.

DR LOVE: What’s his state of mind?

DR GLYNN: He’s a highly intelligent guy.  He’s a former English professor.  And he’s got a very realistic idea of what’s going on, that this is going to hopefully last for a while but it’s not going to last forever.

DR LOVE: Is he the kind of person that would be willing to go to an academic center for a trial?

DR GLYNN: Yes.

DR LOVE: What do we know about sequencing and responses, people who don’t respond to 1 and respond to 2, both ways?

DR TEMPERO: If I could maybe offer a counter case but not so dissimilar, a fellow that came to see me being treated by an outside physician, who had been on about 2 months’ worth, so 4 cycles, maybe a FOLFIRINOX, was miserable.  He was miserable.  And this was a very difficult case to dissect in terms of whether he was getting any benefit, because he had metastatic disease but only found at the time of laparoscopy.  So his disease was radiographically occult and he did not express CA 19-9.  So I had only his symptoms to go on.  And he said, “I’m so miserable.  I don’t know if I feel any better.”

I said, “Okay.  We’re going to take a 1-month break from treatment, and when you come back you’re going to tell me how you feel compared to when you were diagnosed.”

He came back in and he said, “I feel great compared to when I was diagnosed.”  I said, “That means that what you were getting was helping you.  So let’s figure out how to give it safely/comfortably for you.”

He went on to receive a full 6 months’ worth over 7 months of treatment.  And we took him off treatment.  He is now in remission a year and a half later.  So my point here is that —

DR LOVE: Although we don’t have any objective —

DR GLYNN: Right.

DR LOVE: — information at this point.

DR TEMPERO: He hasn’t progressed a year and a half off treatment; unmaintained remission, that’s pretty good.

So my point here is that when a patient has invested in something, it’s up to us to try and figure out how to sort it out and make sure that that investment is fully realized, because when you switch early on, you’re pretty much cutting off — now, you could say you could go back to that treatment at some point down the road.

DR LOVE: Tony, again, 65-year-old.  Is there an age where you start pulling back just based on age from FOLFIRINOX?

DR BEKAII-SAAB: We don’t have good safety data on patients who are, say, 76 or older.  So typically the cutoff would be around 75.  But that doesn’t mean I wouldn’t treat the patient who’s 77 with FOLFIRINOX, if they’re incredibly healthy and strong.  But I’m very reluctant to go above 75.  In fact, I’m very reluctant to go above 70, in many ways, with FOLFIRINOX.

The only times where I actually use FOLFIRINOX with a little bit more loose criteria is in the neoadjuvant setting, where I know I’m going to limit it to 2 or 3 months max rather than 6 months or longer.

DR GLYNN: So Tony, I’ve just got a quick question.

DR BEKAII-SAAB: Yes.

DR GLYNN: What would you do next with this guy?  So this is a patient who technically has not failed irinotecan or 5-FU.

DR GLYNN: Right.

DR BEKAII-SAAB: And so the next line of defense would be, naturally, 5-FU, nal-IRI or even FOLFIRI would be reasonable, probably not FOLFOX.

DR GLYNN: At what point would you consider sending them somewhere to get gene profiling?

DR BEKAII-SAAB: I would do it now.  I mean, I would do it as soon — We have been doing this, I’d say, semiautomatically.  It’s not automatic.  But for most patients if not all, we’re trying to profile them.

DR LOVE: Margaret, what about the choice for next therapy, agree?  In this patient, what would be next for you?

DR BEKAII-SAAB: Outside a clinical trial.

DR TEMPERO: Outside of a clinical trial, I agree with Tony.  I think that would be a great choice for liposomal irinotecan and 5-FU/leucovorin.

DR BEKAII-SAAB: Right.  Yes.

Biomarkers of treatment efficacy and toxicity
Serum CA19.9 as a screening marker for patients with pancreatic cancer

2:21 minutes.

NEXT VIDEO: Association between UGT1A1 genotype and irinotecan toxicity
TRANSCRIPTION: 

DR SCHWARTZ: Yes.  So this is not so much a sequencing question for me but more a practical management issue that comes up.  For patients off study, do you feel comfortable relying on CA 19-9 values over imaging?  Because otherwise, you end up doing very frequent imaging.  And for those patients that can make CA 19-9 and have elevated values, what’s your approach?

DR TEMPERO: I usually tell patients, “Now, listen.  I’ve got 3 ways to figure out if you’re getting better.  Do you feel better?  Does your scan look okay?  And is your CA 19-9 falling?”  But I say those 3 ways because I don’t trust any one of them except for the patient feeling better.  That one I can trust.  CA 19-9 is not a very precise test.  The assays differ from place to place.  In a general sense they give you a pretty good barometer of what’s going on, but it’s not perfect.  And so I don’t use only that number.

DR LOVE: So before Tony answers that question, I was kind of flashing again.  There’s so many other tumors, obviously, this comes up.  It’s a cost issue.  It’s a convenience issue.  Do you think if you just use way 1 in terms of seeing how the patient’s doing, if there was a trial between way 1 and way 1, 2 and 3, do you think it really makes a difference, or how does it affect the patient in the long run?

DR TEMPERO: It does.  There are many times when patients get started on treatment, they’re really sick from their disease, usually.  Then you’re going to make them kind of sick from the treatment.  So you’ve got a month of being really rocky, and you’re nervous and you don’t know if you’re doing the right thing.

If you see that CA 19-9 coming down, then you feel a lot better about asking the patient to go through another month worth of treatment.  So that’s 1 example.

There’s another thing that occurs, which is rare but happens.  It’s pseudoprogression.  We are used to seeing pseudoprogression in other diseases, but pseudoprogression can actually happen in pancreatic cancer, much like in breast cancer.  If you have someone with bone mets and you treat the bone mets, their bone mets look worse while they’re getting better.  But having another test like the CA 19-9 help you dissect out and discriminate between real progression and pseudoprogression.

Association between UGT1A1 genotype and irinotecan toxicity

3:18 minutes.

NEXT VIDEO: Outcomes with neoadjuvant therapy for patients with resectable pancreatic cancer
TRANSCRIPTION: 

DR LOVE: Tony, a question we had gotten emailed in to us from an oncologist is about assessing patient’s homozygosity for UGT1A28 allele — which I didn’t even know what it is — for prediction of toxicity for irinotecan.  What is it, and do you use it?  
DR BEKAII-SAAB: So it’s essentially SN-38, the byproduct of irinotecan, gets ”glucuronidated” through UGT1A1.  That’s the way it gets cleared through the system.  So if you lack, essentially, UGT1A1, homozygous lack of the gene, then you get much higher toxicities from irinotecan.

DR LOVE: How often do you see it?

DR BEKAII-SAAB: It’s uncommon.

DR LOVE: Do you screen for it?

DR BEKAII-SAAB: I do not screen for it, the same way I do not screen for it for irinotecan.  I do not screen for it for nanoliposomal irinotecan.  I think it has been postulated to be linked to the diarrhea and mucositis and others.  The reality is, it’s actually mostly linked to neutropenia, which —

DR LOVE: What fraction of patients have it?

DR BEKAII-SAAB: It’s actually — homozygous?  Less than 3%, probably.

DR LOVE: And what’s the implication in terms of toxicity?  Neutropenia?

DR BEKAII-SAAB: Neutropenia, for the most.  It actually hasn’t been strongly associated with diarrhea.  Neutropenia is something that in actual practice you can check for a blood test.  And if there is neutropenia, then you just adjust the dose.  And, in fact, the original studies that looked at the value of testing for UGT1A1 with FOLFIRI suggests, essentially, that patients end up having transient neutropenia and, with dose adjustments, then patients will do fine.  So I think it’s an unnecessary test.

The only link, true link, between UGT1A1 and good prediction of toxicity with irinotecan is when you use the every 3-week regimen of irinotecan and you use a dose of 350 mg/m2, which is highly toxic.  And that’s the only time I actually would check for UGT1A1, and I never actually use this regimen.  But if I would, that’s the only time I would use it.  And if a patient is homozygous, I knock down the dose by 25%.  But with the biweekly regimen, there’s no evidence that it actually helps with much in terms of prediction.  Just go with your clinical sense.

DR BROOKS: On the same line, though, what about when you have a person who has or has suspected Gilbert syndrome and they have an elevated indirect bilirubin?  How do you handle that?

DR BEKAII-SAAB: Gilbert syndrome, because bilirubin gets “glucuronidated” as well, so the same mechanism of excreting bilirubin is the same mechanism you actually get rid of SN-38.  And so Gilbert syndrome is essentially the poor man’s test for UGT1A1.  And the same principle applies.  If you’re going to use the biweekly regimen, you just be careful.  Just check the labs at the weekly basis, just the first cycle.  Make sure that the patient is “flying” okay, and they should be fine.

I mean, you check the labs.  You know what to do with them.  But you’re not actually endangering patients, because you keep a close eye on them.  And you don’t need to go through these expensive tests, frankly.

Neoadjuvant therapy for resectable and borderline-resectable pancreatic cancer
Outcomes with neoadjuvant therapy for patients with resectable pancreatic cancer

3:09 minutes.

NEXT VIDEO: Clinical pros and cons of neoadjuvant therapy for patients with resectable pancreatic cancer
TRANSCRIPTION: 

DR LOVE: What about this issue, Margaret, of neoadjuvant therapy in clearly resectable disease and these data that you refer to?

DR TEMPERO: This is early data with 2 regimens that were piloted at MD Anderson.  And the reason I thought they were important is, they gave us a real-world experience in terms of what actually happens.  So we all see the patient that comes into our clinic who’s got clearly resectable disease.  And if you treat them with just chemoradiation, for instance, you’ll be able to give all of that therapy, but only 73 of 86  patients will look like they’re resectable at the time that you get around to completing your treatment.  And only 64 will actually be resected.  So that just shows you the fallout with the progression of disease that occurs in those intervals as you wait.

DR LOVE: So that’s kind of the biologic test you were talking about.

DR TEMPERO: In a way.  I mean, this is not completely inactive therapy, but it didn’t have a lot of systemic chemotherapy involved in that particular regimen.  If you give systemic chemotherapy — now, albeit not what we would consider the most effective systemic chemotherapy — followed by chemoradiation, first of all, you give all the patients the chemotherapy, but only 79 of 90 patients were eligible for the chemoradiation, again because they progressed during that period.  So, obviously, they weren’t also able to have a laparotomy.  So you keep having this drop-off.  And it turns out, about 25% of patients will fall out just during the preoperative treatment period.

DR LOVE: What about the survival data?

DR TEMPERO: So when I dissected these 2 papers even further, one thing that really struck me was that in the first regimen, the article by Evans, patients who were not resected had a median survival of 7.1 months.  On the other hand, patients who were resected, the median survivals were 35 months.

DR LOVE: So just for practical purposes, Tony, are there situations right now where you’re using neoadjuvant therapy in patients who are presenting with what appears to be clearly resectable disease?

DR BEKAII-SAAB: No, not really outside of a clinical trial.  Occasionally, I’d say very occasionally, patients who are borderline in terms of performance status, some comorbidities, like, say, a recent MI or what have you, that the surgeon decided, “I’m going to hold off surgery for a little while, see if you can take them on cruise control.”  But other than that, frankly, we have not established this as routine.

Clinical pros and cons of neoadjuvant therapy for patients with resectable pancreatic cancer

2:44 minutes.

NEXT VIDEO: A021101: Preoperative modified FOLFIRINOX followed by capecitabine-based chemoradiation therapy for borderline-resectable pancreatic cancer
TRANSCRIPTION: 

DR TEMPERO: Generally, the concept with neoadjuvant therapy is to put the patient in a better position to have a resection with a negative margin.  And that’s pretty much in any oncologic setting is the goal of neoadjuvant therapy.  You could imagine that there’s also other things that happen during that period of time even if the therapy’s ineffective.  You’ve given the patient a biologic waiting period.

And in this disease, sometimes it can be a very short time between presentation with what appears to be localized disease and the demonstration of metastatic disease.  So you’re culling out, if you will, the patient who is most likely to benefit from the resection simply by waiting and, while you’re waiting, giving some therapy to put them at a better advantage.  So those are the good things.

The bad things are that, for instance, if your neoadjuvant therapy includes radiation, you might actually complicate things for the patient, in which they can’t get optimal therapy later because of, say, additional damage to the bone marrow.  And if you don’t use the right neoadjuvant therapy, such as a therapy that focuses mostly on local therapy, without enough systemic therapy you aren’t giving the patient necessarily what they need if they have occult metastatic disease.  So you’re kind of in this balancing act, not knowing which of these things you’re tweaking when you give neoadjuvant therapy.

DR LOVE: Tony, any thoughts?

DR BEKAII-SAAB: Yes.  I think, theoretically, it makes much more sense in anything, frankly, prior to surgery, to give neoadjuvant therapy.  And this is one disease where I think it would make the most sense.  The one problem is, we don’t have studies that support moving — and we’re talking about the clearly resectable, not the borderline or locally advanced, which is a totally different beast, but those clearly resectable tumors — whether to move the adjuvant therapy into the neoadjuvant setting, so prior to surgery.

There have been some small studies that the cumulative outcome of those studies suggests that you don’t do any differently than if you give them in the adjuvant setting.  But I think if your surgeons can buy into it, it makes much more sense to bring it forward rather than following surgery.

A021101: Preoperative modified FOLFIRINOX followed by capecitabine-based chemoradiation therapy for borderline-resectable pancreatic cancer

5:50 minutes.

NEXT VIDEO: 69-year-old-man with borderline-resectable pancreatic adenocarcinoma is enrolled on a clinical trial with neoadjuvant PEGPH20, gemcitabine and nab paclitaxel
TRANSCRIPTION: 

DR TEMPERO: I thought this study was important for the simple reason that it was feasible and it was completed.  These are complicated studies to do.  They involve multiple sites.  I wouldn’t have designed this study this way, but the fact that it was done at multiple sites with good quality control, they were able to get everybody through all of the treatment, to get them to surgery and postoperative adjuvant therapy, I thought it, from an experimental point of view, the fact that you can do this just set us up to be able to do these kinds of trials in a larger, more definitive way.

DR LOVE: So I’m curious in this study, how do they define, quote, borderline resectable?

DR TEMPERO: So borderline resectable is probably — would take me about an hour to actually explain that.  But it grew out of the understanding — and this was early on in my tenure as Chair of the National Comprehensive Cancer Network Pancreatic Cancer Panel.  Early on, I recognized that the surgeons around the table had different approaches, shall we say, to what they thought was resectable and what wasn’t resectable.

And it turns out that what the real concern was, that there were a set of patients that they felt had a high risk of a positive margin.  And so I asked them basically to define those patients and tell us what they were, which led to the first definition of borderline resectable disease.  That definition has subsequently been evolved a bit with more consensus in the community.  But what it really means is that the patient has a high risk of a positive margin.  And this is based usually on some degree of vascular involvement, encasement, abutment.

DR LOVE: Hmm.  So it’s more of a statistical thing?

DR TEMPERO: It’s a theoretical.  It’s really theoretical.

DR LOVE: What are the trials right now that are kind of incorporating this into their design?

DR TEMPERO: There’s 2 trials in the cooperative groups that I think are very, very important.  One is in borderline resectable disease, in which all patients are getting FOLFIRINOX up front.  Then they’re being randomized to chemoradiation versus continued chemotherapy.  And this is really going to answer the question about whether chemoradiation is an important part of the management of this disease.  It’s not at all clear that it is, but this will answer that question.

DR LOVE: And you brought up the potential complications of radiation therapy.  Tony, for practical purposes right now, what are you doing in these patients outside a trial?

DR BEKAII-SAAB: So it’s a hodgepodge of things.  So for borderline resectable patients, patients do receive FOLFIRINOX for about 2 to 3 months, not quite 4 months.  I think you reach your maximum response in 2 to 3 months.  And then after that, really it’s a multidisciplinary effort.  You get with the surgeon and the radiation oncologists and decide.  If the surgeon says, “I see a clear-cut response.  I’m comfortable taking the patient to surgery,” that’s what the patients are doing, so no radiation.

DR LOVE: What about radiation?  No radiation.

DR BEKAII-SAAB: Radiation only if — so really, the surgeon is dictating whether they think they need the radiation to clear up the margins a little bit more.  With clear responses, most of the time — and, in fact, we actually published the results of our own experience with about 40 patients.

For the borderline resectable patients, we only needed to give radiation for about 44% of the patients, yet we achieved 86% R0 resection rate.  So it’s clear that radiation is limited in its utility in this setting, but I think the study, randomizing patients clearly to radiation versus not, will help with some of the nuances of this.

I still think, even if the study says there’s no role for radiation added to FOLFIRINOX, that there’s still a subset of patients where there is a gray zone around the margins that may still benefit from radiation.

DR LOVE: So just to drill down a little bit more about what’s really happening when you, quote, convert somebody, say, from borderline resectable to resectable or R1/0 resection or not in liver mets in colon cancer — and Tony and I have done a lot of programs on this — I kind of have an intuitive understanding that maybe there are compressing vessels.  You pull them back.  You’re not sterilizing anything with chemotherapy.

Here, it’s almost kind of hard for me to understand what’s going on.  If the tumor’s encasing around it or invading into vessels, is the idea that chemotherapy really makes it go away?  Does it pull back?  Why are they becoming resectable?

DR TEMPERO: First of all, most cases of encasement are never resectable.  Short encasement can be resectable with a graft.

DR LOVE: Short encasement.

DR BEKAII-SAAB: Short segment.

DR TEMPERO: Short segment.  I’m sorry — with a graft.  And you’re quite right.  I mean, the goal of therapy is not to, like — it’s not like a balloon that you shrink it down and then you just pluck it out because it’s infiltrative, right?  It’s infiltrative everywhere it’s touching.

DR LOVE: I mean, does it really work?

DR TEMPERO: So yes, it does work.  And we just published our retrospective study, similar to Tony’s, except we had no radiation.  And our R0 resection rate was 90%.

DR LOVE: But, I mean, was that a randomized study?

DR TEMPERO: No, it was not a randomized study.  That’s why these studies are so important.

69-year-old-man with borderline-resectable pancreatic adenocarcinoma is enrolled on a clinical trial with neoadjuvant PEGPH20, gemcitabine and nab paclitaxel

2:56 minutes.

NEXT VIDEO: Novel approaches under investigation for pancreatic cancer in the neoadjuvant setting
TRANSCRIPTION: 

DR TEMPERO: This is a gentleman who happened to be a very well-known internist in San Francisco.  And ironically, I was already caring for two of his patients.  But he presented with what he was told was an unresectable pancreatic adenocarcinoma.  He came to me thinking that he would probably opt for hospice.  He was not interested in chemotherapy, but he wanted to hear more.

So we did our usual multidisciplinary review.  And our surgeons said, “He appears to be borderline resectable.”

DR LOVE: I mean, could they show you the scan and say why?

DR TEMPERO: Yes.

DR LOVE: What did they see, or what did you see?

DR TEMPERO: This had to do with, like, about just close to 180-degree abutment of the SMA.

So we had a clinical trial for this, which is good.  In this case, it involved a drug called PEGPH20, which is pegylated hyaluronidase.  And one of the features of pancreatic adenocarcinoma is this intense desmoplastic stroma.  And hyaluronan is one of the elements in that stroma.  And PEGPH20 has been shown, at least in preclinical models, to decrease the interstitial pressure within the tumor and allow for better distribution of drug and better concentrations of drug within the tumor.

So he went on that trial.  It was a single-arm trial, so it’s a signal-seeking trial, with gemcitabine and nab paclitaxel.

DR LOVE: I seem to remember some data presented at ASCO.  Was it last year on this agent?

DR TEMPERO: In metastatic disease, there has been data that suggests that in patients who have high levels of hyaluronan in their tumor that they may be more likely to benefit.

DR LOVE: Now, this is single agent or combined with chemo in metastatic disease?

DR TEMPERO: With chemotherapy.  And by itself, it’s not expected to be therapeutic.  It only allows for better exposure to drug.

DR LOVE: So this study is trying to bring it into the neoadjuvant setting.

DR TEMPERO: Into the neoadjuvant setting, where we would have the opportunity to have preoperative and postoperative tissue, so that we could understand better about what’s actually happening in the tumor milieu.

So he was treated.  He did very, very well.  He had a deep response both radiographically and with CA 19-9.  He still required a vascular reconstruction, but he’s doing well now, postoperatively.  He’s traveling, just came back from a trip to Europe and is planning another.

DR LOVE: What’s his state of mind?

DR TEMPERO: He’s very optimistic right now.  He’s a cyclist and a hiker.  And he’s doing his part by staying active to keep his disease at bay.


Novel approaches under investigation for pancreatic cancer in the neoadjuvant setting

1:37 minutes.

NEXT VIDEO: Role of vascular reconstruction for patients with locally advanced pancreatic cancer who have vascular encasement
TRANSCRIPTION: 

DR LOVE: I’m curious in general.  We’ve heard about this concept, particularly in breast cancer, of using — you’ve heard of the I-SPY efforts, et cetera, with Hope Rugo, et cetera.  Where do we stand with using the neoadjuvant window to explore new agents?

DR TEMPERO: That’s the whole purpose of another trial that’s in the cooperative group, in which gemcitabine and nab paclitaxel preoperatively is being compared to FOLFIRINOX preoperatively.  And this is not a bake-off between these regimens, by the way.  That’s not the purpose.  The purpose of this randomized Phase II trial in the neoadjuvant setting is to benchmark each one of these regimens so that we can understand what the path CR rate is, for example.

Once that is benchmarked, we could actually move into something like I-SPY, where new agents are actually introduced in the neoadjuvant setting.  And I think that would be a tremendous step forward in the field, because we would be able to have the resection tissue to be able to see what our treatments actually did.  And that’s been one of the values of I-SPY.

DR LOVE: Interesting.  Any thoughts about this strategy, research-wise, Tony?

DR BEKAII-SAAB: I think this makes a lot of sense.  I mean, we still have a poor understanding of the biology of pancreas cancer, the stromal tumor interactions.  I mean, we understand a little bit, but we haven’t really been able to take peeks into what really happens at the tumoral level and at the stromal level in real time.  And I think again, establishing these platforms to build on makes a lot of sense.  So it will help us not just with the early stage but with the later stages of the disease as well.

Role of vascular reconstruction for patients with locally advanced pancreatic cancer who have vascular encasement

1:45 minutes.

NEXT VIDEO: Perspective on extending the duration of neoadjuvant chemotherapy to achieve resectability
TRANSCRIPTION: 

DR LOVE: So I want to just take a breath and let the three of you throw out any questions, particularly about this issue of resectability and neoadjuvant therapy.  Phil, any questions?

DR BROOKS: Yes, I struggle with it, especially either with our own surgical oncologists or when patients have seen surgical oncologists elsewhere.  So what you said, if they use the word — if people agree that there’s encasement, not abutment, and once there’s encasement, regardless of the response, would you say that to make that patient resectable he’s going to need some vascular — the surgery, regardless of the response, is going to have to then involve removing those vessels to really get to what you need?

DR BEKAII-SAAB: So this would be a locally advanced patient.  And these patients are less likely to get to surgery.  Now, that said, historically only 10% of those patients would ever make it to surgery after neoadjuvant therapy.  In our experience, actually, with using FOLFIRINOX — and all these patients in our practice, at least, have received radiation, unlike the borderline resectable — we’ve been able to bring that number up to 30% of the patients.  And most of them required a vascular reconstruction.

That said, there was, interestingly, a small baseline of patients who had such a great response that it didn’t even translate radiographically into a meaningful response, but when the patient was taken to surgery, there was complete separation of the planes, actually, in the operating room.  And those patients didn’t even need vascular reconstruction.  But that’s a small baseline of those patients who actually end up going to surgery.

Perspective on extending the duration of neoadjuvant chemotherapy to achieve resectability
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NEXT VIDEO: Stent use for patients with locally advanced pancreatic cancer undergoing neoadjuvant therapy
TRANSCRIPTION: 

DR SCHWARTZ: I guess what comes up occasionally is, is there really a set number of cycles before you say you’re failing?  Because sometimes we have patients that are clearly responding but they’re still not resectable, so can you go an additional few cycles and, potentially, if you’re not going to get them there after 4 cycles, you’re not going to get them there?

DR TEMPERO: I think generally, 4 cycles is enough.  But there are times when we have continued shrinkage, maybe continued decline in CA 19-9, and we’ll push for another couple of cycles.  But generally, 4 is sufficient.  So basically it’s a decision about sitting down with the surgeons and deciding when to go ahead.

It’s important to remember that for many patients, the post-treatment CT scans don’t look a whole lot different than the pretreatment CT scans, and yet you’ve had a dramatic decline in CA 19-9 and the patient feels great.  So you’ve got some other parameters to say, “Yes, we did something.”  And so it comes down to an intraoperative decision about whether that tumor can truly be resected.

The advantage, I think, of referring your patients, though, to a center of excellence for pancreatic surgery cannot be underscored enough.  This is really tough surgery, and you have to be prepared to do a vascular reconstruction.  So you need a vascular team that’s very, very skilled right there and on call and ready to come in if that’s what needs to happen.  And so I think the studies have been very clear on this in terms of the outcomes with centers of excellence for pancreatic surgery, and I really think that’s important.

Stent use for patients with locally advanced pancreatic cancer undergoing neoadjuvant therapy

2:09 minutes.

NEXT VIDEO: Imaging tests to determine surgical resectability of pancreatic cancer
TRANSCRIPTION: 

DR TEMPERO: So the NCCN Guidelines are very clear on the need for stenting if neoadjuvant therapy is planned.  So that must be done for safety reasons, preferably with a short-segment  metal stent.  What was the other question?

DR GLYNN: But doesn’t that change the pool of patients who are going to say that they benefited from systemic therapy?  Because in my mind, anyways, it becomes a little difficult to say, “Did they really benefit from systemic therapy, or did they benefit from having stent and better palliation?”

DR TEMPERO: You can’t give systemic therapy unless you put in a stent.  And a stent does not treat their cancer.

DR GLYNN: Right.  But in putting the stent in, if you’re talking about somebody who’s then subsequently going to go to surgery and you’re selecting patients who are going to be now resectable and you’re using performance status based on that, is the performance status that much improved by better palliation than actually by the chemotherapy?

DR TEMPERO: They don’t get the chemotherapy unless they have a good performance status.  So it may be a chicken-and-egg thing, but you have to stent in order to give treatment.  Patients do feel better after having a stent.  And it allows you to give the treatment that the patient needs.

DR BEKAII-SAAB: More effectively.

DR GLYNN: But maybe those patients could go right to surgery.

DR BEKAII-SAAB: So the definition of borderline resectable and locally advanced is independent of the involvement of the biliary system or the presence or absence of jaundice.  It’s mostly whether there is abutment or involvement of the vessels or of the celiac plexus.  And that’s really what determines, regardless of — and it could be an abutting lesion or a tail lesion that hasn’t really involved the bile ducts, and you may not even need stenting.  But for the head of the pancreas, almost all these patients will require stenting.  And stenting is always captured in the data in all the studies and doesn’t seem to affect the generalized outcome, although it will affect the quality of life and the performance of the patients.

Imaging tests to determine surgical resectability of pancreatic cancer

3:24 minutes.

NEXT VIDEO: 66-year-old man who was initially diagnosed with Stage I pancreatic cancer experiences disease recurrence in the liver and lungs 6 months later
TRANSCRIPTION: 

DR LOVE: Are there specific terms we can look at or things we could objectify to say that someone is not borderline resectable but they’re unresectable?

DR BEKAII-SAAB: So borderline resectable is that gray area.  It’s really the area between clearly resectable and unresectable.  And everything in between that is defined as borderline resectable.  I mean, the definition that vague.  You could probably spend the whole hour talking about these nuances.  But when there is clear encasement, the SMA or clear involvement of the celiac plexus without metastatic disease, that’s a disease that’s technically unresectable, although there are a small percent of patients who may achieve surgical resection, although their outcomes are not as good as the borderline.

The clearly resectable are just patients with tumors that are really free of any vascular involvement.  There’s clear planes on the scans; no involvement of the celiac plexus.  Everything else is that gray zone that’s called “borderline resectable.”  That’s, by the way, a growing — right?  And we see that once you established those guidelines, that became a growing proportion of the patients we see with local disease, because any little concern about too close to the vessel, pushing a little bit on the vessel, makes the surgeon nervous, that’s clearly borderline.  And that’s requiring neoadjuvant therapy.

DR BROOKS: Before you make that decision, what imaging studies in addition to CT are you getting?

DR BEKAII-SAAB: Oh, dedicated CTs are, of course, important, so pancreas CTs, 3-D.  I mean, whatever you have capacity for.  A CT angiogram.  You really have to have a good definition of the blood vessels around and close to the tumor.  So these have to be very dedicated CT scans.  And most centers have that capacity.  But I think the most important thing is, you need the eyes of a trained surgeon who’d been there multiple times to help you really interpret that CT.  A radiologist on their own would not be able to do that for you.  You really need to have that trained eye of a surgeon who’s been there.

DR TEMPERO: I was going to say that it’s really important that the patient have a pancreas protocol CT scan, which is a dynamic-contrast CT with arterial and venous phases.  There is no additional staging information that is gained really with an endoscopic ultrasound, unless something is found outside of the vascular field.  So, for instance, maybe the sonographer finds an enlarged lymph node that’s outside of the operative field.  But in terms of the vasculature, the gold standard is a pancreas protocol CT scan.

And the reason I believe that many things get sort of misdirected is that we see patients who come in who have been evaluated on the outside by a surgeon who has looked at a routine CT scan and deemed that the patient was or was not resectable.  And this is frightening to us, because it just is so important to have an understanding of the potential vascular involvement.

Efficacy and safety of gemcitabine-based therapies in the adjuvant setting
66-year-old man who was initially diagnosed with Stage I pancreatic cancer experiences disease recurrence in the liver and lungs 6 months later

5:42 minutes.

NEXT VIDEO: Phase III MPACT study of weekly nab paclitaxel and gemcitabine versus gemcitabine alone: Use in patients with poor performance status
TRANSCRIPTION: 

DR BEKAII-SAAB: So this is a 66-year-old gentleman who was initially diagnosed with a Stage I pancreas cancer with a T2N0, went through a Whipple procedure and 6 months of gemcitabine, which was completed in November 2013.

And the patient did well and then started becoming symptomatic, some abdominal pain, weight loss, found on a scan to have recurrence in both the liver and the lungs in May 2014.  So that’s a little bit less than 6 months or actually 6 months after completing gemcitabine.

DR LOVE: So just real quick, Margaret, you get this as an email case, “I’ve got this 66-year-old man,” da, da, da.  First impression, what would you be thinking?

DR TEMPERO: The patient recurred fairly soon after —

DR BEKAII-SAAB: A little bit more than 6 months.  So 6 and a half months.

DR TEMPERO: It’s not kind of on the fence, in my mind, about whether that patient would be sensitive again to a gemcitabine-based regimen.  So it would push me probably a little closer to a fluorinated pyrimidine-based regimen.

DR LOVE: So what happened?

DR BEKAII-SAAB: So I decided then that — 6 months is what I am still relatively comfortable with reinitiating gemcitabine.  And I went with gemcitabine and nab paclitaxel.  I went with a biweekly regimen, so every other-week gemcitabine and nab paclitaxel.  And the patient actually responded very well symptomatically, improved significantly, had a drop in the CA 19-9 and an actual partial response.

DR LOVE: On imaging?

DR BEKAII-SAAB: On imaging, yes.  And his disease remained under control until November, December 2015, so really a quite solid response, and through all this time was continuously on this biweekly regimen, no neurotoxicity, a little bit of fatigue but mostly tolerable.  The patient had a really decent quality of life.

DR LOVE: What’s the likelihood that you see this with nab/gem, let alone that he’d had the prior gem?  But just, say, in a naïve patient, what’s the likelihood that you would see this kind of scenario, objective response for a while?

DR BEKAII-SAAB: About 20% to 25% of the patients will actually have a bona fide objective response, a shrinkage.  I’ve seen actually 1 complete responder in my whole usage of the regimen, but that was a patient with very little disease.  But you do see about 25%, 20% to 25% response with this regimen.

DR LOVE: So let’s again go back to Margaret for choice of second-line therapy.  What happened?

DR BEKAII-SAAB: So he progressed in December 2015, and then he was treated with —

DR LOVE: Hold on before you say.  I want you to present to Margaret what was going on.  What was going on at that time when you say he progressed?  It was all imaging?

DR BEKAII-SAAB: No.  So what happened is, around October/November 2015, clinically the patient started developing some additional pain, started to lose some additional weight, got a little bit more fatigued.  So we started suspecting this, his disease was likely progressing.  CA 19-9 in November just trended a little bit up, so it started going in the wrong direction, although the scan in October 2015 still looked stable.  But symptomatically, the patient was — at least looked like he was on a path of progression, which, indeed, in December 2015 when we got the next scan, there was progression of the disease in the liver and the lungs.

DR LOVE: So Margaret, what would you be thinking at this point?

DR TEMPERO: He’s kind of back into that category where you want to use a fluorinated pyrimidine.  And it would make sense to use 5-FU and leucovorin and liposomal irinotecan.

DR LOVE: So what actually happened?

DR BEKAII-SAAB: And that’s what he received.  So he received infusional 5-FU and nanoliposomal irinotecan, and his disease stopped progressing.  So he had disease stable, maybe a minor response.  And his CA 19-9 levels actually dropped by about 30%.  And that actually was short lived, lasted until April 2016.

So his first scan looked relatively good.  And by April 2016, he started again losing more weight.  More pain.  And at that time, a CT scan again shows progressive disease in the lung, in the liver but also some additional peritoneal metastases.  And his performance status was about 2 at that time.

DR LOVE: And I know he died shortly thereafter.  What were the primary palliative issues in this man?  You mentioned he had pain.  Was that the main problem, or what was it?

DR BEKAII-SAAB: So it’s primarily pain.  All these patients universally will get cacxhexia, so they lose significant weight.  And at that stage, I mean, you can clearly see a man that was — complete loss of the temporal muscles.  I mean, you can see sunken “tempes” and weakness from mostly muscle loss.  So when these patients lose weight, they lose muscle more than anything else — thus the weakness.

Malnutrition is universal, but unfortunately, given the dynamics of the cancer, additional what I call forced nutrition is unlikely to reverse the pattern of weight loss.  And so most of the supportive care in this patient was essentially controlling the symptoms of pain.

Phase III MPACT study of weekly nab paclitaxel and gemcitabine versus gemcitabine alone: Use in patients with poor performance status

1:13 minutes.

NEXT VIDEO: Adjuvant treatment with gemcitabine and capecitabine
TRANSCRIPTION: 

DR BEKAII-SAAB: This study was straightforward, looking at a doublet with nab paclitaxel versus gemcitabine, which was the standard of care then, showing a survival advantage close to 2 months, which was statistically significant.  And then the PFS was also improved in that study, again close to a couple of months, with a p-value.  So PFS with the combination was about 5.5 months.

I think the more interesting piece here, which is relevant for daily practice, especially for practices who still do use FOLFIRINOX in the better-performance patients, is that there is data with gemcitabine and nab paclitaxel in those with borderline performance status that still seem to have benefited from the combination versus gemcitabine.  Those are the patients with KPS 70 or 80.

The toxicities were mostly predictable.  The combination of the 2 agents had more hematologic toxicities than the single agent.  There were about one quarter of the patients that eventually received growth factor support, mostly to support the white count.

Adjuvant treatment with gemcitabine and capecitabine 

1:38 minutes.

NEXT VIDEO: 67-year-old man with a long history of abdominal discomfort is diagnosed with adenocarcinoma of the tail of the pancreas
TRANSCRIPTION: 

DR TEMPERO: The most recent data we have in postoperative adjuvant therapy comes from the ESPAC-4 trial, which showed the gemcitabine and capecitabine had a superior survival to gemcitabine monotherapy.  And that particular regimen that was given in that trial is a little tougher for the US population.  So 1 option to consider when toxicity is a concern would be to use gemcitabine and capecitabine on a different schedule.

DR LOVE: Could you just talk a little bit more about the data that was presented and what the advantage was of adding capecitabine?

DR TEMPERO: With the regimen that was used in the UK trial, it didn’t quite meet what we define as a big benefit, which would be a hazard ratio of 0.75.

DR LOVE: So from your point of view, Tony, was this, quote, a practice-changing trial?

DR BEKAII-SAAB: Oh, in a disease like pancreas cancer, the answer is a clear yes.  It’s changed practice.  And, in fact, after ASCO I started implementing gemcitabine/capecitabine routinely.

DR LOVE: What kind of schedule?

DR BEKAII-SAAB: I’m always reluctant at first to change the data, and my partners also were reluctant.  But I knew that we’re ultimately going to end up doing the every other-week regimen, and so my first patient went on the regimen as presented, had horrendous toxicities even with those reductions.  Ultimately, now she’s on the every other-week, so gemcitabine/capecitabine every other-week regimen.

67-year-old man with a long history of abdominal discomfort is diagnosed with adenocarcinoma of the tail of the pancreas

2:48 minutes.

NEXT VIDEO: Gemcitabine/capecitabine as adjuvant therapy
TRANSCRIPTION: 

DR GLYNN: So this is a 67-year-old gentleman who had some abdominal discomfort.  And, interestingly, in going back he had had a long history of abdominal discomfort, which had been undiagnosed and multiple episodes through the years of abdominal discomfort.  So he was seen and imaged and had a lesion at the tail of the pancreas.  And that was biopsied.  He had an adenocarcinoma.  He had a distal pancreatectomy and splenectomy.  And he had an intraductal papillary mucinous neoplasm that was high-grade, intraepithelial neoplasm and microscopic fossae of invasive disease.

So he had 8 of 17 nodes that were positive.  Five of them had isolated tumor cells.  So then there was a lengthy discussion about adjuvant therapy.

DR LOVE: Before you describe what you actually did, and I kind of want to get the take of the two faculty.  Anything else you’d want to tell them before asking what they would do?

DR BEKAII-SAAB: So was that an R0 resection?

DR GLYNN: R0 resection.  Yes.

DR BEKAII-SAAB: Okay.

DR LOVE: Anything else you want to say?

DR GLYNN: Just that he was a pretty anxious guy and anxious about considering further therapy.

DR LOVE: He was anxious, worried about toxicity?

DR GLYNN: Worried about toxicity.

DR LOVE: Not the kind of person who, “Hey, just do everything I can.”

DR GLYNN: No.

DR LOVE: More like, “I don’t want to get sick”?

DR GLYNN: Right.  So ultimately he agreed to try gemcitabine.  And it didn’t go well.  He had significant abdominal pain.  And something that we hadn’t seen in our practice was, he had pretty significant pancreatitis after gemcitabine.  And his lipase, I forget — it was a few thousand when he came in to the hospital.  And he didn’t have a big background of alcohol abuse and wasn’t really clear what had happened.

DR LOVE: How long was he in the hospital?

DR GLYNN: He was in the hospital for about a week.

DR LOVE: Wow!

DR GLYNN: And so right now, he’s at a situation he’s saying, “I’m done here.”

DR LOVE: So any thoughts, Margaret, about the complications this man experienced with the gemcitabine, specifically the pancreatitis?

DR TEMPERO: That’s very unusual.

DR GLYNN: Yes.

DR TEMPERO: Like anything, you probably can find it reported somewhere.  But what could be considered in a patient like this who’s not tolerating gemcitabine, would be to give fluorinated pyrimidine, because in an earlier ESPAC trial, 5-FU and leucovorin did just as well as gemcitabine.  There was really no difference.  So there is some activity in the resection setting with 5-FU/leucovorin.  One could also argue maybe capecitabine.  You could extrapolate to using capecitabine.  So that would be another option, if he did want to continue on.

Gemcitabine/capecitabine as adjuvant therapy

5:00 minutes.

NEXT VIDEO: 85-year-old man who was diagnosed with localized pancreatic cancer develops hemolytic uremic syndrome after receiving adjuvant chemoradiation therapy including gemcitabine
TRANSCRIPTION: 

DR BROOKS: So when we give adjuvant therapy, I think some patients’ expectations are not completely real.  In breast cancer I go through a lot with using Adjuvant! Online.  I often give them an estimate of what I think the actual benefit is.  So what is the data as far as using adjuvant gemcitabine as far as actual benefit and being alive at 1 or 2 years or actually being cured, which is what the goal is?

DR BEKAII-SAAB: I think the cure rate remains dismal.  I mean, it’s probably 10% to 15%, maybe even less.  The 5-year survival is a good landmark.  And without gemcitabine, it had been less than 10%.  With gemcitabine it actually doubled to a little bit more than 20%, 21%, 22%.  With gemcitabine/capecitabine, when they looked at the 5-year mark, it was getting close to 40% to 45%.  So we’ve already pushed a lot.

Now granted that a lot of it may have to do with the fact that we have a lot of — that’s overall survival.  That’s not disease-free survival, right?  So that a lot of the regimens we’re using may be actually “pulling.”  But it was definitely better than gemcitabine alone, which was less than 30%.  So there is an incremental benefit in terms of how long we can push those patients into surviving longer with  adequate and more aggressive adjuvant therapy versus single-agent or no therapy.

DR BROOKS: That’s a much more impressive benefit than I would have probably explained to a patient.

DR BEKAII-SAAB: It was very intriguing.  The 5-year survival looked much better than the survival.

DR LOVE: It’s one thing to read in papers.

DR BEKAII-SAAB: The median survival.

DR LOVE: Is that what you tell patients?

DR BEKAII-SAAB: So for the patients, whatever I treat them with I always find the 1-year or 2-year or 5-year survival much more useful than discussing medians, because medians just don’t make sense to the patient or, frankly, to me, other than to design the next study.  But using that 1-year mark, 2-year mark, 5-year mark has been much easier to discuss with patients and have them understand the value of the treatment we’re giving them.

DR LOVE: I’m trying to read your facial expression.  It looks dubious.

DR TEMPERO: No.  I tell every patient, “Look.  You have a 50-50 chance here, right?  You’re going to recur or you’re not going to recur.  And we’re going to apply a treatment that has a chance of increasing your odds.”  That’s what I tell them.

DR LOVE: Let’s say we have 2 options.  I’m not sure it’s 50-50.

DR TEMPERO: No, no.  I mean, they’re either going to recur or they’re not going to recur.  Can I make a point, though?  Because what happened with gemcitabine and gemcitabine and capecitabine and hopefully with gemcitabine and nab paclitaxel and other combinations is that what works a little bit in the metastatic setting has a pretty big incremental benefit in the adjuvant setting.  And that’s why we are so eager when we see something that is effective in the late stage that we want to get it in the adjuvant setting.

DR LOVE: What’s your theoretical explanation?  Better drug penetration or —

DR TEMPERO: One could argue for that, because the patients who have no evidence of disease following resection have micrometastatic disease and —

DR LOVE: That was the old theory, so —

DR TEMPERO: Right.  Right.  And you’re coming in early with hopefully something that’s going to sterilize those micrometastases.

DR BEKAII-SAAB: And on that point, let me agree with that point, because we’ve actually had instances where patients presented with what appeared to be local disease.  And then the surgeon goes in and removes the primary and finds multiple liver mets but still removes the primary.  Those patients have done incredibly well in our practice.  Those are the patients that tend to respond the best to treatment, and they tend to actually do much better.  Because the primary is the one that’s, at least in the early stages that is the most stubborn, that’s just involved with this fibrous reaction, rich in stroma.  And it makes it very difficult to penetrate.

When you’re treating micrometastatic disease, you have less formed tumors.  You are more likely to actually kill those cancer cells more effectively with effective and more aggressive chemotherapy.  And so it has all to do with the volume of the disease and — using this word — with tumors that are less formed.  Because, once tumor forms in pancreas cancer, they become this impenetrable fortress that becomes very difficult to break.  So this is where you’re getting the advantage, at least theoretically, is in the early stages.  Those cells are just roaming around or they’re just barely forming into tumors.  And they’re not these solid fortresses that you can’t break.

85-year-old man who was diagnosed with localized pancreatic cancer develops hemolytic uremic syndrome after receiving adjuvant chemoradiation therapy including gemcitabine

4:02 minutes.

NEXT VIDEO: Synergistic effect of gemcitabine in combination with other regimens
TRANSCRIPTION: 

DR SCHWARTZ: So, this gentleman is 85 and in good health.  In 2004 at age 73, he was diagnosed with a localized pancreas cancer, a T3N0.  He underwent surgery and had an R0 resection.  And back then, we elected to give him adjuvant radiation with capecitabine, which he tolerated well, and then I put him on gemcitabine as additional adjuvant therapy.  Again, this was back in 2004.  I’m not sure what I was basing those regimens on.

And then after several months of treatment, he developed hemolytic uremic syndrome.

DR LOVE: Can you talk a little bit about exactly what happened when he developed the hemolytic —

DR SCHWARTZ: Yes.  He was admitted to the hospital.  He had hypertension, renal insufficiency, thrombocytopenia, which is tough on gemcitabine, because everybody gets some.  But he also had, clearly, histocytosis and an elevated LDH.  And so he met the criteria need for —

DR LOVE: How was he managed?

DR SCHWARTZ: So back then we elected to manage him in a way that I wouldn’t do today.  We’d used plasma exchange.  And now I think it’s pretty clear that that’s not necessary, that it’s a cumulative drug-induced toxicity.  And you just support them.  But we did plasma exchange and a lot of support.  And he got through it eventually.  It was a prolonged course but eventually improved to the point where now I see him solely for his once-a-month erythropoietin injection for his anemia related to his leftover renal insufficiency.

DR LOVE: What’s his current renal function and blood count?

DR SCHWARTZ: So his creatinine is around 2.

DR LOVE: How about his white count and platelets?

DR SCHWARTZ: White count’s normal.  Platelets run around 100,000.

DR LOVE: So Margaret, any comments about this case?

DR TEMPERO: This is reported.  It’s rare, and it’s probably idiosyncratic, not dose related.  You described, adequately, what we do now is basically support the patients and stop the gemcitabine.  There’s no way that you can resume it under those circumstances.

DR BEKAII-SAAB: So I’ve actually seen it a few times, very unnerving, over the last few years.  The more you treat patients, the more you’re going to see it.  For whatever reason, when it became genetic we had like a splurge of them.  And I say that meaning a couple of them, which is unusual.

But we actually support those people.  We treat those patients with daclizumab.  And they actually reverted back and were able to continue.  These were metastatic patients, and we were able to treat them.  In fact, interestingly, 1 patient went back on gemcitabine after failing 3 or 4 other lines of therapy, and she was off daclizumab.  I mean, after she reverted back.  And she didn’t show any signs of HUS with rechallenging gemcitabine.  We’re about to report that data.  But it was very interesting to see that, I mean, this was a healthy patient, went through the whole gamut.  And she had, initially, gemcitabine in the adjuvant setting before she progressed to metastatic disease.  This is when she had the HUS, was treated with supportive daclizumab, I think we went through gem/nab, FOLFIRI before nal-IRI was approved, then, FOLFOX.  And this took about a year and a half plus in the metastatic setting.  And then we ended up with no options, so I actually went back — she was off daclizumab — went back to gemcitabine plus cisplatin.  And she went through 4 months of it and ultimately progressed.

Synergistic effect of gemcitabine in combination with other regimens

1:13 minutes.

NEXT VIDEO: 34-year-old woman with an extensive family history of cancer is diagnosed with BRCA-mutated mPAC
TRANSCRIPTION: 

DR BEKAII-SAAB: There is data that suggests that even more so with a fixed dose rate, gemcitabine, that if you fail 30-minutes gem, then you rechallenge with a combination, either fluoropyrimidine, platinum or, now, a taxane, you will actually see responses even in the metastatic setting.  I mean, we had a paper a long time ago that looked at gemcitabine failure, and then patients went to gemcitabine/oxaliplatin, fixed dose rate gemcitabine/oxaliplatin, even within 2 months, and we’ve had about close to 20% response rate.

So gemcitabine works best, actually, when you combine it with agents.  The way I think about gemcitabine is that on its own it’s a weak drug.  Combined, it’s a booster.  It’s a booster for fluoropyrimidines.  It’s a booster for platinums.  And it’s likely a booster for taxanes.  And again, going from a 30-minute to 10 mg/m2 per minute may add even additional boost when you combine it with agents.  On its own not as much, but when you combine it I think the synergism is even greater.  So I do believe that there is that synergism.  And I do believe that also changing some of the rate may boost even further the synergism.

Benefits of genetic testing and treatment holidays
34-year-old woman with an extensive family history of cancer is diagnosed with BRCA-mutated mPAC

7:17 minutes.

NEXT VIDEO: Treatment holidays for patients with metastatic pancreatic cancer
TRANSCRIPTION: 

DR BEKAII-SAAB: So this is a young lady, 34-year-old mother of 2, came with a diagnosis of metastatic pancreas cancer, which she presented with high bilirubin, so it was involving the head.  And it seems at the time of presentation, her disease was already in the liver.  So you can imagine, a young mother, previously very active, devastated.  She did have an extensive family history of cancer, including breast and uterine cancer, but no pancreas cancer.

So the one thing that, of course, came to mind is that this sounds — in a patient like this, possibly related to a BRCA2 gene mutation.  And we indeed did genetic testing, which revealed the mutation.  But that takes a month or two to get all these results.  In the meanwhile, we started her on — this is 1 instance where I was actually excited about modified FOLFIRINOX, because of not just the platinum, by the way.  Irinotecan by itself has activity, because it’s a DNA-damaging agent.  It does have activity in this group of patients.  So you have really 2 agents that are working with you in this instance.

So within 6 months, the patient actually went into complete response.  All the liver lesions were gone.  I mean, her CA 19-9 went from, I think, 900 to undetectable and remained so.  Normalization of her CA 19-9; everything was great.  She felt great.  I mean, she was putting so much weight on, I had to push her to do more exercise.  All she had was a little bit of Grade 1 neurotoxicity.

We had a long discussion back and forth about what we do.  And she requested that she wants to be done with therapy, which I thought was very reasonable given that it was a CR.  She was feeling great, doing great.  Also discussed possibly involving in one of the trials with a PARP inhibitor, but she really wanted to be off treatment.

So we stopped treatment, and beyond that point her follow-up scans continued to show no evidence of disease.  So the patient went to CR off treatment on a holiday, doing fantastic.

DR LOVE: How long has it been now, since the —

DR BEKAII-SAAB: More than a year.

DR LOVE: So Margaret, any comments about the issue of BRCA germline mutations in pancreatic cancer?  Not only treatment and outcomes with treatment, but in terms of screening?

DR TEMPERO: Screening is a tough one.  We do screen patients who have an inherited predisposition to getting pancreatic cancer, either because of the syndrome they’re in or in true pancreas cancer families.  Unfortunately, what we’re finding in those families are a lot of benign premalignant tumors.

It makes it difficult to know when to intervene, because it’s not like a colon polyp where you can just remove it.  It’s a very complicated surgery.  And some patients are developing invasive cancer in between screening, just as we sometimes see with breast cancer.  So the jury’s still out about whether we can actually detect cancer early in this patient population.

And, fortunately, because of large studies that are ongoing, there are biospecimens being collected.  And there are some new biomarker panels that look like they’re pretty useful in detecting early-stage pancreatic cancer.  So we’ll be able to apply those biomarker panels to the screening samples that were obtained as a part of screening.  And we have the outcomes on those patients.  And so we should be able to maybe take a different approach than just EUS or MRCP, which is what we’ve been using in the past.

DR LOVE: And what’s known about the responses to chemotherapy, what kind of chemotherapy?  Is this unusual or common to see what happened here?

DR TEMPERO: What Tony described is pretty typical, actually.  And you don’t actually have to use FOLFIRINOX.  You may get the same bang for your buck with an easier-tolerated regimen like gemcitabine and cisplatin.  And currently there’s a trial ongoing, particularly in the BRCA — these are with patients with known BRCA mutations, where they’re looking at gemcitabine and cisplatin in the control arm versus gemcitabine/cisplatin and a PARP inhibitor.

DR LOVE: And how often do you see this?  For example, at your center, where you have a high volume, how many patients a year come in with BRCA germline mutations in pancreatic cancer?

DR TEMPERO: I would say about a half a dozen in our situation.

DR LOVE: Really?  Wow!

DR TEMPERO: At Memorial Sloan Kettering, it’s a much bigger place than UCSF, and so they see probably 30 or 40.  Any urban, dense area is going to see a fair number of these.  But it’s really, really important for oncologists everywhere to think about inherited predisposition, because it has such an impact on the treatment.

DR BROOKS: Earlier on, you mentioned BRCA-like.  And I think about that in breast cancer.  What specifically were you referring to?  Were you talking about young age?  Were you talking about family history?

DR TEMPERO: No, no.  I’m talking about a mutation pattern that involves the DNA repair pathways.

DR BROOKS: So what specific mutations?

DR TEMPERO: So it involves ATM.  It involves PALB2.  And some others.  And it also is a gene expression that is associated with the BRCA mutation.  So what we found in the ICGC data set is that if you had a BRCA mutation, you had a certain gene expression.  So the gene and the gene expression, 2 separate things, but you had a different gene expression.

So if you look at patients who have that gene expression, that adds in some more potential candidates for DNA-damaging agents.  So that’s where you get to the 24%.  So you have the known mutations.  That gets you to about maybe 8% to 10%.  And then you add in the ones that have a gene expression, typical of similar — like, BRCA-like, that gets you to 24%.

DR BEKAII-SAAB: So that’s about one quarter of the patients.  So that’s established already in other diseases: ovarian, for example, where you see — so the BRCAness or the BRCA-like is a larger chunk of patients.  And they may not respond as well, but they do respond to these types of treatments.  The more solid responses are with the BRCA1-2, PALB2.  And again, whether germline or somatic, which is about — as Margaret mentioned, about 10% of the patients, ultimately.

A couple of percent would be germline BRCA2, where you’ll be able to identify by family history or ethnic background.  Ashkenazi Jews have a higher risk for BRCA2.  I’ve seen multiple PALB2s, more so lately.  But the somatic mutations are actually seen more often than the germline.  And these are often missed, because they’re not part of a family history.  But they do predict equally for a good response to platinums or even, arguably, to PARP inhibitors.

Treatment holidays for patients with metastatic pancreatic cancer

2:49 minutes.

NEXT VIDEO: Perspective on the optimal time to reinitiate therapy for patients on treatment holidays
TRANSCRIPTION: 

DR TEMPERO: Could I just comment a little bit on something we haven’t talked about, which has to do with treatment holidays?

This is a concept that in the US is not very commonly done but in Europe is very commonly done.  And with FOLFIRINOX, for instance, after about 6 months of treatment you’ve received your maximum benefit for the most part, but patients have increasing neuropathy, fatigue, other things that suggest that you need to do something different.  So everybody does something.  They may drop the oxaliplatin.  They may trickle along with just the 5-FU and leucovorin, but they keep the patient on some sort of treatment for the most part.

At our institution, we have started just giving patients a treatment holiday.  We just stop the treatment after 6 months, assuming they have had maximum benefit and no need for ongoing treatment.  And those patients have a surprising outcome.  Some of those patients can go — I have one patient that it took 4 years before there was progressing disease.

DR LOVE: Wow! You observed him for 4 years?

DR TEMPERO: Yes, I did.  That’s not the only one, either.

DR BEKAII-SAAB: Any BRCA?

DR TEMPERO: No.

DR BEKAII-SAAB: Interesting.

DR LOVE: Tony, have you had that kind of experience?  Do you do treatment holidays?

DR BEKAII-SAAB: Personally, I like treatment holidays across the board with a good discussion with the patient.  There is the bias of colorectal cancer injecting into this and understanding that maintenance therapy may prolong PFS.  There’s still the question mark whether it affects outcome, overall survival, across multiple malignancies.  And so especially with FOLFIRINOX, this is when patients get really, really tired after 6 months.  So what I’ve done, actually, is a gradation.

So 3, 4 months of FOLFIRINOX, whenever I use FOLFIRINOX in this setting, 2 to 4 months of FOLFIRI/5-FU and then it’s almost like weaning them off and testing the biology as I shave off one drug after the other.  Again, this is not a scientific way to do it.  This is just a personal way.  So oxaliplatin is the one that has the most cumulative toxicity, so it’s the one that goes first.  In fact, it has the least amount of data right now in pancreas cancer.  Irinotecan stays a little longer than 5-FU, then discuss with the patient the potential for a holiday.

And I do think that probably patients progress a little bit earlier than they would otherwise.  And I agree with Margaret.  I don’t think ultimately we’re changing outcomes by keeping the patients continuously on treatment all the time without any break.

DR LOVE: See, I’d be surprised to get beyond a year.  I mean, 4 years is really amazing.  Have you had patients be observed for more than a year?

DR BEKAII-SAAB: Without treatment, maybe a couple.  Not many.

Perspective on the optimal time to reinitiate therapy for patients on treatment holidays
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NEXT VIDEO: Cachexia associated with pancreatic cancer
TRANSCRIPTION: 

DR TEMPERO: When patients are being observed and they start to progress, the best idea is to rechallenge them on what they were responding to before, because a significant fraction of them will respond again.  And it protects their eligibility for second-line treatment, because they’ve never had another treatment.  And this is optimizing their options over time.  And you’d like them, if they want to participate in a clinical trial, that second-line setting is so important for that.  So it just optimizes their outcome and, I believe, also optimizes their options.

DR BEKAII-SAAB: So on that point, I think the most important thing is, whenever I’ve given patients breaks and I’ve observed their tumors, if the tumor starts growing back and the patient’s feeling like a million dollars, I do not restart treatment.  Because the way I think about this, this is still a palliative setting, and primarily we focus on the symptoms.  And so if the patient doesn’t develop symptoms, boy, the CA 19-9 is going a little bit up and the tumors are growing a little bit.  Unless there’s explosion, I mean, multiple tumors showing up and the CA 19-9 going off the roof, you know that it’s just a ticking bomb.  But if it’s just a slow progression, concerning, that ultimately we’re going to see that maybe in the next few months, I actually do continue the patient off treatment until they actually start developing some symptoms or I see some accelerated growth.

DR LOVE: I’m flashing a little bit on mantle-cell.  And what about treatment holidays up front?  In other words, observing people from the beginning.  Do you do that?

DR TEMPERO: The only circumstance I can think of where we do that is in the setting of pulmonary metastases recurring after resection.  Pulmonary mets, for whatever reason, very rarely become symptomatic or a cause of death for patients.  And so I’m not concerned even when a patient undergoes resection with possible pulmonary mets.  You’ll often see this, right, small little indeterminate nodules?  
It’s okay with me if those are metastatic lesions, because those patients can live for a very long time.  Lung-only mets is a very small fraction.  It’s even hard to find this in the literature.  We have this in the NCCN Guideline text.  And you have to really search the article we cite to even find the data to show this, but these patients who have lung-only mets have an extraordinarily long survival.

Future directions and ongoing investigations in pancreatic cancer
Cachexia associated with pancreatic cancer

1:07 minutes.

NEXT VIDEO: Role of checkpoint inhibitors for patients with pancreatic cancer
TRANSCRIPTION: 

DR LOVE: Margaret, what about the issue of cachexia?   Anything new and exciting there?

DR TEMPERO: First of all, it’s important to understand that every patient who presents, even though they may look completely normal to you, is actually cachexic.  We have been able to show that by doing so as muscle measurements and showing that they’re already losing muscle mass.

DR LOVE: And is this like a paraneoplastic syndrome?

DR TEMPERO: Most likely.  Most likely.

DR LOVE: Do we know what it is, or —

DR TEMPERO: No.  No.  But it’s a great area for research.  And there’s a lot of interest now in agents that will prevent progression or even reverse cachexia.  And I think this is going to be important to integrate into therapy, because as you might imagine, the more fit a patient is, the better they’ll tolerate any type of treatment that we might want to deliver.  So if we could really get this under better control from the get-go, I think patients would do better in the long run.  They’d tolerate therapy better.  It would just be a better picture overall.  And I think it would add to improved survival.

Role of checkpoint inhibitors for patients with pancreatic cancer

7:15 minutes.

TRANSCRIPTION: 

DR TEMPERO: I understand the dilemma that you find yourselves in, and we also, often we have enough data that we can say — maybe it hasn’t been published yet, but we happen to know that outside of, say, mismatch repair defects, it’s unlikely — in fact, studies have shown that there are no responses.  So patients don’t want to do something that is totally futile most of the time if you can find some option for them.

So one thing that I will often suggest is, if nothing else is available, “Why don’t you try curcumin?” Curcumin is a spice, right?  There’s actually some data with oral curcumin.  I even have a patient who I believe benefited from oral curcumin.  It’s not going to hurt them.

DR LOVE: Hold on.  What is it?

DR TEMPERO: Curcumin.

DR LOVE: Curcumin?  What is it?

DR TEMPERO: Spice.

DR LOVE: Spice?

DR TEMPERO: Spice.  Yes.  Commonly found in curry and things like that.

DR LOVE: And it’s been tested in scientific —

DR TEMPERO: There were tests, studies at MD Anderson.  They had trouble getting a uniformly bioavailable product.  And so they’re still working on formulation on it.  I don't know, Tony, if you know any more than that about it.

DR BEKAII-SAAB: Yes.  And that’s one of the most challenging —

DR BEKAII-SAAB: Powder.  They can pack it into a pill.

DR TEMPERO: Put it in a capsule.

DR LOVE: Where do they get it?  I mean, the trial, but can people access this?

DR BEKAII-SAAB: Yes.

DR TEMPERO: You can go to your supermarket.

DR LOVE: And like how much — what kind of preparation?

DR TEMPERO: Nobody knows what the right dose is.  And often it’s as much as tolerated, because it can cause diarrhea.

DR BEKAII-SAAB: It’s very erratic in terms of its absorption.

DR TEMPERO: Yes.

DR BEKAII-SAAB: It’s a very problematic agent.  I mean, preclinically it looks wonderful.  It looks like it’s the cure for cancer.  But the reality is that this is work that now is ongoing for 20 years and has not panned out into anything of significance, clinically.

DR TEMPERO: Only because I think they don’t have a way to give the drug.  The point I’m making, though, is, it’s trying to find an option for them.  And we try very, very hard.  Maybe it’s something as trivial as that, or maybe it is seeing our Phase I specialists and finding something that is a good match for them at the early development level.

DR LOVE: So a patient who’s in relatively good health comes to see you for a second opinion.  The general oncologist has said, “We’ve run out of options.  Maybe you should consider a checkpoint inhibitor.”  They’re not eligible or don’t want to participate in the trial.  They’re coming to you to consider taking — they can pay for it.  Do you say, “Don’t do it”?

DR TEMPERO: I do, because those drugs can have a lot of toxicity, too.  So I try to find them some idea that they can pursue.  I’m not insensitive to the fact that they really, really want — if they have a good performance status and they really, really want to try something, I’ll try to find something for them.  But I don’t like to see a patient waste their resources or take any risks for something that has very little benefit, in fact proven not of benefit.

DR BEKAII-SAAB: Except in a small subset.  If you have the MSI.  But there is also another subset of patients that could potentially — haven’t been looked at — could potentially have some benefit, maybe not from just single agent but from these immunotherapeutic strategies, are those with BRCA mutations that are genomically unstable.  And they’re more likely to actually respond to immune therapies.  Again, I mean, you have to look at these specific populations eventually, as you develop these strategies.  But I agree with Margaret.  For the overwhelming majority of patients, single-agent approaches don’t seem to have much benefit.

I still think that there’s a role for immune therapy, though, in pancreas cancer, but it’s not single-agent PD-1.  In fact, it’s a bunch of stuff, so combination immunotherapeutics or sequencing chemotherapeutics or radiation with these inhibitors, so essentially creating neoantigens, exposing the tumor to damage before applying these PD-1 inhibitors.

DR LOVE: I can’t remember hearing a connection — I’m not even sure I know of data of people with BRCA.  Breast cancer, for example, ovarian and checkpoint inhibitors.  Have you seen data on that or is that theoretical?  I don’t remember seeing that.

DR SCHWARTZ: It has something to do with mutational load.

DR LOVE: Yes.  I know, but I mean theoretically.  But, I mean, I’m trying to remember actual treatment, BRCA patients.

DR TEMPERO: There is unpublished data.

DR LOVE: There is?  Unpublished.  Yes, because I know I’ve seen checkpoint inhibitors, for example, in breast cancer.  I don’t remember even that they looked at BRCA.

DR BEKAII-SAAB: So if you look at a number of other cancers, like biliary cancer, they seem to be quite susceptible.  And again, you have to do those studies.

DR LOVE: Interesting.

DR BEKAII-SAAB: They seem to be pretty susceptible to immune therapy.  And a lot of it has to do with 30%-plus.  The same, by the way, with gastric cancer.  More than 30% to 40% of them are genomically unstable, mostly BRCA driven.

DR LOVE: Gastric is MSI.

DR BEKAII-SAAB: MSI, but with MSI and mutational load.  But there’s also the BRCA-driven or BRCAness, more than BRCA genomic instability.  So just MSI itself doesn’t justify the level of response you see in a lot of these patients.  A good chunk, yes.  But biliary cancer, the same again.  You have this genomic instability, hypermutations associated with that, and higher susceptibility to immune therapies.

Again, whether that’s going to work or not in pancreas cancer we don’t know yet.  Whether you can induce that state with chemotherapy, like FOLFIRINOX or gemcitabine/nab paclitaxel and SBRT or other forms of radiation, these are being looked at.  And they make theoretical sense.  But in practice yet, we don’t have that data.

DR TEMPERO: But this discussion also informs our discussion earlier in terms of trying to get the genomic interrogation done as early as possible in the course of the patient’s treatment.

DR BEKAII-SAAB: Absolutely.

DR TEMPERO: Because then, when you come around to these very difficult decisions, you’ll actually have more to inform you.

DR BEKAII-SAAB: Yes.

DR TEMPERO: Was there BRCA in the tumor or not?  Is it MSI high or not?  So you have all that information when you’re making those difficult decisions down the line.

DR BROOKS: We can do MSI in house with the more simple studies.  But think about genomic load and, later on, do you have experience — and we’ve been talking.  I’ve got some interest in liquid biopsies and have been sending quite a few out.  Is that something you’re using?

DR BEKAII-SAAB: It’s coming.

DR BROOKS: And, also in pancreatic cancer, as they go along, do you want to use tissue that you’ve had a long time or a year ago, or do you want to look at something —

DR BEKAII-SAAB: So in ovarian, you already have a liquid signature.  That’s developed.  In pancreas, it’s in the works.  So you’ll have a liquid signature for BRCA/BRCAness that will — and there is also a genetic signature that’s being developed for not MSI but looking at hypermutated tumors that may link to MSI, so an indirect way of assessing MSI through liquid samples.  So this is coming.
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