WEBVTT

NOTE duration: 701:28:04.108”

NOTE Confidence: 0.90831137

00:00:00.080 --> 00:00:00.900 Alright. Let's get

NOTE Confidence: 0.9344439

00:00:01.439 --> 00:00:03.040 started. Good eve good evening,
NOTE Confidence: 0.9344439

00:00:03.040 --> 00:00:04.000 everyone, and thank you for
NOTE Confidence: 0.9344439

00:00:04.000 --> 00:00:04.980 joining us for,

NOTE Confidence: 0.90911794

00:00:05.519 --> 00:00:06.799 the Center of GI Cancer,
NOTE Confidence: 0.90911794

00:00:06.799 --> 00:00:08.420 the CME webinar series,
NOTE Confidence: 0.87022793

00:00:09.519 --> 00:00:09.920 at the

NOTE Confidence: 0.91521573

00:00:10.719 --> 00:00:11.619 for the Gastroenterology
NOTE Confidence: 0.9673954

00:00:12.000 --> 00:00:14.385 Cancer segment. I'm Raghav Sundar.
NOTE Confidence: 0.9673954

00:00:14.525 --> 00:00:15.985 I'm a GI medical oncologist
NOTE Confidence: 0.9673954

00:00:16.125 --> 00:00:17.265 and leader of the Gastroesophageal
NOTE Confidence: 0.8855568

00:00:17.645 --> 00:00:18.465 Cancer Program.

NOTE Confidence: 0.998783

00:00:22.605 --> 00:00:23.585 These are my disclosures.
NOTE Confidence: 0.9678272

00:00:25.600 --> 00:00:26.560 So for the past few

NOTE Confidence: 0.9678272



00:00:26.560 --> 00:00:27.920 months, the Center for GI
NOTE Confidence: 0.9678272

00:00:27.920 --> 00:00:29.860 Cancers have had a webinar
NOTE Confidence: 0.9678272

00:00:29.920 --> 00:00:31.360 series. This is part three
NOTE Confidence: 0.9678272

00:00:31.360 --> 00:00:33.040 of this webinar series. In
NOTE Confidence: 0.9678272

00:00:33.040 --> 00:00:34.800 February, we had a GI
NOTE Confidence: 0.9678272

00:00:34.800 --> 00:00:36.340 oncology year in review.
NOTE Confidence: 0.9337723

00:00:36.800 --> 00:00:38.445 And in March with for
NOTE Confidence: 0.9337723

00:00:38.445 --> 00:00:40.365 Colorectal Cancer Awareness Month, we
NOTE Confidence: 0.9337723

00:00:40.365 --> 00:00:41.265 had the colorectal,

NOTE Confidence: 0.9110297

00:00:42.205 --> 00:00:43.805 series. And this month, we're
NOTE Confidence: 0.9110297

00:00:43.805 --> 00:00:44.705 gonna do Gastroesophageal
NOTE Confidence: 0.9580072

00:00:45.085 --> 00:00:46.605 Cancers as a part of

NOTE Confidence: 0.9580072

00:00:46.605 --> 00:00:47.265 the Gastroesophageal
NOTE Confidence: 0.99286616

00:00:47.645 --> 00:00:49.805 Cancer Awareness Month. And we
NOTE Confidence: 0.99286616

00:00:49.805 --> 00:00:51.245 have I'm I'm pleased to
NOTE Confidence: 0.99286616

00:00:51.245 --> 00:00:52.945 be joined by three fantastic



NOTE Confidence: 0.99286616

00:00:53.005 --> 00:00:53.505 speakers,

NOTE Confidence: 0.974794

00:00:54.170 --> 00:00:54.890 who will be talking to
NOTE Confidence: 0.974794

00:00:54.890 --> 00:00:56.329 us about different aspects of
NOTE Confidence: 0.974794

00:00:56.329 --> 00:00:57.629 the multimodal discipline
NOTE Confidence: 0.88927484

00:00:58.089 --> 00:00:58.670 discipline of,

NOTE Confidence: 0.9689319

00:01:00.730 --> 00:01:02.030 gastroesophageal cancers.
NOTE Confidence: 0.943831

00:01:02.489 --> 00:01:04.170 So I have, professor Dan
NOTE Confidence: 0.943831

00:01:04.170 --> 00:01:04.670 Bofta,

NOTE Confidence: 0.9550548

00:01:05.049 --> 00:01:06.409 who's a professor of surgery
NOTE Confidence: 0.9550548

00:01:06.409 --> 00:01:07.630 from thoracic oncology,
NOTE Confidence: 0.9264476

00:01:07.930 --> 00:01:08.970 who'll be talking to us
NOTE Confidence: 0.9264476

00:01:08.970 --> 00:01:09.209 about,

NOTE Confidence: 0.99576175

00:01:10.064 --> 00:01:10.965 surgical updates.

NOTE Confidence: 0.9792069

00:01:11.985 --> 00:01:12.384 I have,

NOTE Confidence: 0.96259516

00:01:12.944 --> 00:01:14.465 doctor Kevin Du, who's an
NOTE Confidence: 0.96259516



00:01:14.465 --> 00:01:16.384 associate professor from radiation oncology,
NOTE Confidence: 0.96259516

00:01:16.384 --> 00:01:17.825 who'll be updating us on
NOTE Confidence: 0.96259516

00:01:17.825 --> 00:01:20.325 the latest in radiation oncology
NOTE Confidence: 0.96259516

00:01:20.384 --> 00:01:21.125 for gastroesophageal

NOTE Confidence: 0.94130224

00:01:21.505 --> 00:01:22.005 cancers.

NOTE Confidence: 0.9519281

00:01:22.530 --> 00:01:24.050 And I also have, Doctor.
NOTE Confidence: 0.9519281

00:01:24.050 --> 00:01:25.490 Joanna Gibson, who's an associate
NOTE Confidence: 0.9519281

00:01:25.490 --> 00:01:27.090 professor of pathology, who'll be
NOTE Confidence: 0.9519281

00:01:27.090 --> 00:01:27.810 talking to us in the

NOTE Confidence: 0.9519281

00:01:27.810 --> 00:01:29.330 latest in the biomarkers of
NOTE Confidence: 0.9519281

00:01:29.330 --> 00:01:29.830 gastroesophageal

NOTE Confidence: 0.9967119

00:01:30.130 --> 00:01:30.630 cancers.

NOTE Confidence: 0.98521644

00:01:31.250 --> 00:01:32.290 And to get things started
NOTE Confidence: 0.98521644

00:01:32.290 --> 00:01:33.650 off, we'll start with Doctor.
NOTE Confidence: 0.98521644

00:01:33.650 --> 00:01:34.930 Gibson sharing with us a
NOTE Confidence: 0.98521644

00:01:34.930 --> 00:01:36.069 little bit about,



NOTE Confidence: 0.96539545

00:01:37.155 --> 00:01:38.834 what's up and new in,
NOTE Confidence: 0.96539545

00:01:39.155 --> 00:01:40.935 the pathology space for gastroesophageal
NOTE Confidence: 0.9846046

00:01:41.395 --> 00:01:43.415 cancers. Doctor Gibson, please.
NOTE Confidence: 0.95354015

00:01:43.955 --> 00:01:44.775 Thank you.

NOTE Confidence: 0.92012864

00:01:51.070 --> 00:01:51.570 So,

NOTE Confidence: 0.98455316

00:01:52.110 --> 00:01:53.070 as you can see, I

NOTE Confidence: 0.98455316

00:01:53.070 --> 00:01:54.450 went with a green background
NOTE Confidence: 0.98455316

00:01:54.509 --> 00:01:55.549 because it's spring, and I
NOTE Confidence: 0.98455316

00:01:55.549 --> 00:01:56.369 was inspired.

NOTE Confidence: 0.97015995

00:01:57.150 --> 00:01:58.670 So it's not a diss

NOTE Confidence: 0.97015995

00:01:58.670 --> 00:01:59.409 at Yale.

NOTE Confidence: 0.9765991

00:01:59.950 --> 00:02:01.250 The Yale blue is wonderful,
NOTE Confidence: 0.9765991

00:02:01.310 --> 00:02:02.509 but I thought this was
NOTE Confidence: 0.9765991

00:02:02.509 --> 00:02:03.009 appropriate.

NOTE Confidence: 0.9905089

00:02:03.549 --> 00:02:04.030 So,

NOTE Confidence: 0.99835664



00:02:04.509 --> 00:02:05.490 I have no disclosures.
NOTE Confidence: 0.9774804

00:02:06.625 --> 00:02:08.625 So just a broad, review
NOTE Confidence: 0.9774804

00:02:08.625 --> 00:02:09.764 on the role of pathology
NOTE Confidence: 0.9774804

00:02:09.825 --> 00:02:10.565 in GJ,

NOTE Confidence: 0.9888334

00:02:11.345 --> 00:02:11.845 adenocarcinomas.

NOTE Confidence: 0.8495019

00:02:13.264 --> 00:02:14.165 Obviously, pathology,
NOTE Confidence: 0.9523735

00:02:15.264 --> 00:02:15.745 does,

NOTE Confidence: 0.997952

00:02:16.065 --> 00:02:17.504 the tissue confirmation of the
NOTE Confidence: 0.997952

00:02:17.504 --> 00:02:18.004 diagnosis

NOTE Confidence: 0.981413

00:02:18.544 --> 00:02:19.764 by looking at biopsies.
NOTE Confidence: 0.96281815

00:02:20.540 --> 00:02:22.540 We help with, staging once
NOTE Confidence: 0.96281815

00:02:22.540 --> 00:02:24.139 a resection has occurred by
NOTE Confidence: 0.96281815

00:02:24.139 --> 00:02:24.639 reviewing

NOTE Confidence: 0.99438107

00:02:25.099 --> 00:02:26.220 the extent of the tumor
NOTE Confidence: 0.99438107

00:02:26.220 --> 00:02:28.000 and and, lymph nodes.
NOTE Confidence: 0.9793185

00:02:28.540 --> 00:02:30.000 We also assess metastases



NOTE Confidence: 0.9598723

00:02:30.379 --> 00:02:31.260 in a in a lot

NOTE Confidence: 0.9598723

00:02:31.260 --> 00:02:32.235 of different ways.

NOTE Confidence: 0.9963342

00:02:33.195 --> 00:02:34.395 And the main thing,
NOTE Confidence: 0.9990655

00:02:34.715 --> 00:02:35.835 that we sort of also

NOTE Confidence: 0.9990655

00:02:35.835 --> 00:02:37.435 contribute to that has impact
NOTE Confidence: 0.9990655

00:02:37.435 --> 00:02:38.715 on how patients are treated
NOTE Confidence: 0.9990655

00:02:38.715 --> 00:02:39.215 is

NOTE Confidence: 0.970469

00:02:39.514 --> 00:02:41.615 biomarker assessment. And in particular,
NOTE Confidence: 0.9987787

00:02:42.155 --> 00:02:43.675 I'm going to talk about
NOTE Confidence: 0.9987787

00:02:43.675 --> 00:02:44.895 the THC biomarkers.
NOTE Confidence: 0.9998646

00:02:46.370 --> 00:02:46.870 So

NOTE Confidence: 0.9951751

00:02:47.570 --> 00:02:49.590 at, Yale, we perform
NOTE Confidence: 0.99985975

00:02:49.889 --> 00:02:51.110 ITHC biomarkers

NOTE Confidence: 0.96420944

00:02:51.570 --> 00:02:52.230 at reflux,

NOTE Confidence: 0.9631422

00:02:53.490 --> 00:02:55.270 at diagnosis through a reflux
NOTE Confidence: 0.9631422



00:02:55.330 --> 00:02:57.330 pathway. So reflux meaning that
NOTE Confidence: 0.9631422

00:02:57.330 --> 00:02:59.330 we do it whenever we,
NOTE Confidence: 0.9631422

00:02:59.650 --> 00:03:00.850 have a diagnosis of a
NOTE Confidence: 0.9631422

00:03:00.850 --> 00:03:01.350 gastroesophageal

NOTE Confidence: 0.9690166

00:03:02.105 --> 00:03:02.605 adenocarcinoma.

NOTE Confidence: 0.99671525

00:03:03.625 --> 00:03:05.305 And whether that's primary at
NOTE Confidence: 0.99671525

00:03:05.305 --> 00:03:06.525 the site or metastatic,
NOTE Confidence: 0.9942913

00:03:07.224 --> 00:03:08.504 if that's what the diagnosis
NOTE Confidence: 0.9942913

00:03:08.504 --> 00:03:09.864 is, we will perform all
NOTE Confidence: 0.9942913

00:03:09.864 --> 00:03:11.245 four of these biomarkers,
NOTE Confidence: 0.9901354

00:03:13.385 --> 00:03:14.665 at whatever time of the
NOTE Confidence: 0.9901354

00:03:14.665 --> 00:03:15.784 diagnosis. And one of the
NOTE Confidence: 0.9901354

00:03:15.784 --> 00:03:17.165 reasons why is because,
NOTE Confidence: 0.9550551

00:03:18.389 --> 00:03:19.510 the percent of patients that
NOTE Confidence: 0.9550551

00:03:19.510 --> 00:03:20.709 present with stage three zero
NOTE Confidence: 0.9550551

00:03:20.709 --> 00:03:22.150 four disease at the time



NOTE Confidence: 0.9550551

00:03:22.150 --> 00:03:23.669 of diagnosis is pretty high,
NOTE Confidence: 0.9550551

00:03:23.669 --> 00:03:24.870 you know, gets into seventy
NOTE Confidence: 0.9550551

00:03:24.870 --> 00:03:26.650 percent or so for GJ
NOTE Confidence: 0.9550551

00:03:26.709 --> 00:03:27.849 cancers. And,

NOTE Confidence: 0.97827786

00:03:29.430 --> 00:03:30.550 and it it is helpful

NOTE Confidence: 0.97827786

00:03:30.550 --> 00:03:31.635 to have these biomarkers
NOTE Confidence: 0.95998764

00:03:32.194 --> 00:03:33.715 upfront so so patients can
NOTE Confidence: 0.95998764

00:03:33.715 --> 00:03:34.995 be triaged to the right
NOTE Confidence: 0.95998764

00:03:34.995 --> 00:03:36.135 treatment option.

NOTE Confidence: 0.97690743

00:03:36.754 --> 00:03:38.295 And while we perform IHC,
NOTE Confidence: 0.97690743

00:03:38.515 --> 00:03:40.215 we do use other techniques
NOTE Confidence: 0.97690743

00:03:40.355 --> 00:03:41.095 if necessary,

NOTE Confidence: 0.9254883

00:03:41.715 --> 00:03:42.215 for,

NOTE Confidence: 0.9982047

00:03:42.915 --> 00:03:44.135 assessment of

NOTE Confidence: 0.9755626

00:03:45.970 --> 00:03:47.910 confirmation or or other biomarkers
NOTE Confidence: 0.9755626



00:03:48.130 --> 00:03:49.570 as well. And those are
NOTE Confidence: 0.9755626

00:03:49.570 --> 00:03:50.770 through a, you know, slightly
NOTE Confidence: 0.9755626

00:03:50.770 --> 00:03:51.590 different pathway.

NOTE Confidence: 0.99618626

00:03:52.530 --> 00:03:53.330 So I'm just gonna go

NOTE Confidence: 0.99618626

00:03:53.330 --> 00:03:54.390 through each of these.
NOTE Confidence: 0.96194786

00:03:55.330 --> 00:03:56.530 The initial ones, I'll just
NOTE Confidence: 0.96194786

00:03:56.530 --> 00:03:57.970 kind of, walk through in
NOTE Confidence: 0.96194786

00:03:57.970 --> 00:03:59.570 an abridged way. So mismatch
NOTE Confidence: 0.96194786

00:03:59.570 --> 00:04:00.470 repair deficiency

NOTE Confidence: 0.98040855

00:04:01.125 --> 00:04:02.405 is the biomarker that I
NOTE Confidence: 0.98040855

00:04:02.405 --> 00:04:03.465 kinda like to say,

NOTE Confidence: 0.9786709

00:04:04.085 --> 00:04:05.225 has double duty,

NOTE Confidence: 0.9770133

00:04:05.685 --> 00:04:07.365 because it, it is used

NOTE Confidence: 0.9770133

00:04:07.365 --> 00:04:08.565 for a couple of different
NOTE Confidence: 0.9770133

00:04:08.565 --> 00:04:10.645 clinical contexts. The biological basis
NOTE Confidence: 0.9770133

00:04:10.645 --> 00:04:12.905 for targeted therapy is immunotherapy
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NOTE Confidence: 0.9990396

00:04:13.205 --> 00:04:13.705 targeting

NOTE Confidence: 0.8187216

00:04:14.070 --> 00:04:15.270 PD one, PD 1 one

NOTE Confidence: 0.8187216

00:04:15.270 --> 00:04:15.770 pathway.

NOTE Confidence: 0.9776063

00:04:16.550 --> 00:04:18.089 And that's thought to occur
NOTE Confidence: 0.9776063

00:04:18.150 --> 00:04:18.650 because

NOTE Confidence: 0.9873716

00:04:19.190 --> 00:04:21.370 tumors with mismatch repair deficiency
NOTE Confidence: 0.9958381

00:04:21.670 --> 00:04:22.810 or MSI status

NOTE Confidence: 0.99199754

00:04:23.910 --> 00:04:24.410 have

NOTE Confidence: 0.9990619

00:04:24.790 --> 00:04:25.290 high

NOTE Confidence: 0.9209719

00:04:26.604 --> 00:04:27.504 tumor antigen,

NOTE Confidence: 0.98389107

00:04:28.125 --> 00:04:29.664 and can activate,

NOTE Confidence: 0.97675586

00:04:29.964 --> 00:04:31.805 the immune system. And so
NOTE Confidence: 0.97675586

00:04:31.805 --> 00:04:33.664 by using PDL one inhibition,
NOTE Confidence: 0.97675586

00:04:33.724 --> 00:04:35.004 we can sort of target,
NOTE Confidence: 0.97675586

00:04:35.324 --> 00:04:36.544 tumor cells for

NOTE Confidence: 0.92129195
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00:04:38.380 --> 00:04:39.120 immune mediated,

NOTE Confidence: 0.9905714

00:04:39.580 --> 00:04:40.080 destruction.

NOTE Confidence: 0.98075086

00:04:40.700 --> 00:04:42.640 And, mismatch repair deficiency
NOTE Confidence: 0.9983678

00:04:43.100 --> 00:04:44.080 is predominantly

NOTE Confidence: 0.97528553

00:04:44.380 --> 00:04:45.360 tested using,

NOTE Confidence: 0.8499693

00:04:45.900 --> 00:04:46.400 IHC.

NOTE Confidence: 0.9841034

00:04:47.500 --> 00:04:48.540 But we do have other
NOTE Confidence: 0.9841034

00:04:48.540 --> 00:04:50.140 techniques that can also detect
NOTE Confidence: 0.9841034

00:04:50.140 --> 00:04:51.680 it. But MMR IHC

NOTE Confidence: 0.97476536

00:04:52.035 --> 00:04:54.375 is a widely available technique
NOTE Confidence: 0.97476536

00:04:54.515 --> 00:04:56.375 that most laboratories have,
NOTE Confidence: 0.9984474

00:04:57.154 --> 00:04:58.695 and we're able and it's
NOTE Confidence: 0.9645099

00:04:59.154 --> 00:05:00.615 fairly easy and reproducible.
NOTE Confidence: 0.95817804

00:05:02.115 --> 00:05:02.835 So it's,

NOTE Confidence: 0.98632693

00:05:03.475 --> 00:05:05.339 and it's fast. So we're
NOTE Confidence: 0.98632693

00:05:05.339 --> 00:05:06.540 able to do that, and
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NOTE Confidence: 0.98632693

00:05:06.540 --> 00:05:07.500 that's one of the reasons
NOTE Confidence: 0.98632693

00:05:07.500 --> 00:05:08.460 why we start with that
NOTE Confidence: 0.98632693

00:05:08.460 --> 00:05:08.960 one.

NOTE Confidence: 0.9773504

00:05:10.380 --> 00:05:12.060 And then, you know, how
NOTE Confidence: 0.9773504

00:05:12.060 --> 00:05:13.580 often I'm just gonna move
NOTE Confidence: 0.9773504

00:05:13.580 --> 00:05:14.560 one of the panels

NOTE Confidence: 0.95821255

00:05:15.900 --> 00:05:17.020 up to my other screen
NOTE Confidence: 0.95821255

00:05:17.020 --> 00:05:18.540 here. Excuse me for just
NOTE Confidence: 0.95821255

00:05:18.540 --> 00:05:19.199 one moment.

NOTE Confidence: 0.91719997

00:05:22.005 --> 00:05:22.325 And,

NOTE Confidence: 0.95151645

00:05:24.565 --> 00:05:26.505 how how often is, MMRD
NOTE Confidence: 0.9720499

00:05:26.885 --> 00:05:28.105 found in esophageal,
NOTE Confidence: 0.98699015

00:05:28.565 --> 00:05:30.005 and gastric cancers? It's not
NOTE Confidence: 0.98699015

00:05:30.005 --> 00:05:32.105 very common. In one study,
NOTE Confidence: 0.9992637

00:05:32.565 --> 00:05:33.065 from

NOTE Confidence: 0.9838263
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00:05:33.610 --> 00:05:34.970 twenty sixteen, they found seven
NOTE Confidence: 0.9838263

00:05:34.970 --> 00:05:36.110 percent. I recently
NOTE Confidence: 0.98082536

00:05:36.890 --> 00:05:38.510 reviewed a Yale cohort,
NOTE Confidence: 0.9673039

00:05:40.250 --> 00:05:42.110 from twenty eighteen to,
NOTE Confidence: 0.9880874

00:05:42.490 --> 00:05:43.610 twenty twenty four, and we
NOTE Confidence: 0.9880874

00:05:43.610 --> 00:05:44.970 found about eleven percent in
NOTE Confidence: 0.9880874

00:05:44.970 --> 00:05:46.185 stomach cancer and
NOTE Confidence: 0.9745192

00:05:46.745 --> 00:05:48.125 a lot less in esophageal
NOTE Confidence: 0.9745192

00:05:48.345 --> 00:05:50.185 GJ cancers. But it is
NOTE Confidence: 0.9745192

00:05:50.185 --> 00:05:51.245 an important biomarker,
NOTE Confidence: 0.97731537

00:05:52.185 --> 00:05:53.464 that we need to identify
NOTE Confidence: 0.97731537

00:05:53.464 --> 00:05:54.505 because it does have this
NOTE Confidence: 0.97731537

00:05:54.505 --> 00:05:55.005 targeted

NOTE Confidence: 0.90288496

00:05:55.464 --> 00:05:56.205 targeted therapy

NOTE Confidence: 0.9995589

00:05:57.385 --> 00:05:57.885 option.

NOTE Confidence: 0.69215304

00:05:59.169 --> 00:05:59.669 Another
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NOTE Confidence: 0.98079324

00:05:59.970 --> 00:06:01.889 biomarker is HER2, and that's
NOTE Confidence: 0.98079324

00:06:01.889 --> 00:06:03.889 the old reliable biomarker. And
NOTE Confidence: 0.98079324

00:06:03.889 --> 00:06:05.669 the basis for targeted therapy
NOTE Confidence: 0.98079324

00:06:05.810 --> 00:06:06.470 is that,

NOTE Confidence: 0.9948435

00:06:07.089 --> 00:06:09.330 some tumor cells will have
NOTE Confidence: 0.9948435

00:06:09.330 --> 00:06:10.710 overexpression of HER2
NOTE Confidence: 0.92335755

00:06:11.250 --> 00:06:12.529 on their surface, and,

NOTE Confidence: 0.9993231

00:06:12.930 --> 00:06:14.495 this can be targeted

NOTE Confidence: 0.82187974

00:06:15.035 --> 00:06:16.095 using antibodies

NOTE Confidence: 0.9976213

00:06:16.555 --> 00:06:18.255 or antibody drug conjugates.
NOTE Confidence: 0.98452663

00:06:20.714 --> 00:06:22.154 And, again, we use a

NOTE Confidence: 0.98452663

00:06:22.154 --> 00:06:23.455 method of IHC.

NOTE Confidence: 0.95738316

00:06:24.075 --> 00:06:26.154 That's the main method of
NOTE Confidence: 0.95738316

00:06:26.154 --> 00:06:26.654 finding

NOTE Confidence: 0.52814007

00:06:27.035 --> 00:06:27.535 this

NOTE Confidence: 0.99892807
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00:06:30.800 --> 00:06:31.300 biomarker

NOTE Confidence: 0.9721018

00:06:32.480 --> 00:06:34.320 on tumor cells. And in
NOTE Confidence: 0.9721018

00:06:34.320 --> 00:06:36.000 terms of how often we
NOTE Confidence: 0.9721018

00:06:36.000 --> 00:06:38.400 see it, probably seen in
NOTE Confidence: 0.9721018

00:06:38.400 --> 00:06:38.900 about,

NOTE Confidence: 0.9445411

00:06:40.800 --> 00:06:42.960 fifty to sixty percent of,
NOTE Confidence: 0.935698

00:06:43.685 --> 00:06:45.125 GJ cancers. Kind of depends
NOTE Confidence: 0.935698

00:06:45.125 --> 00:06:46.245 on which study you read,
NOTE Confidence: 0.935698

00:06:46.245 --> 00:06:47.065 what cohort.

NOTE Confidence: 0.989855

00:06:47.525 --> 00:06:49.045 It's been, this has been
NOTE Confidence: 0.989855

00:06:49.045 --> 00:06:50.964 a biomarker that has been
NOTE Confidence: 0.989855

00:06:50.964 --> 00:06:52.404 in practice for a number
NOTE Confidence: 0.989855

00:06:52.404 --> 00:06:53.365 of years, and you can
NOTE Confidence: 0.989855

00:06:53.365 --> 00:06:55.045 you can see that the
NOTE Confidence: 0.989855

00:06:55.045 --> 00:06:56.665 use of, this biomarker,
NOTE Confidence: 0.9994832

00:06:57.445 --> 00:06:57.945 expression
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NOTE Confidence: 0.9882105

00:06:58.390 --> 00:07:00.390 testing has increased from, you
NOTE Confidence: 0.9882105

00:07:00.390 --> 00:07:02.230 know, ten, fifteen years ago
NOTE Confidence: 0.9882105

00:07:02.230 --> 00:07:02.710 to,

NOTE Confidence: 0.999225

00:07:03.910 --> 00:07:04.650 more recently.

NOTE Confidence: 0.97302806

00:07:05.750 --> 00:07:07.750 And so we have a

NOTE Confidence: 0.97302806

00:07:07.750 --> 00:07:09.910 IHC component, and we will
NOTE Confidence: 0.97302806

00:07:09.910 --> 00:07:12.230 perform FISH testing if, the
NOTE Confidence: 0.97302806

00:07:12.230 --> 00:07:14.074 THC shows a two plus
NOTE Confidence: 0.9898527

00:07:14.455 --> 00:07:16.055 pattern. And the exciting thing
NOTE Confidence: 0.9898527

00:07:16.055 --> 00:07:17.335 about HER2 is that even
NOTE Confidence: 0.9898527

00:07:17.335 --> 00:07:18.134 though it's been around for
NOTE Confidence: 0.9898527

00:07:18.134 --> 00:07:19.014 a long time and we've
NOTE Confidence: 0.9898527

00:07:19.014 --> 00:07:20.134 been able to target it
NOTE Confidence: 0.9898527

00:07:20.134 --> 00:07:21.995 using monoclonal antibodies,
NOTE Confidence: 0.98378515

00:07:22.535 --> 00:07:23.675 now there is,

NOTE Confidence: 0.77282774
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00:07:24.134 --> 00:07:24.634 newer,

NOTE Confidence: 0.9858191

00:07:25.095 --> 00:07:26.694 data coming out that,
NOTE Confidence: 0.923552

00:07:27.095 --> 00:07:27.595 the

NOTE Confidence: 0.99728346

00:07:27.900 --> 00:07:28.800 antibody conjugates
NOTE Confidence: 0.9804108

00:07:29.820 --> 00:07:31.180 can use can be also
NOTE Confidence: 0.9804108

00:07:31.180 --> 00:07:31.680 used,

NOTE Confidence: 0.97055274

00:07:32.300 --> 00:07:34.220 in even, patients that have
NOTE Confidence: 0.97055274

00:07:34.220 --> 00:07:35.120 HER2 low,

NOTE Confidence: 0.99607414

00:07:35.820 --> 00:07:37.100 one plus or two plus
NOTE Confidence: 0.99607414

00:07:37.100 --> 00:07:37.600 findings.

NOTE Confidence: 0.99572474

00:07:37.980 --> 00:07:39.100 So it it is something
NOTE Confidence: 0.99572474

00:07:39.100 --> 00:07:40.060 that is going to be
NOTE Confidence: 0.99572474

00:07:40.060 --> 00:07:41.580 able to be expanded to
NOTE Confidence: 0.99572474

00:07:41.580 --> 00:07:42.880 other, patients.
NOTE Confidence: 0.9572923

00:07:45.215 --> 00:07:46.254 PDL one. I wish I
NOTE Confidence: 0.9572923

00:07:46.254 --> 00:07:47.854 could stop talking about PDL
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NOTE Confidence: 0.9572923

00:07:47.854 --> 00:07:48.354 one.

NOTE Confidence: 0.99793065

00:07:48.735 --> 00:07:50.014 This is the problem child
NOTE Confidence: 0.99793065

00:07:50.014 --> 00:07:51.314 for the IHC biomarkers.
NOTE Confidence: 0.97878194

00:07:51.854 --> 00:07:53.615 The biological basis for targeted
NOTE Confidence: 0.97878194

00:07:53.615 --> 00:07:54.735 therapy is the same.

NOTE Confidence: 0.97717226

00:07:55.375 --> 00:07:57.155 It's very similar to MMR,
NOTE Confidence: 0.9120655

00:07:57.775 --> 00:07:59.880 where, blockade of the PDL
NOTE Confidence: 0.9120655

00:07:59.880 --> 00:08:02.540 one, PD one pathway can,
NOTE Confidence: 0.7602568

00:08:04.919 --> 00:08:05.419 activate,

NOTE Confidence: 0.9969066

00:08:05.960 --> 00:08:07.900 the immune system to eliminate
NOTE Confidence: 0.9969066

00:08:07.960 --> 00:08:08.780 tumor cells.

NOTE Confidence: 0.9728731

00:08:09.320 --> 00:08:11.660 We use the, PDL one
NOTE Confidence: 0.97828597

00:08:13.575 --> 00:08:14.775 twenty two c three,

NOTE Confidence: 0.9759977

00:08:15.255 --> 00:08:16.795 antibody, which is the FDA
NOTE Confidence: 0.9759977

00:08:16.935 --> 00:08:17.435 approved,

NOTE Confidence: 0.87533945
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00:08:17.815 --> 00:08:18.315 method.

NOTE Confidence: 0.9702979

00:08:19.015 --> 00:08:19.495 And,

NOTE Confidence: 0.9783713

00:08:19.895 --> 00:08:21.575 we perform what's called the
NOTE Confidence: 0.9783713

00:08:21.575 --> 00:08:23.115 CPS or combined positive,
NOTE Confidence: 0.9944749

00:08:23.575 --> 00:08:25.255 score. So that's the total
NOTE Confidence: 0.9944749

00:08:25.255 --> 00:08:26.615 number of PDL one staining
NOTE Confidence: 0.9944749

00:08:26.615 --> 00:08:27.975 cells in a tumor section
NOTE Confidence: 0.9944749

00:08:27.975 --> 00:08:29.590 that includes tumor cells, mononuclear
NOTE Confidence: 0.9611945

00:08:30.210 --> 00:08:32.290 inflammatory cells over the total
NOTE Confidence: 0.9611945

00:08:32.290 --> 00:08:33.570 number of tumor cells times
NOTE Confidence: 0.9611945

00:08:33.570 --> 00:08:34.390 one hundred.

NOTE Confidence: 0.98733526

00:08:35.090 --> 00:08:35.590 And,

NOTE Confidence: 0.94194007

00:08:36.050 --> 00:08:37.590 the problem is that,

NOTE Confidence: 0.9912446

00:08:39.890 --> 00:08:42.470 the FDA approved assay is
NOTE Confidence: 0.978229

00:08:43.524 --> 00:08:45.684 is, the positivity cutoff is
NOTE Confidence: 0.978229

00:08:45.684 --> 00:08:47.285 determined to be CPS greater
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NOTE Confidence: 0.978229

00:08:47.285 --> 00:08:48.024 than one.

NOTE Confidence: 0.9832333

00:08:48.885 --> 00:08:49.865 But in trials,

NOTE Confidence: 0.9811099

00:08:50.404 --> 00:08:51.925 in certain trials, CPS greater
NOTE Confidence: 0.9811099

00:08:51.925 --> 00:08:53.225 than five was actually,
NOTE Confidence: 0.9694088

00:08:54.404 --> 00:08:55.785 much more, reliable
NOTE Confidence: 0.93306255

00:08:56.165 --> 00:08:56.665 and,

NOTE Confidence: 0.9448706

00:08:57.045 --> 00:08:57.545 effective.

NOTE Confidence: 0.99573326

00:08:57.925 --> 00:08:58.584 And so

NOTE Confidence: 0.9445783

00:08:59.220 --> 00:09:00.660 it's it's difficult. And the
NOTE Confidence: 0.9445783

00:09:00.660 --> 00:09:02.120 CPS score of one,

NOTE Confidence: 0.95181733

00:09:02.740 --> 00:09:04.740 is quite subtle, and there
NOTE Confidence: 0.95181733

00:09:04.740 --> 00:09:06.100 have been umpteen number of
NOTE Confidence: 0.95181733

00:09:06.100 --> 00:09:07.559 studies showing that pathologists
NOTE Confidence: 0.9902722

00:09:07.940 --> 00:09:09.300 are really not very good
NOTE Confidence: 0.9902722

00:09:09.300 --> 00:09:10.199 at being reproducible,
NOTE Confidence: 0.96482563
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00:09:11.455 --> 00:09:11.955 across,

NOTE Confidence: 0.9624893

00:09:12.415 --> 00:09:13.615 pathologists. And one of the
NOTE Confidence: 0.9624893

00:09:13.615 --> 00:09:15.054 most recent papers on that
NOTE Confidence: 0.9624893

00:09:15.054 --> 00:09:16.195 is from our group,

NOTE Confidence: 0.7565749

00:09:16.975 --> 00:09:18.495 David Rem and Sujian Zhang
NOTE Confidence: 0.7565749

00:09:18.495 --> 00:09:20.755 group who are, our pathologists
NOTE Confidence: 0.7565749

00:09:20.895 --> 00:09:22.255 here who've looked at that.
NOTE Confidence: 0.9886328

00:09:22.575 --> 00:09:23.774 It is more reliable at

NOTE Confidence: 0.9886328

00:09:23.774 --> 00:09:25.270 the higher cutoffs. So, you
NOTE Confidence: 0.9886328

00:09:25.270 --> 00:09:26.550 know, CPS of five or

NOTE Confidence: 0.9886328

00:09:26.550 --> 00:09:28.170 more is probably more reliable
NOTE Confidence: 0.9886328

00:09:28.309 --> 00:09:28.970 as a result.

NOTE Confidence: 0.9575868

00:09:29.429 --> 00:09:30.710 And that could explain this
NOTE Confidence: 0.9575868

00:09:30.710 --> 00:09:31.450 this variability,

NOTE Confidence: 0.99849796

00:09:31.990 --> 00:09:33.190 could explain some of the
NOTE Confidence: 0.99849796

00:09:33.190 --> 00:09:34.170 lack of efficacy,
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NOTE Confidence: 0.9496925

00:09:34.710 --> 00:09:35.210 for,

NOTE Confidence: 0.99949694

00:09:35.830 --> 00:09:36.330 trials

NOTE Confidence: 0.9351942

00:09:36.710 --> 00:09:37.529 in this setting.

NOTE Confidence: 0.95940655

00:09:39.135 --> 00:09:40.654 So claudan eighteen is the
NOTE Confidence: 0.95940655

00:09:40.654 --> 00:09:41.795 new kid on the block,

NOTE Confidence: 0.9940329

00:09:42.255 --> 00:09:43.315 and I'm going to

NOTE Confidence: 0.9885403

00:09:43.774 --> 00:09:44.495 talk about this in a

NOTE Confidence: 0.9885403

00:09:44.495 --> 00:09:46.195 little bit more detail. So,
NOTE Confidence: 0.9974685

00:09:46.735 --> 00:09:49.315 basically, claudan eighteen is a
NOTE Confidence: 0.9718821

00:09:50.350 --> 00:09:50.850 protein,

NOTE Confidence: 0.8938904

00:09:51.150 --> 00:09:53.150 that's a transmembrane protein that,
NOTE Confidence: 0.8938904

00:09:53.390 --> 00:09:54.770 forms the tight junction
NOTE Confidence: 0.96643555

00:09:55.550 --> 00:09:57.230 between cells. And normally, in
NOTE Confidence: 0.96643555

00:09:57.230 --> 00:09:58.850 the normal tissues, it's expressed,
NOTE Confidence: 0.96643555

00:09:59.070 --> 00:10:00.030 and you can see that

NOTE Confidence: 0.96643555
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00:10:00.030 --> 00:10:01.230 it's in the tight junctions
NOTE Confidence: 0.96643555

00:10:01.230 --> 00:10:03.309 between the epithelial cells. But
NOTE Confidence: 0.96643555

00:10:03.309 --> 00:10:05.090 once, cancer cell,

NOTE Confidence: 0.94696593

00:10:08.804 --> 00:10:10.165 is, you know, goes through
NOTE Confidence: 0.94696593

00:10:10.165 --> 00:10:10.665 carcinogenesis,

NOTE Confidence: 0.9796794

00:10:10.965 --> 00:10:12.005 becomes a cancer cell, the
NOTE Confidence: 0.9796794

00:10:12.005 --> 00:10:14.184 claudin eighteen, can be retained
NOTE Confidence: 0.9796794

00:10:14.245 --> 00:10:15.205 on the surface of those
NOTE Confidence: 0.9796794

00:10:15.205 --> 00:10:16.404 cells, and it is also

NOTE Confidence: 0.9796794

00:10:16.404 --> 00:10:18.165 exposed because the tumor cells
NOTE Confidence: 0.9796794

00:10:18.165 --> 00:10:19.100 no longer stick to each
NOTE Confidence: 0.9796794

00:10:19.100 --> 00:10:20.140 other in the same way
NOTE Confidence: 0.9796794

00:10:20.140 --> 00:10:22.480 as native epithelial cells.
NOTE Confidence: 0.85140157

00:10:23.020 --> 00:10:23.520 And,

NOTE Confidence: 0.9723533

00:10:25.020 --> 00:10:26.540 and then looking at more
NOTE Confidence: 0.9723533

00:10:26.540 --> 00:10:27.840 detail at the protein,
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NOTE Confidence: 0.97165424

00:10:28.460 --> 00:10:30.060 there's a loop, with a
NOTE Confidence: 0.97165424

00:10:30.060 --> 00:10:31.660 couple of binding sites where
NOTE Confidence: 0.97165424

00:10:31.660 --> 00:10:33.820 antibodies can be, used to
NOTE Confidence: 0.97165424

00:10:33.820 --> 00:10:35.384 target that particular,
NOTE Confidence: 0.9803566

00:10:37.444 --> 00:10:37.944 protein.

NOTE Confidence: 0.979602

00:10:39.605 --> 00:10:40.105 And,

NOTE Confidence: 0.9926457

00:10:40.485 --> 00:10:41.464 in terms of,

NOTE Confidence: 0.9742347

00:10:42.245 --> 00:10:43.125 what do we know about
NOTE Confidence: 0.9742347

00:10:43.125 --> 00:10:45.125 expression of claudine eighteen point
NOTE Confidence: 0.9742347

00:10:45.125 --> 00:10:46.725 two in esophagus or,
NOTE Confidence: 0.8807931

00:10:47.204 --> 00:10:48.184 GJ cancers?

NOTE Confidence: 0.8778198

00:10:48.565 --> 00:10:48.884 And,

NOTE Confidence: 0.9750722

00:10:50.790 --> 00:10:52.550 based on a in one

NOTE Confidence: 0.9750722

00:10:52.550 --> 00:10:54.010 study, based on a positivity
NOTE Confidence: 0.98566717

00:10:54.390 --> 00:10:56.309 of, greater than seventy five
NOTE Confidence: 0.98566717
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00:10:56.309 --> 00:10:57.510 percent two plus or three
NOTE Confidence: 0.98566717

00:10:57.510 --> 00:10:58.250 plus expression,

NOTE Confidence: 0.9817666

00:10:58.870 --> 00:11:00.230 we find positivity in about
NOTE Confidence: 0.9817666

00:11:00.230 --> 00:11:01.910 thirty eight percent of, of
NOTE Confidence: 0.9817666

00:11:01.910 --> 00:11:03.029 cancers. And you can kind
NOTE Confidence: 0.9817666

00:11:03.029 --> 00:11:04.630 of see that, this high,
NOTE Confidence: 0.9817666

00:11:04.870 --> 00:11:05.370 positivity

NOTE Confidence: 0.9967383

00:11:06.285 --> 00:11:06.785 here.

NOTE Confidence: 0.9433094

00:11:08.204 --> 00:11:08.684 And,

NOTE Confidence: 0.9804434

00:11:09.245 --> 00:11:10.764 this was the cutoff that
NOTE Confidence: 0.9804434

00:11:10.764 --> 00:11:11.884 was used for the study
NOTE Confidence: 0.9804434

00:11:11.884 --> 00:11:13.345 to look at, zolventuximab,
NOTE Confidence: 0.98754096

00:11:15.485 --> 00:11:16.605 which is the the main
NOTE Confidence: 0.98754096

00:11:16.605 --> 00:11:18.545 antibody that's targeting this pathway.
NOTE Confidence: 0.98754096

00:11:18.764 --> 00:11:20.524 But there are other novel,
NOTE Confidence: 0.98754096

00:11:20.764 --> 00:11:21.264 antibodies
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NOTE Confidence: 0.84343433

00:11:21.565 --> 00:11:21.870 that,

NOTE Confidence: 0.6674051

00:11:24.309 --> 00:11:24.850 and antibody,

NOTE Confidence: 0.99855953

00:11:25.309 --> 00:11:27.410 drug conjugates that could potentially
NOTE Confidence: 0.99855953

00:11:27.550 --> 00:11:29.809 be useful to target lower
NOTE Confidence: 0.99855953

00:11:29.870 --> 00:11:30.850 level expression

NOTE Confidence: 0.9992181

00:11:31.390 --> 00:11:32.850 of this particular biomarker.
NOTE Confidence: 0.98577404

00:11:33.150 --> 00:11:34.750 So if you include those,
NOTE Confidence: 0.98577404

00:11:34.750 --> 00:11:35.870 then you're you're adding a
NOTE Confidence: 0.98577404

00:11:35.870 --> 00:11:36.405 lot more,

NOTE Confidence: 0.99892867

00:11:37.045 --> 00:11:38.965 patients to the possibility of
NOTE Confidence: 0.99892867

00:11:38.965 --> 00:11:40.265 getting targeted treatment.
NOTE Confidence: 0.997714

00:11:40.645 --> 00:11:41.525 And I just I have

NOTE Confidence: 0.997714

00:11:41.525 --> 00:11:42.405 a summary here of all
NOTE Confidence: 0.997714

00:11:42.405 --> 00:11:43.525 the phase two and three
NOTE Confidence: 0.997714

00:11:43.525 --> 00:11:45.125 clinical trials from one of
NOTE Confidence: 0.997714
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00:11:45.125 --> 00:11:46.105 the recent reviews
NOTE Confidence: 0.9983155

00:11:46.485 --> 00:11:47.845 for anybody who's interested in
NOTE Confidence: 0.9983155

00:11:47.845 --> 00:11:48.585 more detail.

NOTE Confidence: 0.9774768

00:11:49.410 --> 00:11:50.209 And so what do we
NOTE Confidence: 0.9774768

00:11:50.209 --> 00:11:51.570 do at Yale for claudine
NOTE Confidence: 0.9774768

00:11:51.570 --> 00:11:52.790 eighteen point two?
NOTE Confidence: 0.9620447

00:11:53.410 --> 00:11:54.690 So we, again, use the
NOTE Confidence: 0.9620447

00:11:54.690 --> 00:11:55.670 FDA approved,

NOTE Confidence: 0.9471323

00:11:56.690 --> 00:11:57.190 assay,

NOTE Confidence: 0.9799203

00:11:57.730 --> 00:11:59.170 which is the forty three
NOTE Confidence: 0.9799203

00:11:59.170 --> 00:12:00.709 dash fourteen a,
NOTE Confidence: 0.99492157

00:12:01.490 --> 00:12:01.990 antibody.

NOTE Confidence: 0.88842785

00:12:03.165 --> 00:12:03.665 And,

NOTE Confidence: 0.9805016

00:12:04.605 --> 00:12:06.365 we, when we report the
NOTE Confidence: 0.9805016

00:12:06.365 --> 00:12:08.205 results of our claudan eighteen
NOTE Confidence: 0.9805016

00:12:08.205 --> 00:12:10.545 staining, we report it in
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NOTE Confidence: 0.6107034

00:12:11.165 --> 00:12:11.665 categories.

NOTE Confidence: 0.9993973

00:12:12.205 --> 00:12:13.645 So greater than seventy five
NOTE Confidence: 0.9993973

00:12:13.645 --> 00:12:14.145 percent

NOTE Confidence: 0.9842363

00:12:15.660 --> 00:12:17.760 positivity, fifty to seventy five,
NOTE Confidence: 0.9842363

00:12:18.059 --> 00:12:19.500 twenty to forty nine, one
NOTE Confidence: 0.9842363

00:12:19.500 --> 00:12:21.040 to nineteen, and zero percent.
NOTE Confidence: 0.9842363

00:12:21.340 --> 00:12:23.260 And that's because we wanna
NOTE Confidence: 0.9842363

00:12:23.260 --> 00:12:24.960 be ready for those newer,
NOTE Confidence: 0.9973297

00:12:26.220 --> 00:12:27.600 antibody drug conjugates
NOTE Confidence: 0.9935033

00:12:28.495 --> 00:12:30.675 and bispecific antibodies to see,
NOTE Confidence: 0.9994837

00:12:31.375 --> 00:12:33.395 if these patients would benefit
NOTE Confidence: 0.9994837

00:12:33.455 --> 00:12:35.235 from those in the future.
NOTE Confidence: 0.9801394

00:12:35.775 --> 00:12:36.735 And, again, you can kind
NOTE Confidence: 0.9801394

00:12:36.735 --> 00:12:37.875 of see what the spectrum
NOTE Confidence: 0.9801394

00:12:38.095 --> 00:12:39.475 of staining is.

NOTE Confidence: 0.99938077
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00:12:40.015 --> 00:12:40.835 It's a relatively

NOTE Confidence: 0.9444163

00:12:42.940 --> 00:12:43.900 easy antibody,

NOTE Confidence: 0.9739626

00:12:44.380 --> 00:12:45.740 to read. And then we
NOTE Confidence: 0.9739626

00:12:45.740 --> 00:12:46.860 always look for our normal
NOTE Confidence: 0.9739626

00:12:46.860 --> 00:12:48.079 controls in the background,
NOTE Confidence: 0.99275035

00:12:48.459 --> 00:12:48.959 mucosa.

NOTE Confidence: 0.99023485

00:12:49.660 --> 00:12:51.500 Okay. So that's the basically,
NOTE Confidence: 0.99023485

00:12:51.500 --> 00:12:52.540 the end of my talk.
NOTE Confidence: 0.99023485

00:12:52.540 --> 00:12:54.059 I've described all four of
NOTE Confidence: 0.99023485

00:12:54.059 --> 00:12:54.880 these biomarkers

NOTE Confidence: 0.98752797

00:12:55.904 --> 00:12:56.345 and,

NOTE Confidence: 0.99752516

00:12:56.785 --> 00:12:57.845 what they're targeting
NOTE Confidence: 0.9883469

00:12:58.225 --> 00:13:00.084 and how we assess them.
NOTE Confidence: 0.9564303

00:13:00.704 --> 00:13:01.204 And,

NOTE Confidence: 0.93857574

00:13:02.144 --> 00:13:03.345 this is already out of
NOTE Confidence: 0.93857574

00:13:03.345 --> 00:13:05.105 date because we do have
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NOTE Confidence: 0.93857574

00:13:05.105 --> 00:13:07.505 a emerging predictive biomarker, FGF
NOTE Confidence: 0.93857574

00:13:07.505 --> 00:13:08.800 r two b that's coming
NOTE Confidence: 0.93857574

00:13:08.800 --> 00:13:09.300 up.

NOTE Confidence: 0.97064817

00:13:10.080 --> 00:13:12.399 And, we are getting ready
NOTE Confidence: 0.97064817

00:13:12.399 --> 00:13:14.080 to have that IHC testing
NOTE Confidence: 0.97064817

00:13:14.080 --> 00:13:16.080 method, brought on board for
NOTE Confidence: 0.97064817

00:13:16.080 --> 00:13:17.120 us. So this is just

NOTE Confidence: 0.97064817

00:13:17.120 --> 00:13:17.860 stay tuned

NOTE Confidence: 0.99927604

00:13:18.399 --> 00:13:19.940 about this in the future.
NOTE Confidence: 0.9674623

00:13:20.554 --> 00:13:21.595 And so here I have

NOTE Confidence: 0.9674623

00:13:21.595 --> 00:13:23.355 a summary table for anyone
NOTE Confidence: 0.9674623

00:13:23.355 --> 00:13:24.175 who's interested.

NOTE Confidence: 0.94646955

00:13:25.035 --> 00:13:25.535 So,

NOTE Confidence: 0.9855321

00:13:25.995 --> 00:13:28.154 again, we have our four
NOTE Confidence: 0.9855321

00:13:28.154 --> 00:13:29.675 IHC biomarkers that we are
NOTE Confidence: 0.9855321
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00:13:29.675 --> 00:13:31.774 performing as a reflex workflow
NOTE Confidence: 0.9855321

00:13:32.074 --> 00:13:33.595 so that we're providing this,
NOTE Confidence: 0.99979657

00:13:33.995 --> 00:13:34.495 information

NOTE Confidence: 0.99909633

00:13:34.954 --> 00:13:35.694 at diagnosis

NOTE Confidence: 0.965336

00:13:36.800 --> 00:13:37.300 and,

NOTE Confidence: 0.97433156

00:13:38.720 --> 00:13:39.920 for, you know, the the
NOTE Confidence: 0.97433156

00:13:39.920 --> 00:13:40.800 various, uses,

NOTE Confidence: 0.9579641

00:13:42.880 --> 00:13:44.959 clinically and just, you know,
NOTE Confidence: 0.9579641

00:13:44.959 --> 00:13:46.559 again, just the summary chart
NOTE Confidence: 0.9579641

00:13:46.559 --> 00:13:47.600 of all the information I
NOTE Confidence: 0.9579641

00:13:47.600 --> 00:13:49.360 talked about today. And I'll
NOTE Confidence: 0.9579641

00:13:49.360 --> 00:13:51.184 stop there, and I'm happy
NOTE Confidence: 0.9579641

00:13:51.184 --> 00:13:52.225 to take any questions. And
NOTE Confidence: 0.9579641

00:13:52.225 --> 00:13:53.425 I I apologize if 1

NOTE Confidence: 0.9579641

00:13:53.425 --> 00:13:54.645 went a little too long.
NOTE Confidence: 0.87889457

00:13:55.985 --> 00:13:57.025 Let's see. Thanks. That was
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NOTE Confidence: 0.87889457

00:13:57.025 --> 00:13:58.304 good. Doctor Gibson, that was
NOTE Confidence: 0.87889457

00:13:58.304 --> 00:13:59.905 a great talk. I can,
NOTE Confidence: 0.87889457

00:14:00.304 --> 00:14:01.445 may I encourage

NOTE Confidence: 0.8863809

00:14:02.304 --> 00:14:03.825 the viewers, listeners to,
NOTE Confidence: 0.97527695

00:14:04.580 --> 00:14:05.460 put in any questions that
NOTE Confidence: 0.97527695

00:14:05.460 --> 00:14:06.500 you have into the chat
NOTE Confidence: 0.97527695

00:14:06.500 --> 00:14:07.460 or into the q and
NOTE Confidence: 0.97527695

00:14:07.460 --> 00:14:08.740 a box, and we'll try
NOTE Confidence: 0.97527695

00:14:08.740 --> 00:14:09.640 and do them,

NOTE Confidence: 0.960079

00:14:10.340 --> 00:14:11.620 either now or at the
NOTE Confidence: 0.960079

00:14:11.620 --> 00:14:13.059 end of the the session
NOTE Confidence: 0.960079

00:14:13.059 --> 00:14:14.179 when after all after all
NOTE Confidence: 0.960079

00:14:14.179 --> 00:14:15.480 four of us speak because
NOTE Confidence: 0.960079

00:14:15.540 --> 00:14:16.260 I think it'll be quite
NOTE Confidence: 0.960079

00:14:16.260 --> 00:14:17.480 helpful to have a multidisciplinary
NOTE Confidence: 0.99984324
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00:14:18.020 --> 00:14:18.520 discussion

NOTE Confidence: 0.99645317

00:14:18.900 --> 00:14:19.620 at the end of all

NOTE Confidence: 0.99645317

00:14:19.620 --> 00:14:20.280 the chats.

NOTE Confidence: 0.97021353

00:14:21.755 --> 00:14:23.194 If there are no emerging
NOTE Confidence: 0.97021353

00:14:23.194 --> 00:14:24.555 questions, maybe we'll move on
NOTE Confidence: 0.97021353

00:14:24.555 --> 00:14:26.795 to, doctor Baufa, who's gonna
NOTE Confidence: 0.97021353

00:14:26.795 --> 00:14:27.755 give us an update from
NOTE Confidence: 0.97021353

00:14:27.755 --> 00:14:28.975 the surgical perspective.
NOTE Confidence: 0.9673576

00:14:38.279 --> 00:14:39.560 Hi there. Thank you very
NOTE Confidence: 0.9673576

00:14:39.560 --> 00:14:41.240 much. Dan Boffa. I'm one
NOTE Confidence: 0.9673576

00:14:41.240 --> 00:14:41.560 of the,

NOTE Confidence: 0.97818285

00:14:42.279 --> 00:14:43.420 thoracic surgeons,

NOTE Confidence: 0.96657246

00:14:43.959 --> 00:14:45.399 here at Yale. And I'm
NOTE Confidence: 0.96657246

00:14:45.399 --> 00:14:46.379 just gonna talk

NOTE Confidence: 0.985286

00:14:47.445 --> 00:14:49.525 briefly about, a couple of
NOTE Confidence: 0.985286

00:14:49.525 --> 00:14:51.385 aspects of the surgical management
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NOTE Confidence: 0.985286

00:14:51.525 --> 00:14:52.185 of esophageal

NOTE Confidence: 0.999208

00:14:52.485 --> 00:14:52.985 cancer.

NOTE Confidence: 0.73267674

00:14:54.685 --> 00:14:55.185 So,

NOTE Confidence: 0.9128021

00:14:57.205 --> 00:14:58.805 may I have a couple

NOTE Confidence: 0.9128021

00:14:58.805 --> 00:14:59.545 of disclosures?

NOTE Confidence: 0.93017465

00:15:00.730 --> 00:15:02.250 This is what people think
NOTE Confidence: 0.93017465

00:15:02.250 --> 00:15:02.330 about,

NOTE Confidence: 0.863695

00:15:03.450 --> 00:15:05.470 when we mention an esophageectomy
NOTE Confidence: 0.9167757

00:15:05.850 --> 00:15:07.610 for esophageal cancer, that it's
NOTE Confidence: 0.9167757

00:15:07.610 --> 00:15:09.630 a extremely dangerous thing,
NOTE Confidence: 0.97148126

00:15:10.170 --> 00:15:11.790 to deal with an extremely
NOTE Confidence: 0.97148126

00:15:11.850 --> 00:15:12.830 dangerous problem.

NOTE Confidence: 0.9052628

00:15:13.505 --> 00:15:14.005 And,

NOTE Confidence: 0.9867225

00:15:14.385 --> 00:15:15.745 hopefully, I can convince you
NOTE Confidence: 0.9867225

00:15:15.745 --> 00:15:16.865 at at some level that

NOTE Confidence: 0.9867225
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00:15:16.865 --> 00:15:19.205 it's become infinitely safer,
NOTE Confidence: 0.9597896

00:15:20.065 --> 00:15:20.565 and,

NOTE Confidence: 0.99051774

00:15:21.025 --> 00:15:21.685 the recovery

NOTE Confidence: 0.6904079

00:15:22.705 --> 00:15:23.205 is,

NOTE Confidence: 0.97373

00:15:23.825 --> 00:15:24.945 is much different now with
NOTE Confidence: 0.97373

00:15:24.945 --> 00:15:25.925 minimally invasive,
NOTE Confidence: 0.9626663

00:15:26.385 --> 00:15:26.885 approaches.

NOTE Confidence: 0.9872117

00:15:27.510 --> 00:15:28.390 But I do think it's
NOTE Confidence: 0.9872117

00:15:28.390 --> 00:15:29.610 an important question.
NOTE Confidence: 0.9987955

00:15:29.910 --> 00:15:30.410 And

NOTE Confidence: 0.95505303

00:15:30.950 --> 00:15:31.450 and

NOTE Confidence: 0.9830635

00:15:31.990 --> 00:15:32.950 do we need to do
NOTE Confidence: 0.9830635

00:15:32.950 --> 00:15:33.690 an esophagectomy
NOTE Confidence: 0.99002016

00:15:34.710 --> 00:15:35.990 in everyone? And I think
NOTE Confidence: 0.99002016

00:15:35.990 --> 00:15:36.950 that some of the most
NOTE Confidence: 0.99002016

00:15:36.950 --> 00:15:37.450 exciting,
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NOTE Confidence: 0.9997527

00:15:38.950 --> 00:15:40.710 trial data that's been coming
NOTE Confidence: 0.9997527

00:15:40.710 --> 00:15:41.210 through

NOTE Confidence: 0.99137866

00:15:41.665 --> 00:15:43.045 is looking at things,

NOTE Confidence: 0.93771243

00:15:43.505 --> 00:15:44.725 that maybe we,

NOTE Confidence: 0.99976397

00:15:45.105 --> 00:15:46.785 can be more selective in
NOTE Confidence: 0.99976397

00:15:46.785 --> 00:15:47.525 how we

NOTE Confidence: 0.9618409

00:15:48.065 --> 00:15:49.525 apply some of the traditional
NOTE Confidence: 0.9618409

00:15:49.585 --> 00:15:51.665 treatments as well as, some
NOTE Confidence: 0.9618409

00:15:51.665 --> 00:15:53.185 of the the newer treatments.
NOTE Confidence: 0.9618409

00:15:53.185 --> 00:15:53.685 So

NOTE Confidence: 0.96547395

00:15:55.020 --> 00:15:56.700 this I'm gonna focus on
NOTE Confidence: 0.96547395

00:15:56.700 --> 00:15:58.720 the the Saino trial, which
NOTE Confidence: 0.96547395

00:15:58.940 --> 00:16:00.300 is a phase three,

NOTE Confidence: 0.9672387

00:16:00.700 --> 00:16:01.200 trial,

NOTE Confidence: 0.917499

00:16:01.900 --> 00:16:03.120 that looked at,

NOTE Confidence: 0.9228478
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00:16:04.779 --> 00:16:05.840 selecting people

NOTE Confidence: 0.9995327

00:16:06.315 --> 00:16:07.695 to not go

NOTE Confidence: 0.9581394

00:16:08.075 --> 00:16:10.095 on to surgery after receiving,
NOTE Confidence: 0.8693345

00:16:11.275 --> 00:16:13.855 the cross regimen of induction,
NOTE Confidence: 0.9559846

00:16:14.395 --> 00:16:14.895 chemoradiation.

NOTE Confidence: 0.9497531

00:16:16.635 --> 00:16:17.935 Before that, though,

NOTE Confidence: 0.9891681

00:16:18.555 --> 00:16:19.995 you have to know that
NOTE Confidence: 0.9891681

00:16:19.995 --> 00:16:21.900 the person has experienced a
NOTE Confidence: 0.9891681

00:16:21.900 --> 00:16:24.160 complete clinical response. And so
NOTE Confidence: 0.9700852

00:16:24.620 --> 00:16:25.820 there there was a trial
NOTE Confidence: 0.9700852

00:16:25.820 --> 00:16:27.020 before the trial, which is
NOTE Confidence: 0.9700852

00:16:27.020 --> 00:16:29.280 the presaino trial, which was
NOTE Confidence: 0.9586981

00:16:29.740 --> 00:16:31.440 looking at, could you tell
NOTE Confidence: 0.99963

00:16:31.820 --> 00:16:33.500 if people had been cleared
NOTE Confidence: 0.99963

00:16:33.500 --> 00:16:34.480 of their disease

NOTE Confidence: 0.95273966

00:16:37.425 --> 00:16:38.865 after receiving CROS. Because if

38



NOTE Confidence: 0.95273966

00:16:38.865 --> 00:16:40.225 you couldn't do that, then
NOTE Confidence: 0.95273966

00:16:40.225 --> 00:16:40.705 there's,

NOTE Confidence: 0.99245685

00:16:41.185 --> 00:16:42.325 no point in,

NOTE Confidence: 0.9613543

00:16:42.865 --> 00:16:44.705 the trial, which is taking
NOTE Confidence: 0.9613543

00:16:44.705 --> 00:16:45.985 people who appear to have
NOTE Confidence: 0.9613543

00:16:45.985 --> 00:16:47.365 been cleared of their disease
NOTE Confidence: 0.736292

00:16:47.745 --> 00:16:48.245 and,

NOTE Confidence: 0.99941146

00:16:49.040 --> 00:16:49.540 selectively

NOTE Confidence: 0.9775073

00:16:49.920 --> 00:16:51.519 watching them to see if
NOTE Confidence: 0.9775073

00:16:51.519 --> 00:16:52.800 the the cancer came back
NOTE Confidence: 0.9775073

00:16:52.800 --> 00:16:54.260 and deferring esophagectomy
NOTE Confidence: 0.9874797

00:16:54.720 --> 00:16:55.920 to only those people where
NOTE Confidence: 0.9874797

00:16:55.920 --> 00:16:57.040 the cancer came back. And
NOTE Confidence: 0.9874797

00:16:57.040 --> 00:16:58.800 so this was the trial
NOTE Confidence: 0.9874797

00:16:58.800 --> 00:17:00.339 to determine, could you
NOTE Confidence: 0.98614573
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00:17:00.720 --> 00:17:02.639 detect people that were free
NOTE Confidence: 0.98614573

00:17:02.639 --> 00:17:04.419 of residual disease? This was
NOTE Confidence: 0.98614573

00:17:04.615 --> 00:17:06.375 done in the Netherlands. Again,
NOTE Confidence: 0.98614573

00:17:06.375 --> 00:17:07.575 it was after the CROS
NOTE Confidence: 0.98614573

00:17:07.575 --> 00:17:08.075 regimen.

NOTE Confidence: 0.6828835

00:17:08.934 --> 00:17:09.434 The

NOTE Confidence: 0.9768703

00:17:12.294 --> 00:17:12.794 the

NOTE Confidence: 0.94751906

00:17:13.095 --> 00:17:14.534 four to six weeks after
NOTE Confidence: 0.94751906

00:17:14.534 --> 00:17:15.734 the completion of the chemo
NOTE Confidence: 0.94751906

00:17:15.734 --> 00:17:17.355 radiation, they underwent an endoscopy.
NOTE Confidence: 0.9435304

00:17:18.270 --> 00:17:18.770 And,

NOTE Confidence: 0.81838346

00:17:19.550 --> 00:17:19.950 if,

NOTE Confidence: 0.9926818

00:17:20.670 --> 00:17:22.670 they, was there was viable
NOTE Confidence: 0.9926818

00:17:22.670 --> 00:17:23.170 cancer,

NOTE Confidence: 0.9794442

00:17:23.630 --> 00:17:24.910 they did a PET scan

NOTE Confidence: 0.9794442

00:17:24.910 --> 00:17:25.970 and an esophagectomy
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NOTE Confidence: 0.9995332

00:17:26.510 --> 00:17:27.250 right away.

NOTE Confidence: 0.9990962

00:17:27.550 --> 00:17:28.670 If they didn't see vital
NOTE Confidence: 0.9990962

00:17:28.990 --> 00:17:30.430 any viable cancer, they did
NOTE Confidence: 0.9990962

00:17:30.430 --> 00:17:31.410 a second endoscopy,

NOTE Confidence: 0.95693487

00:17:32.984 --> 00:17:34.665 an ultrasound, a PET scan,
NOTE Confidence: 0.95693487

00:17:34.665 --> 00:17:36.744 and then everybody got an
NOTE Confidence: 0.95693487

00:17:36.744 --> 00:17:37.244 esophageectomy,

NOTE Confidence: 0.94908273

00:17:38.585 --> 00:17:41.165 after the, the second evaluation.
NOTE Confidence: 0.92147225

00:17:42.905 --> 00:17:44.185 So there were about two
NOTE Confidence: 0.92147225

00:17:44.185 --> 00:17:45.625 hundred and twenty patients. This
NOTE Confidence: 0.92147225

00:17:45.625 --> 00:17:46.285 was done

NOTE Confidence: 0.98908424

00:17:47.500 --> 00:17:49.020 a few years ago. They
NOTE Confidence: 0.98908424

00:17:49.020 --> 00:17:50.240 were mostly adenocarcinomas,
NOTE Confidence: 0.9996403

00:17:51.340 --> 00:17:52.720 and they wanted to see
NOTE Confidence: 0.9930218

00:17:53.180 --> 00:17:54.619 that of the people who
NOTE Confidence: 0.9930218
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00:17:54.619 --> 00:17:56.960 had cancer still in them,
NOTE Confidence: 0.996772

00:17:57.740 --> 00:17:58.940 what was the proportion of
NOTE Confidence: 0.996772

00:17:58.940 --> 00:18:01.280 them that had a negative
NOTE Confidence: 0.8603374

00:18:02.785 --> 00:18:03.845 clinical assessment?
NOTE Confidence: 0.9945476

00:18:04.305 --> 00:18:05.825 And they called those false
NOTE Confidence: 0.9945476

00:18:05.825 --> 00:18:06.325 negatives.

NOTE Confidence: 0.9429239

00:18:07.585 --> 00:18:08.625 And so they started by
NOTE Confidence: 0.9429239

00:18:08.625 --> 00:18:09.765 just doing biopsies
NOTE Confidence: 0.9582951

00:18:10.065 --> 00:18:11.825 the way they routinely do
NOTE Confidence: 0.9582951

00:18:11.825 --> 00:18:12.325 biopsies.

NOTE Confidence: 0.8797555

00:18:13.025 --> 00:18:13.925 And they,

NOTE Confidence: 0.9416097

00:18:14.785 --> 00:18:15.905 they had a a false

NOTE Confidence: 0.9416097

00:18:15.905 --> 00:18:16.805 negative rate

NOTE Confidence: 0.97287697

00:18:17.850 --> 00:18:19.770 of about thirty percent. So
NOTE Confidence: 0.97287697

00:18:19.770 --> 00:18:20.890 then they started doing a
NOTE Confidence: 0.97287697

00:18:20.890 --> 00:18:22.250 byte on byte, which just
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NOTE Confidence: 0.97287697

00:18:22.250 --> 00:18:23.310 basically means,

NOTE Confidence: 0.98930824

00:18:24.170 --> 00:18:25.690 that they took a byte
NOTE Confidence: 0.98930824

00:18:25.690 --> 00:18:27.050 and then went back to
NOTE Confidence: 0.98930824

00:18:27.050 --> 00:18:28.650 the same area and bit
NOTE Confidence: 0.98930824

00:18:28.650 --> 00:18:30.250 in the same area again,
NOTE Confidence: 0.98930824

00:18:30.250 --> 00:18:31.450 which gets a little bit
NOTE Confidence: 0.98930824

00:18:31.450 --> 00:18:31.950 deeper.

NOTE Confidence: 0.9517106

00:18:33.225 --> 00:18:35.225 Using this, they found, the
NOTE Confidence: 0.9517106

00:18:35.225 --> 00:18:37.005 false negative rate, again,
NOTE Confidence: 0.98253036

00:18:37.305 --> 00:18:40.025 meaning negative results in people
NOTE Confidence: 0.98253036

00:18:40.025 --> 00:18:41.625 who still had at least
NOTE Confidence: 0.98253036

00:18:41.625 --> 00:18:42.445 ten percent,

NOTE Confidence: 0.866903

00:18:43.065 --> 00:18:45.325 of their residual cancer.
NOTE Confidence: 0.9736784

00:18:46.169 --> 00:18:47.609 So it improved from thirty
NOTE Confidence: 0.9736784

00:18:47.609 --> 00:18:49.369 percent to seventeen percent. And
NOTE Confidence: 0.9736784
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00:18:49.369 --> 00:18:50.970 when they added FNA of
NOTE Confidence: 0.9736784

00:18:50.970 --> 00:18:52.250 nodes that were bigger than
NOTE Confidence: 0.9736784

00:18:52.250 --> 00:18:52.990 five millimeters,

NOTE Confidence: 0.99782497

00:18:53.369 --> 00:18:54.409 it went down to ten

NOTE Confidence: 0.99782497

00:18:54.409 --> 00:18:55.389 percent. So

NOTE Confidence: 0.9994567

00:18:55.690 --> 00:18:57.230 ten percent of the patients
NOTE Confidence: 0.9994567

00:18:57.289 --> 00:18:58.109 who had

NOTE Confidence: 0.99901325

00:18:59.635 --> 00:19:00.695 residual cancer,

NOTE Confidence: 0.9628959

00:19:01.395 --> 00:19:02.755 which they defined as greater
NOTE Confidence: 0.9628959

00:19:02.755 --> 00:19:04.535 than ten percent residual cancer,
NOTE Confidence: 0.99936503

00:19:04.994 --> 00:19:06.455 had a false negative.

NOTE Confidence: 0.93395007

00:19:07.395 --> 00:19:08.515 And so this is a

NOTE Confidence: 0.93395007

00:19:08.515 --> 00:19:10.035 table by group and the
NOTE Confidence: 0.93395007

00:19:10.035 --> 00:19:10.535 TRG,

NOTE Confidence: 0.98405385

00:19:11.970 --> 00:19:13.170 at the top here, this

NOTE Confidence: 0.98405385

00:19:13.170 --> 00:19:15.250 is their different categories of
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NOTE Confidence: 0.98405385

00:19:15.250 --> 00:19:17.250 residual disease. And so if
NOTE Confidence: 0.98405385

00:19:17.250 --> 00:19:18.770 you were a TGR one,
NOTE Confidence: 0.98405385

00:19:18.770 --> 00:19:20.150 you had a complete pathologic
NOTE Confidence: 0.98405385

00:19:20.369 --> 00:19:20.869 response,

NOTE Confidence: 0.98552895

00:19:21.970 --> 00:19:23.330 or you had one to

NOTE Confidence: 0.98552895

00:19:23.330 --> 00:19:25.430 ten percent viable cancer,
NOTE Confidence: 0.9469524

00:19:27.715 --> 00:19:28.675 or greater than ten percent
NOTE Confidence: 0.9469524

00:19:28.675 --> 00:19:29.895 but less than fifty,

NOTE Confidence: 0.98946786

00:19:30.275 --> 00:19:31.715 or greater than fifty percent.
NOTE Confidence: 0.98946786

00:19:31.715 --> 00:19:33.234 These are the categories that
NOTE Confidence: 0.98946786

00:19:33.234 --> 00:19:33.734 they

NOTE Confidence: 0.9810694

00:19:34.035 --> 00:19:35.734 code their viable cancer.
NOTE Confidence: 0.9843735

00:19:36.275 --> 00:19:37.635 And this is what the
NOTE Confidence: 0.9843735

00:19:37.635 --> 00:19:38.915 study was designed to look
NOTE Confidence: 0.9843735

00:19:38.915 --> 00:19:40.295 at, just these patients
NOTE Confidence: 0.9835679
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00:19:40.940 --> 00:19:42.540 who had more than ten
NOTE Confidence: 0.9835679

00:19:42.540 --> 00:19:44.080 percent viable cancer,
NOTE Confidence: 0.9894395

00:19:44.540 --> 00:19:45.680 and they found,

NOTE Confidence: 0.99863625

00:19:46.220 --> 00:19:47.100 that there was a ten

NOTE Confidence: 0.99863625

00:19:47.100 --> 00:19:48.640 percent false negative rate.
NOTE Confidence: 0.982432

00:19:49.580 --> 00:19:50.619 But they didn't really look
NOTE Confidence: 0.982432

00:19:50.619 --> 00:19:51.980 at the people with one
NOTE Confidence: 0.982432

00:19:51.980 --> 00:19:53.900 to ten percent residual cancer.
NOTE Confidence: 0.982432

00:19:53.900 --> 00:19:55.435 And I would argue that
NOTE Confidence: 0.982432

00:19:55.435 --> 00:19:57.695 patients probably care about that,
NOTE Confidence: 0.9875152

00:19:58.234 --> 00:19:59.595 that that if you're really
NOTE Confidence: 0.9875152

00:19:59.595 --> 00:20:01.055 looking to see who's been
NOTE Confidence: 0.9875152

00:20:01.115 --> 00:20:03.035 rendered disease free, you'd wanna
NOTE Confidence: 0.9875152

00:20:03.035 --> 00:20:04.734 know any living disease.
NOTE Confidence: 0.99866134

00:20:05.515 --> 00:20:07.275 But what's funny about this
NOTE Confidence: 0.99866134

00:20:07.275 --> 00:20:07.775 is
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NOTE Confidence: 0.98535633

00:20:09.140 --> 00:20:10.260 this the way this was
NOTE Confidence: 0.98535633

00:20:10.260 --> 00:20:11.380 set up was to say,

NOTE Confidence: 0.98535633

00:20:11.380 --> 00:20:12.580 how well does the test
NOTE Confidence: 0.98535633

00:20:12.580 --> 00:20:13.080 perform?

NOTE Confidence: 0.9948339

00:20:13.619 --> 00:20:14.519 So given

NOTE Confidence: 0.9949763

00:20:15.460 --> 00:20:16.600 residual cancer,

NOTE Confidence: 0.9990985

00:20:16.980 --> 00:20:18.659 is the test coming up
NOTE Confidence: 0.9990985

00:20:18.659 --> 00:20:19.940 with a positive or negative
NOTE Confidence: 0.9990985

00:20:19.940 --> 00:20:21.619 result? Well, patients don't think
NOTE Confidence: 0.9990985

00:20:21.619 --> 00:20:22.820 that way. They don't care
NOTE Confidence: 0.9990985

00:20:22.820 --> 00:20:23.320 about

NOTE Confidence: 0.9921697

00:20:24.175 --> 00:20:25.695 scenarios and how the test
NOTE Confidence: 0.9921697

00:20:25.695 --> 00:20:27.215 performs. They wanna know about
NOTE Confidence: 0.9921697

00:20:27.215 --> 00:20:28.494 test results and what does
NOTE Confidence: 0.9921697

00:20:28.494 --> 00:20:29.155 it mean.

NOTE Confidence: 0.99100924
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00:20:29.695 --> 00:20:31.055 So if a test says

NOTE Confidence: 0.99100924

00:20:31.055 --> 00:20:32.575 no cancer, what is the

NOTE Confidence: 0.99100924

00:20:32.575 --> 00:20:34.335 chance that you actually have
NOTE Confidence: 0.99100924

00:20:34.335 --> 00:20:35.955 cancer? That's the false negative
NOTE Confidence: 0.99100924

00:20:36.015 --> 00:20:36.390 rate,

NOTE Confidence: 0.99688894

00:20:37.270 --> 00:20:39.590 that really matters most to
NOTE Confidence: 0.99688894

00:20:39.590 --> 00:20:40.950 patients, and that points to
NOTE Confidence: 0.99688894

00:20:40.950 --> 00:20:42.630 negative and positive predictive value.
NOTE Confidence: 0.99688894

00:20:42.630 --> 00:20:43.910 And so when you look
NOTE Confidence: 0.99688894

00:20:43.910 --> 00:20:45.030 at all the people who

NOTE Confidence: 0.99688894

00:20:45.030 --> 00:20:46.970 had a negative test result,
NOTE Confidence: 0.9660356

00:20:47.590 --> 00:20:48.869 and granted that this was
NOTE Confidence: 0.9660356

00:20:48.869 --> 00:20:50.230 published saying there's a ten
NOTE Confidence: 0.9660356

00:20:50.230 --> 00:20:51.855 percent false negative rate to
NOTE Confidence: 0.9660356

00:20:51.855 --> 00:20:52.595 this presano

NOTE Confidence: 0.9909307

00:20:53.215 --> 00:20:54.415 trial. But if you actually
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NOTE Confidence: 0.9909307

00:20:54.415 --> 00:20:55.934 looked at everybody who had
NOTE Confidence: 0.9909307

00:20:55.934 --> 00:20:57.395 a negative test result,
NOTE Confidence: 0.9411297

00:20:57.855 --> 00:20:58.975 there were twenty nine,
NOTE Confidence: 0.97226745

00:20:59.375 --> 00:21:00.515 negative test results.
NOTE Confidence: 0.972919

00:21:00.895 --> 00:21:02.015 They the patient still had
NOTE Confidence: 0.972919

00:21:02.015 --> 00:21:03.375 cancer fifty five percent of
NOTE Confidence: 0.972919

00:21:03.375 --> 00:21:04.515 the time. And so

NOTE Confidence: 0.9784608

00:21:04.840 --> 00:21:06.280 that's just an important number
NOTE Confidence: 0.9784608

00:21:06.280 --> 00:21:07.160 to keep in the back
NOTE Confidence: 0.9784608

00:21:07.160 --> 00:21:08.200 of your head that a
NOTE Confidence: 0.9784608

00:21:08.200 --> 00:21:08.700 negative,

NOTE Confidence: 0.8879463

00:21:09.480 --> 00:21:10.860 Sano level evaluation,
NOTE Confidence: 0.9849693

00:21:12.680 --> 00:21:14.680 there's viable cancer half the
NOTE Confidence: 0.9849693

00:21:14.680 --> 00:21:15.180 time.

NOTE Confidence: 0.9532859

00:21:16.760 --> 00:21:18.119 So now to talk about
NOTE Confidence: 0.9532859
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00:21:18.119 --> 00:21:19.180 the Sano trial.

NOTE Confidence: 0.9900482

00:21:19.725 --> 00:21:21.505 So, this is a really

NOTE Confidence: 0.80009514

00:21:22.125 --> 00:21:22.945 nice trial

NOTE Confidence: 0.809954

00:21:23.244 --> 00:21:23.744 done,

NOTE Confidence: 0.9017904

00:21:24.205 --> 00:21:25.265 again, in the Netherlands.
NOTE Confidence: 0.9989228

00:21:25.885 --> 00:21:27.265 Twelve high volume

NOTE Confidence: 0.95763826

00:21:27.804 --> 00:21:29.085 centers, and it was it's

NOTE Confidence: 0.95763826

00:21:29.085 --> 00:21:30.225 a recent trial,

NOTE Confidence: 0.8810838

00:21:31.085 --> 00:21:32.304 similar to presano,

NOTE Confidence: 0.9504605

00:21:33.690 --> 00:21:35.690 mostly adeno, and about twenty
NOTE Confidence: 0.9504605

00:21:35.690 --> 00:21:37.690 five percent squamous. And, again,
NOTE Confidence: 0.9504605

00:21:37.690 --> 00:21:38.910 it's the CROS regimen.

NOTE Confidence: 0.9438593

00:21:39.690 --> 00:21:41.130 And they use something called
NOTE Confidence: 0.9438593

00:21:41.130 --> 00:21:43.230 a stepped wedge clustered randomization,
NOTE Confidence: 0.9956007

00:21:43.530 --> 00:21:45.734 which basically means the patients
NOTE Confidence: 0.9956007

00:21:45.734 --> 00:21:46.635 aren't randomized.
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NOTE Confidence: 0.998738

00:21:47.575 --> 00:21:48.875 The twelve hospitals,
NOTE Confidence: 0.99211067

00:21:49.335 --> 00:21:51.175 they only do one or
NOTE Confidence: 0.99211067

00:21:51.175 --> 00:21:51.915 the other,

NOTE Confidence: 0.9876617

00:21:52.455 --> 00:21:54.775 and what they do evolves
NOTE Confidence: 0.9876617

00:21:54.775 --> 00:21:56.455 over time. So everybody that
NOTE Confidence: 0.9876617

00:21:56.455 --> 00:21:58.535 goes to each hospital gets
NOTE Confidence: 0.9876617

00:21:58.535 --> 00:21:59.095 the same,

NOTE Confidence: 0.93957657

00:22:00.160 --> 00:22:01.700 form of treatment, either
NOTE Confidence: 0.89634275

00:22:02.400 --> 00:22:04.420 cross then surgery or cross,
NOTE Confidence: 0.9958711

00:22:04.960 --> 00:22:06.660 versus active surveillance.
NOTE Confidence: 0.99816513

00:22:07.040 --> 00:22:08.340 And every three months,
NOTE Confidence: 0.99610484

00:22:08.960 --> 00:22:09.460 hospitals

NOTE Confidence: 0.99870837

00:22:09.920 --> 00:22:11.060 switch from

NOTE Confidence: 0.93098116

00:22:12.255 --> 00:22:13.155 being a surgery,

NOTE Confidence: 0.9994968

00:22:13.615 --> 00:22:14.595 performing center

NOTE Confidence: 0.9941642
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00:22:14.895 --> 00:22:16.195 to one that does surveillance.
NOTE Confidence: 0.9941642

00:22:16.255 --> 00:22:17.855 So anybody who signs up
NOTE Confidence: 0.9941642

00:22:17.855 --> 00:22:18.815 for this trial, they know
NOTE Confidence: 0.9941642

00:22:18.815 --> 00:22:19.715 what they're getting,

NOTE Confidence: 0.971249

00:22:20.095 --> 00:22:21.535 because of the hospital that
NOTE Confidence: 0.971249

00:22:21.535 --> 00:22:23.135 they go to. And then

NOTE Confidence: 0.971249

00:22:23.135 --> 00:22:24.895 eventually, all the hospitals were
NOTE Confidence: 0.971249

00:22:24.895 --> 00:22:27.010 doing active surveillance. So with
NOTE Confidence: 0.971249

00:22:27.010 --> 00:22:28.150 the start of the trial,

NOTE Confidence: 0.971249

00:22:28.210 --> 00:22:30.210 every hospital, all twelve hospitals
NOTE Confidence: 0.971249

00:22:30.210 --> 00:22:31.270 were doing surgery,

NOTE Confidence: 0.84777194

00:22:31.890 --> 00:22:33.030 cross then surgery.

NOTE Confidence: 0.99958277

00:22:33.410 --> 00:22:34.070 And then

NOTE Confidence: 0.99062735

00:22:34.609 --> 00:22:35.670 every three months,

NOTE Confidence: 0.9952687

00:22:36.450 --> 00:22:38.230 two hospitals were randomly
NOTE Confidence: 0.9996173

00:22:38.850 --> 00:22:40.530 assigned to take all their
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NOTE Confidence: 0.9996173

00:22:40.530 --> 00:22:41.030 patients

NOTE Confidence: 0.997297

00:22:41.595 --> 00:22:43.515 subsequent to that and do
NOTE Confidence: 0.997297

00:22:43.515 --> 00:22:44.415 active surveillance.

NOTE Confidence: 0.94469756

00:22:44.875 --> 00:22:45.855 And so, eventually,

NOTE Confidence: 0.98197556

00:22:46.475 --> 00:22:47.355 more and more of the

NOTE Confidence: 0.98197556

00:22:47.355 --> 00:22:49.135 hospitals became active surveillance,
NOTE Confidence: 0.99447167

00:22:50.234 --> 00:22:51.515 until all of them were

NOTE Confidence: 0.99447167

00:22:51.515 --> 00:22:53.609 active surveillance. And so it
NOTE Confidence: 0.99447167

00:22:53.609 --> 00:22:55.050 was designed as a two
NOTE Confidence: 0.99447167

00:22:55.050 --> 00:22:57.130 year overall survival from the
NOTE Confidence: 0.99447167

00:22:57.130 --> 00:22:58.250 from the time that they
NOTE Confidence: 0.99447167

00:22:58.250 --> 00:23:00.350 determine a complete clinical response.
NOTE Confidence: 0.9706346

00:23:00.890 --> 00:23:02.650 And it's non inferiority, which
NOTE Confidence: 0.9706346

00:23:02.650 --> 00:23:03.390 means that,

NOTE Confidence: 0.9813873

00:23:04.170 --> 00:23:05.309 they picked a margin.

NOTE Confidence: 0.99106324
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00:23:05.770 --> 00:23:07.930 They said fifteen percent. So
NOTE Confidence: 0.99106324

00:23:07.930 --> 00:23:09.744 if the difference in two

NOTE Confidence: 0.99106324

00:23:09.744 --> 00:23:11.285 year survival between

NOTE Confidence: 0.99982685

00:23:11.984 --> 00:23:12.484 surgery

NOTE Confidence: 0.9152618

00:23:12.865 --> 00:23:15.205 as, following cross or

NOTE Confidence: 0.98137826

00:23:15.505 --> 00:23:16.484 active surveillance,

NOTE Confidence: 0.99931824

00:23:17.185 --> 00:23:18.625 if they were within fifteen
NOTE Confidence: 0.99931824

00:23:18.625 --> 00:23:20.244 percentage points of each other,
NOTE Confidence: 0.9617921

00:23:20.705 --> 00:23:22.465 it was not inferior. And
NOTE Confidence: 0.9617921

00:23:22.465 --> 00:23:23.605 it actually it's the

NOTE Confidence: 0.86156464

00:23:23.960 --> 00:23:25.320 upper boundary of the confidence
NOTE Confidence: 0.86156464

00:23:25.320 --> 00:23:27.320 interval by that that's not
NOTE Confidence: 0.86156464

00:23:27.320 --> 00:23:27.820 critical.

NOTE Confidence: 0.9486762

00:23:28.520 --> 00:23:30.520 So they screened about eleven
NOTE Confidence: 0.9486762

00:23:30.520 --> 00:23:32.140 hundred patients. And interestingly,
NOTE Confidence: 0.9992362

00:23:32.600 --> 00:23:34.040 about twenty five percent of
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NOTE Confidence: 0.9992362

00:23:34.040 --> 00:23:35.500 all the people they screened
NOTE Confidence: 0.97952276

00:23:36.805 --> 00:23:38.565 did not wanna participate this.
NOTE Confidence: 0.97952276

00:23:38.565 --> 00:23:39.445 And and I think that's
NOTE Confidence: 0.97952276

00:23:39.445 --> 00:23:40.345 just important

NOTE Confidence: 0.97284806

00:23:40.965 --> 00:23:42.244 to sort of understand the
NOTE Confidence: 0.97284806

00:23:42.244 --> 00:23:43.605 appetite. Again, this is not
NOTE Confidence: 0.97284806

00:23:43.605 --> 00:23:45.125 randomized. They they would know
NOTE Confidence: 0.97284806

00:23:45.125 --> 00:23:47.145 what they're getting up front,
NOTE Confidence: 0.9770359

00:23:47.445 --> 00:23:48.825 but they were not interested
NOTE Confidence: 0.9770359

00:23:49.125 --> 00:23:50.585 in in, participating

NOTE Confidence: 0.9977511

00:23:51.125 --> 00:23:52.330 in this. So there were

NOTE Confidence: 0.9977511

00:23:52.330 --> 00:23:53.789 about seven hundred and sixty
NOTE Confidence: 0.9977511

00:23:54.009 --> 00:23:55.629 that underwent that

NOTE Confidence: 0.9985911

00:23:56.090 --> 00:23:56.669 first evaluation,

NOTE Confidence: 0.7647002

00:23:58.250 --> 00:23:58.750 which,

NOTE Confidence: 0.9738487
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00:23:59.210 --> 00:24:00.429 was an upper endoscopy,
NOTE Confidence: 0.80774605

00:24:01.769 --> 00:24:02.250 and,

NOTE Confidence: 0.8195065

00:24:02.970 --> 00:24:03.710 an ultrasound.

NOTE Confidence: 0.9973877

00:24:06.184 --> 00:24:07.804 The at that first evaluation,
NOTE Confidence: 0.996169

00:24:08.425 --> 00:24:09.865 thirty six percent were found
NOTE Confidence: 0.996169

00:24:09.865 --> 00:24:11.065 to have cancer in the

NOTE Confidence: 0.996169

00:24:11.065 --> 00:24:12.665 esophagus. So people got their
NOTE Confidence: 0.996169

00:24:12.665 --> 00:24:13.885 chemotherapy and radiation.
NOTE Confidence: 0.9549236

00:24:14.905 --> 00:24:16.445 They had a six week,

NOTE Confidence: 0.9902304

00:24:17.385 --> 00:24:18.505 at the six weeks after

NOTE Confidence: 0.9902304

00:24:18.505 --> 00:24:19.785 the chemotherapy and radiation, they
NOTE Confidence: 0.9902304

00:24:19.785 --> 00:24:20.765 got an upper endoscopy.
NOTE Confidence: 0.98677874

00:24:21.960 --> 00:24:23.080 Just over a third of

NOTE Confidence: 0.98677874

00:24:23.080 --> 00:24:24.840 them, they still had viable
NOTE Confidence: 0.98677874

00:24:24.840 --> 00:24:27.020 cancer in the esophagus. And
NOTE Confidence: 0.98677874

00:24:27.240 --> 00:24:28.460 those that did not

96



NOTE Confidence: 0.9907781

00:24:28.760 --> 00:24:30.119 went on to the twelve

NOTE Confidence: 0.9907781

00:24:30.119 --> 00:24:32.000 week clinical evaluation, which is
NOTE Confidence: 0.9907781

00:24:32.000 --> 00:24:33.580 a little bit more involved,
NOTE Confidence: 0.9907781

00:24:33.640 --> 00:24:35.345 which was upper endoscopy,
NOTE Confidence: 0.99316067

00:24:35.965 --> 00:24:37.585 ultrasound, and a PET scan.
NOTE Confidence: 0.99316067

00:24:37.804 --> 00:24:38.845 And of the people that
NOTE Confidence: 0.99316067

00:24:38.845 --> 00:24:41.105 underwent that second clinical evaluation,
NOTE Confidence: 0.9293958

00:24:41.804 --> 00:24:43.885 another third were found to
NOTE Confidence: 0.9293958

00:24:43.885 --> 00:24:45.905 have live viable cancer,
NOTE Confidence: 0.9859934

00:24:46.525 --> 00:24:47.825 but forty of them,

NOTE Confidence: 0.9458763

00:24:48.500 --> 00:24:50.260 actually sorry. Forty, forty of
NOTE Confidence: 0.9458763

00:24:50.260 --> 00:24:52.359 them actually had systemic metastases
NOTE Confidence: 0.97454435

00:24:52.980 --> 00:24:54.119 that they were

NOTE Confidence: 0.9397339

00:24:54.500 --> 00:24:56.280 found between their screening
NOTE Confidence: 0.9367807

00:24:56.740 --> 00:24:58.420 and this twelve week clinical
NOTE Confidence: 0.9367807
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00:24:58.420 --> 00:24:58.920 evaluation.

NOTE Confidence: 0.9889721

00:24:59.619 --> 00:25:01.380 But they deemed thirty five
NOTE Confidence: 0.9889721

00:25:01.380 --> 00:25:01.880 percent

NOTE Confidence: 0.98886454

00:25:02.855 --> 00:25:04.875 had a complete clinical response,
NOTE Confidence: 0.84445685

00:25:06.695 --> 00:25:07.915 from this this,

NOTE Confidence: 0.9982314

00:25:08.375 --> 00:25:08.875 group.

NOTE Confidence: 0.99893636

00:25:10.295 --> 00:25:11.275 And from this,

NOTE Confidence: 0.9773143

00:25:11.655 --> 00:25:13.175 a hundred and eleven underwent
NOTE Confidence: 0.9773143

00:25:13.175 --> 00:25:14.155 standard surgery.

NOTE Confidence: 0.9563723

00:25:14.560 --> 00:25:15.680 A hundred and ninety eight
NOTE Confidence: 0.9563723

00:25:15.680 --> 00:25:17.600 underwent active surveillance. The numbers
NOTE Confidence: 0.9563723

00:25:17.600 --> 00:25:18.880 don't completely match up because
NOTE Confidence: 0.9563723

00:25:18.880 --> 00:25:19.920 they actually brought in some
NOTE Confidence: 0.9563723

00:25:19.920 --> 00:25:20.740 of the presano

NOTE Confidence: 0.96260893

00:25:21.040 --> 00:25:21.540 patients.

NOTE Confidence: 0.97225386

00:25:22.560 --> 00:25:23.920 And so this was the
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NOTE Confidence: 0.97225386

00:25:23.920 --> 00:25:24.420 clinical

NOTE Confidence: 0.95941085

00:25:24.800 --> 00:25:26.800 response assessment. So six weeks
NOTE Confidence: 0.95941085

00:25:26.800 --> 00:25:28.260 after induction therapy,
NOTE Confidence: 0.9943824

00:25:28.675 --> 00:25:29.875 this was the four bite

NOTE Confidence: 0.9943824

00:25:29.875 --> 00:25:30.855 on bite biopsies.

NOTE Confidence: 0.9695611

00:25:32.355 --> 00:25:33.315 And if they didn't see

NOTE Confidence: 0.9695611

00:25:33.315 --> 00:25:34.835 any cancer, they went ongoing,
NOTE Confidence: 0.9926808

00:25:35.315 --> 00:25:36.755 observation. And then at twelve
NOTE Confidence: 0.9926808

00:25:36.755 --> 00:25:38.035 weeks, they added a PET
NOTE Confidence: 0.9926808

00:25:38.035 --> 00:25:38.535 scan

NOTE Confidence: 0.83377534

00:25:38.994 --> 00:25:39.975 and the EUS.

NOTE Confidence: 0.9991692

00:25:40.755 --> 00:25:41.635 And if there were no

NOTE Confidence: 0.9991692

00:25:41.635 --> 00:25:42.994 tumor cells at the twelve
NOTE Confidence: 0.9991692

00:25:42.994 --> 00:25:43.494 weeks,

NOTE Confidence: 0.9890661

00:25:43.940 --> 00:25:45.460 they were deemed a complete,
NOTE Confidence: 0.999382
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00:25:45.780 --> 00:25:46.840 clinical responder.

NOTE Confidence: 0.9983688

00:25:49.220 --> 00:25:50.820 And, if you were getting
NOTE Confidence: 0.9983688

00:25:50.820 --> 00:25:51.720 active surveillance,
NOTE Confidence: 0.99838567

00:25:53.299 --> 00:25:53.799 then

NOTE Confidence: 0.97322273

00:25:54.100 --> 00:25:56.025 in year one, you got,
NOTE Confidence: 0.9732704

00:25:56.505 --> 00:25:58.345 the the biopsy, the bite
NOTE Confidence: 0.9732704

00:25:58.345 --> 00:26:00.025 on bite biopsies, the EUS,
NOTE Confidence: 0.9732704

00:26:00.025 --> 00:26:01.305 and the PET scan every
NOTE Confidence: 0.9732704

00:26:01.305 --> 00:26:03.145 three months. Year two is
NOTE Confidence: 0.9732704

00:26:03.145 --> 00:26:04.425 every four months. Year three,
NOTE Confidence: 0.9732704

00:26:04.425 --> 00:26:05.405 every six months.

NOTE Confidence: 0.9955012

00:26:05.705 --> 00:26:06.765 And then after,

NOTE Confidence: 0.99720263

00:26:07.145 --> 00:26:08.265 the third year, it was
NOTE Confidence: 0.99720263

00:26:08.265 --> 00:26:08.765 annually.

NOTE Confidence: 0.9852034

00:26:09.830 --> 00:26:10.710 And when you look at
NOTE Confidence: 0.9852034

00:26:10.710 --> 00:26:12.390 overall survival, this was their
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NOTE Confidence: 0.9852034

00:26:12.390 --> 00:26:12.890 endpoint.

NOTE Confidence: 0.99628556

00:26:13.830 --> 00:26:15.510 Seventy four percent of the
NOTE Confidence: 0.99628556

00:26:15.510 --> 00:26:16.410 active surveillance,

NOTE Confidence: 0.9974394

00:26:17.030 --> 00:26:18.390 patients were alive at two
NOTE Confidence: 0.9974394

00:26:18.390 --> 00:26:19.990 years, and seventy one percent
NOTE Confidence: 0.9974394

00:26:19.990 --> 00:26:21.850 of the standard surgery patients
NOTE Confidence: 0.9974394

00:26:22.070 --> 00:26:23.575 were alive. And so this
NOTE Confidence: 0.9974394

00:26:23.575 --> 00:26:24.395 is encouraging

NOTE Confidence: 0.9912815

00:26:24.775 --> 00:26:26.135 that there are people who
NOTE Confidence: 0.9912815

00:26:26.135 --> 00:26:27.915 can be actively surveyed.
NOTE Confidence: 0.9880018

00:26:28.855 --> 00:26:30.055 But I think the real

NOTE Confidence: 0.9880018

00:26:30.055 --> 00:26:31.975 interesting is is how you
NOTE Confidence: 0.9880018

00:26:31.975 --> 00:26:34.215 know, what happened in, to
NOTE Confidence: 0.9880018

00:26:34.215 --> 00:26:35.815 these different patients as they
NOTE Confidence: 0.9880018

00:26:35.815 --> 00:26:37.660 went along. And so if
NOTE Confidence: 0.9880018
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00:26:37.660 --> 00:26:39.200 you divide all the patients
NOTE Confidence: 0.9719567

00:26:39.500 --> 00:26:40.940 up into an and put

NOTE Confidence: 0.9719567

00:26:40.940 --> 00:26:42.380 them into the a, into

NOTE Confidence: 0.9719567

00:26:42.380 --> 00:26:44.300 the the pie chart, you
NOTE Confidence: 0.9719567

00:26:44.300 --> 00:26:45.020 can get rid of the

NOTE Confidence: 0.9719567

00:26:45.020 --> 00:26:46.700 people who were excluded for
NOTE Confidence: 0.9719567

00:26:46.700 --> 00:26:48.160 sort of technical reasons.
NOTE Confidence: 0.9954362

00:26:50.145 --> 00:26:52.165 Fifty five percent of patients
NOTE Confidence: 0.988472

00:26:52.545 --> 00:26:54.145 had before they could get
NOTE Confidence: 0.988472

00:26:54.145 --> 00:26:56.065 randomized or before they were,
NOTE Confidence: 0.9841471

00:26:57.105 --> 00:26:58.225 made it to the point

NOTE Confidence: 0.9841471

00:26:58.225 --> 00:26:58.965 of being,

NOTE Confidence: 0.9914664

00:26:59.984 --> 00:27:01.505 assigned to one of the,
NOTE Confidence: 0.9914664

00:27:01.825 --> 00:27:02.565 two groups,

NOTE Confidence: 0.98706853

00:27:03.070 --> 00:27:04.910 they had viable cancer. About
NOTE Confidence: 0.98706853

00:27:04.910 --> 00:27:06.609 a third at each checkpoint,

62



NOTE Confidence: 0.9841337

00:27:07.550 --> 00:27:08.910 and then five percent had
NOTE Confidence: 0.9841337

00:27:08.910 --> 00:27:09.410 mets,

NOTE Confidence: 0.8412547

00:27:10.830 --> 00:27:13.250 systemic mets during this evaluation.
NOTE Confidence: 0.9763624

00:27:14.109 --> 00:27:14.910 And then if you look

NOTE Confidence: 0.9763624

00:27:14.910 --> 00:27:16.850 at the groups that underwent,
NOTE Confidence: 0.9993073

00:27:17.895 --> 00:27:19.734 either the active surveillance or
NOTE Confidence: 0.9993073

00:27:19.734 --> 00:27:20.875 the standard surgery,

NOTE Confidence: 0.99921286

00:27:21.975 --> 00:27:23.675 it's a much smaller subset.
NOTE Confidence: 0.99967134

00:27:24.295 --> 00:27:25.655 And if we really focus

NOTE Confidence: 0.99967134

00:27:25.655 --> 00:27:27.734 on the active surveillance group,
NOTE Confidence: 0.98314166

00:27:28.055 --> 00:27:29.095 which is about a quarter
NOTE Confidence: 0.98314166

00:27:29.095 --> 00:27:30.635 of the patients that started
NOTE Confidence: 0.98314166

00:27:30.695 --> 00:27:31.515 all of this,

NOTE Confidence: 0.95597863

00:27:31.940 --> 00:27:33.320 and break them down,

NOTE Confidence: 0.99576133

00:27:34.580 --> 00:27:35.799 you can see that

NOTE Confidence: 0.946577
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00:27:36.660 --> 00:27:38.100 about four percent of them
NOTE Confidence: 0.946577

00:27:38.100 --> 00:27:38.600 developed

NOTE Confidence: 0.5473364

00:27:38.980 --> 00:27:39.480 METs,

NOTE Confidence: 0.9410504

00:27:40.020 --> 00:27:41.000 systemic metastases,

NOTE Confidence: 0.94738007

00:27:41.380 --> 00:27:42.340 why they were while they
NOTE Confidence: 0.94738007

00:27:42.340 --> 00:27:43.960 were undergoing active surveillance.
NOTE Confidence: 0.99024

00:27:45.625 --> 00:27:47.625 Local only failure means they
NOTE Confidence: 0.99024

00:27:47.625 --> 00:27:48.984 found the cancer in the
NOTE Confidence: 0.99024

00:27:48.984 --> 00:27:50.765 esophagus, but nowhere else.
NOTE Confidence: 0.99777955

00:27:51.145 --> 00:27:52.585 That happened twelve percent of
NOTE Confidence: 0.99777955

00:27:52.585 --> 00:27:53.244 the time.

NOTE Confidence: 0.9860402

00:27:53.945 --> 00:27:55.145 Ten percent of them went
NOTE Confidence: 0.9860402

00:27:55.145 --> 00:27:56.425 on to surgery, while two
NOTE Confidence: 0.9860402

00:27:56.425 --> 00:27:57.725 percent did not.

NOTE Confidence: 0.974023

00:27:58.070 --> 00:27:58.970 And then eight percent,
NOTE Confidence: 0.982916

00:28:00.150 --> 00:28:00.809 of patients,
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NOTE Confidence: 0.9447732

00:28:01.350 --> 00:28:02.869 there was no cancer in
NOTE Confidence: 0.9447732

00:28:02.869 --> 00:28:04.570 the two years of observation.
NOTE Confidence: 0.9861695

00:28:04.869 --> 00:28:06.470 They had no cancer no
NOTE Confidence: 0.9861695

00:28:06.470 --> 00:28:07.910 return of cancer. And if
NOTE Confidence: 0.9861695

00:28:07.910 --> 00:28:09.030 we just look at the

NOTE Confidence: 0.9861695

00:28:09.030 --> 00:28:10.890 people who underwent active surveillance
NOTE Confidence: 0.93703717

00:28:11.510 --> 00:28:12.790 and just look at that

NOTE Confidence: 0.93703717

00:28:12.790 --> 00:28:13.290 subset,

NOTE Confidence: 0.99096465

00:28:14.115 --> 00:28:15.395 So forty two percent of
NOTE Confidence: 0.99096465

00:28:15.395 --> 00:28:17.095 patients underwent surgery,
NOTE Confidence: 0.94000334

00:28:18.275 --> 00:28:18.775 eventually,

NOTE Confidence: 0.8176488

00:28:19.555 --> 00:28:20.915 as for a median about
NOTE Confidence: 0.8176488

00:28:20.915 --> 00:28:21.734 six months.

NOTE Confidence: 0.99374354

00:28:22.675 --> 00:28:23.955 About seventeen percent of the
NOTE Confidence: 0.99374354

00:28:23.955 --> 00:28:25.815 people that underwent active surveillance
NOTE Confidence: 0.7401787
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00:28:26.460 --> 00:28:27.520 developed metastases,

NOTE Confidence: 0.9953182

00:28:28.380 --> 00:28:30.460 and seven percent developed local
NOTE Confidence: 0.9953182

00:28:30.460 --> 00:28:32.140 only failure. Cancer came back
NOTE Confidence: 0.9953182

00:28:32.140 --> 00:28:33.039 in the esophagus,

NOTE Confidence: 0.9997168

00:28:33.580 --> 00:28:34.940 but they opted not to

NOTE Confidence: 0.9997168

00:28:34.940 --> 00:28:35.679 have surgery.

NOTE Confidence: 0.99513066

00:28:36.140 --> 00:28:37.179 So I think this is

NOTE Confidence: 0.99513066

00:28:37.179 --> 00:28:38.799 kind of an interesting perspective
NOTE Confidence: 0.99513066

00:28:38.860 --> 00:28:40.299 of things. So the first

NOTE Confidence: 0.99513066

00:28:40.299 --> 00:28:41.419 thing is if these people

NOTE Confidence: 0.99513066

00:28:41.419 --> 00:28:41.919 waited

NOTE Confidence: 0.99676096

00:28:42.674 --> 00:28:43.335 six months,

NOTE Confidence: 0.95881844

00:28:44.034 --> 00:28:45.794 were there any downside to
NOTE Confidence: 0.95881844

00:28:45.794 --> 00:28:46.835 waiting? Because why not just
NOTE Confidence: 0.95881844

00:28:46.835 --> 00:28:47.955 do this for everybody if
NOTE Confidence: 0.95881844

00:28:47.955 --> 00:28:48.934 there's no downside
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NOTE Confidence: 0.8619766

00:28:49.715 --> 00:28:50.375 to waiting?

NOTE Confidence: 0.95967746

00:28:51.154 --> 00:28:52.514 Even if it's a very

NOTE Confidence: 0.95967746

00:28:52.514 --> 00:28:54.195 small percentage of patients that
NOTE Confidence: 0.95967746

00:28:54.195 --> 00:28:55.335 can avoid surgery,

NOTE Confidence: 0.9955155

00:28:55.920 --> 00:28:57.760 Why not? And so the

NOTE Confidence: 0.9955155

00:28:57.760 --> 00:28:59.120 concern is that if you

NOTE Confidence: 0.9955155

00:28:59.120 --> 00:29:01.300 wait longer, people can develop
NOTE Confidence: 0.9955155

00:29:01.360 --> 00:29:03.600 metastases that they otherwise would
NOTE Confidence: 0.9955155

00:29:03.600 --> 00:29:04.820 not have. And so

NOTE Confidence: 0.9565782

00:29:05.360 --> 00:29:06.580 there was a difference,

NOTE Confidence: 0.97907

00:29:07.040 --> 00:29:08.900 that was not statistically significant,
NOTE Confidence: 0.97907

00:29:09.040 --> 00:29:10.080 but a but a trend

NOTE Confidence: 0.97907

00:29:10.080 --> 00:29:11.355 for a difference at thirty
NOTE Confidence: 0.97907

00:29:11.355 --> 00:29:11.855 months,

NOTE Confidence: 0.9685672

00:29:13.035 --> 00:29:14.555 difference in the,

NOTE Confidence: 0.98097694
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00:29:14.955 --> 00:29:16.735 the rate of distant metastases,
NOTE Confidence: 0.9994965

00:29:17.515 --> 00:29:18.875 forty three percent for the
NOTE Confidence: 0.9994965

00:29:18.875 --> 00:29:19.375 surveillance

NOTE Confidence: 0.9831386

00:29:19.755 --> 00:29:21.295 group, and thirty four percent
NOTE Confidence: 0.9831386

00:29:21.595 --> 00:29:23.115 for the standard surgery. This
NOTE Confidence: 0.9831386

00:29:23.115 --> 00:29:25.115 was not statistically significant, but
NOTE Confidence: 0.9831386

00:29:25.115 --> 00:29:25.675 it is a

NOTE Confidence: 0.99608374

00:29:26.690 --> 00:29:27.590 it it's approaching

NOTE Confidence: 0.9898677

00:29:27.970 --> 00:29:29.910 significance in in my mind.
NOTE Confidence: 0.9640367

00:29:31.090 --> 00:29:31.970 And if you look at

NOTE Confidence: 0.9640367

00:29:31.970 --> 00:29:33.270 the disease free survival,
NOTE Confidence: 0.99953824

00:29:34.130 --> 00:29:35.890 there is no difference in
NOTE Confidence: 0.99953824

00:29:35.890 --> 00:29:36.390 the

NOTE Confidence: 0.97103935

00:29:36.770 --> 00:29:38.450 period that was observed. But
NOTE Confidence: 0.97103935

00:29:38.450 --> 00:29:39.925 if you look, they are

NOTE Confidence: 0.97103935

00:29:39.925 --> 00:29:41.685 starting to separate after two
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NOTE Confidence: 0.97103935

00:29:41.685 --> 00:29:43.125 years. You are starting to
NOTE Confidence: 0.97103935

00:29:43.125 --> 00:29:43.625 see

NOTE Confidence: 0.9684902

00:29:44.085 --> 00:29:45.065 a bit more,

NOTE Confidence: 0.9989688

00:29:45.765 --> 00:29:47.465 of a disease free survival
NOTE Confidence: 0.9554639

00:29:47.845 --> 00:29:48.345 trend,

NOTE Confidence: 0.9994974

00:29:48.965 --> 00:29:50.165 in the people that had
NOTE Confidence: 0.9994974

00:29:50.165 --> 00:29:50.665 surgery.

NOTE Confidence: 0.9892225

00:29:51.445 --> 00:29:52.185 And so

NOTE Confidence: 0.9745094

00:29:53.090 --> 00:29:54.130 in sort of putting this
NOTE Confidence: 0.9745094

00:29:54.130 --> 00:29:55.650 together, forty five percent of
NOTE Confidence: 0.9745094

00:29:55.650 --> 00:29:57.490 people, if you do the
NOTE Confidence: 0.9745094

00:29:57.490 --> 00:29:58.630 SANO protocol,
NOTE Confidence: 0.88504374

00:29:59.490 --> 00:30:00.390 give CROS,

NOTE Confidence: 0.9519479

00:30:00.770 --> 00:30:01.510 and then,

NOTE Confidence: 0.9639753

00:30:02.690 --> 00:30:03.510 do these,

NOTE Confidence: 0.9917889
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00:30:04.050 --> 00:30:04.950 serial endoscopies,

NOTE Confidence: 0.9827587

00:30:05.730 --> 00:30:07.425 six weeks and twelve weeks,
NOTE Confidence: 0.9827587

00:30:07.505 --> 00:30:09.025 you're gonna find a complete
NOTE Confidence: 0.9827587

00:30:09.025 --> 00:30:10.545 clinical response in about forty
NOTE Confidence: 0.9827587

00:30:10.545 --> 00:30:11.685 five percent of people,

NOTE Confidence: 0.99912894

00:30:12.225 --> 00:30:13.765 but two thirds of them
NOTE Confidence: 0.98846745

00:30:14.065 --> 00:30:15.445 actually still have cancer.
NOTE Confidence: 0.9976707

00:30:16.465 --> 00:30:17.905 And about sixteen percent of
NOTE Confidence: 0.9976707

00:30:17.905 --> 00:30:19.365 people seem to be

NOTE Confidence: 0.9997332

00:30:19.745 --> 00:30:20.805 disease free

NOTE Confidence: 0.76636404

00:30:21.425 --> 00:30:22.325 after cross

NOTE Confidence: 0.99573463

00:30:22.705 --> 00:30:24.120 only. So if you just

NOTE Confidence: 0.99573463

00:30:24.120 --> 00:30:25.340 give people chemoradiation,
NOTE Confidence: 0.99103373

00:30:26.120 --> 00:30:27.340 predominantly adenocarcinoma,
NOTE Confidence: 0.9993347

00:30:27.640 --> 00:30:29.260 about sixteen percent of people
NOTE Confidence: 0.9729315

00:30:29.880 --> 00:30:31.720 are alive and disease free
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NOTE Confidence: 0.9729315

00:30:31.720 --> 00:30:33.560 at two years. So it's

NOTE Confidence: 0.9729315

00:30:33.560 --> 00:30:34.680 not a huge number, but
NOTE Confidence: 0.9729315

00:30:34.680 --> 00:30:36.280 it is the it is

NOTE Confidence: 0.9729315

00:30:36.280 --> 00:30:36.940 a number,

NOTE Confidence: 0.87888175

00:30:37.720 --> 00:30:38.940 a reasonable number.

NOTE Confidence: 0.97834647

00:30:39.405 --> 00:30:40.065 And so,

NOTE Confidence: 0.97622484

00:30:41.005 --> 00:30:42.465 you know, again, because,
NOTE Confidence: 0.9734676

00:30:43.085 --> 00:30:44.685 of people with persistent cancer,
NOTE Confidence: 0.9734676

00:30:44.685 --> 00:30:46.605 people that develop metastases, people
NOTE Confidence: 0.9734676

00:30:46.605 --> 00:30:48.365 who have recurrent cancer who
NOTE Confidence: 0.9734676

00:30:48.365 --> 00:30:49.505 were once cleared,

NOTE Confidence: 0.972903

00:30:50.685 --> 00:30:52.125 that's sort of the impact.
NOTE Confidence: 0.972903

00:30:52.125 --> 00:30:53.665 So we're you're really deferring
NOTE Confidence: 0.972903

00:30:53.725 --> 00:30:54.225 treatment

NOTE Confidence: 0.99051374

00:30:55.420 --> 00:30:56.860 for the possibility that people
NOTE Confidence: 0.99051374
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00:30:56.860 --> 00:30:58.060 have been cured with their
NOTE Confidence: 0.99051374

00:30:58.060 --> 00:30:58.560 nonsurgical

NOTE Confidence: 0.9926735

00:30:59.020 --> 00:30:59.520 approach.

NOTE Confidence: 0.98718846

00:31:00.540 --> 00:31:02.240 And this is not terribly
NOTE Confidence: 0.98718846

00:31:02.460 --> 00:31:04.060 different from what we would
NOTE Confidence: 0.98718846

00:31:04.060 --> 00:31:05.180 see we saw in the

NOTE Confidence: 0.98718846

00:31:05.180 --> 00:31:07.360 German trial with chemo radiation
NOTE Confidence: 0.98866427

00:31:08.225 --> 00:31:08.725 alone.

NOTE Confidence: 0.9697684

00:31:09.745 --> 00:31:11.105 The French trial was a
NOTE Confidence: 0.9697684

00:31:11.105 --> 00:31:12.565 little bit, better

NOTE Confidence: 0.9512028

00:31:12.945 --> 00:31:15.045 in terms of, survival. But
NOTE Confidence: 0.9512028

00:31:15.265 --> 00:31:17.345 sixteen percent cure rate,
NOTE Confidence: 0.93695664

00:31:17.825 --> 00:31:18.565 is not,

NOTE Confidence: 0.9088847

00:31:19.425 --> 00:31:20.305 is is it you know,

NOTE Confidence: 0.9088847

00:31:20.305 --> 00:31:21.505 sixteen to twenty percent, I
NOTE Confidence: 0.9088847

00:31:21.505 --> 00:31:22.565 think, is a reasonable
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NOTE Confidence: 0.9993412
00:31:23.480 --> 00:31:23.980 expectation
NOTE Confidence: 0.9707614

00:31:24.440 --> 00:31:27.260 for nonsurgically managed, particularly adenocar-
cinoma.

NOTE Confidence: 0.9921823

00:31:28.680 --> 00:31:30.040 But there were people that
NOTE Confidence: 0.9921823

00:31:30.040 --> 00:31:31.560 surgery is unlikely to help,
NOTE Confidence: 0.9921823

00:31:31.560 --> 00:31:33.720 people that develop metastases, and
NOTE Confidence: 0.9921823

00:31:33.720 --> 00:31:34.920 there were some people that
NOTE Confidence: 0.9921823

00:31:34.920 --> 00:31:36.520 were cured. And when you
NOTE Confidence: 0.9921823

00:31:36.520 --> 00:31:38.300 add all of those up,

NOTE Confidence: 0.95019454

00:31:39.105 --> 00:31:40.385 you know, there is probably
NOTE Confidence: 0.95019454

00:31:40.385 --> 00:31:42.005 a twenty, twenty five percent,
NOTE Confidence: 0.9777635

00:31:43.745 --> 00:31:44.705 if not a few more

NOTE Confidence: 0.9777635

00:31:44.705 --> 00:31:46.065 that surgery is really not
NOTE Confidence: 0.9777635

00:31:46.065 --> 00:31:47.745 helping. And the question is,
NOTE Confidence: 0.9777635

00:31:47.745 --> 00:31:48.945 can you figure this out?
NOTE Confidence: 0.9777635

00:31:48.945 --> 00:31:49.905 If you knew this ahead
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NOTE Confidence: 0.9777635

00:31:49.905 --> 00:31:51.185 of time, who could who
NOTE Confidence: 0.9777635

00:31:51.185 --> 00:31:52.725 was cured by nonsurgical
NOTE Confidence: 0.9893162

00:31:53.025 --> 00:31:54.899 treatment and who was just
NOTE Confidence: 0.9893162

00:31:54.899 --> 00:31:55.399 incurable,

NOTE Confidence: 0.97806865

00:31:56.179 --> 00:31:57.220 that would be very helpful.
NOTE Confidence: 0.97806865

00:31:57.220 --> 00:31:58.019 And I think this is

NOTE Confidence: 0.97806865

00:31:58.019 --> 00:31:59.620 where the most exciting research
NOTE Confidence: 0.97806865

00:31:59.620 --> 00:32:00.820 is coming because this is
NOTE Confidence: 0.97806865

00:32:00.820 --> 00:32:01.940 going to happen in our
NOTE Confidence: 0.97806865

00:32:01.940 --> 00:32:02.440 lifetime,

NOTE Confidence: 0.9736802

00:32:03.460 --> 00:32:05.240 perhaps with cell free DNA,
NOTE Confidence: 0.9415818

00:32:06.914 --> 00:32:08.914 probably not with circulating tumor
NOTE Confidence: 0.9415818

00:32:08.914 --> 00:32:10.434 cells, which was some of
NOTE Confidence: 0.9415818

00:32:10.434 --> 00:32:11.735 my research, unfortunately.
NOTE Confidence: 0.9859126

00:32:12.275 --> 00:32:14.195 But I think AT looking
NOTE Confidence: 0.9859126
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00:32:14.195 --> 00:32:15.794 at using Al to look
NOTE Confidence: 0.9859126

00:32:15.794 --> 00:32:16.934 at a lot of,

NOTE Confidence: 0.98887444

00:32:17.554 --> 00:32:18.615 either radiomics

NOTE Confidence: 0.99472517

00:32:19.075 --> 00:32:19.575 or

NOTE Confidence: 0.95637155

00:32:22.320 --> 00:32:22.820 micrographs.

NOTE Confidence: 0.9963859

00:32:23.840 --> 00:32:25.380 I do think there's enormous
NOTE Confidence: 0.9963859

00:32:25.520 --> 00:32:26.020 potential

NOTE Confidence: 0.9810232

00:32:26.720 --> 00:32:28.640 to understand what's going on
NOTE Confidence: 0.9810232

00:32:28.640 --> 00:32:30.240 with our cancers and our
NOTE Confidence: 0.9810232

00:32:30.240 --> 00:32:30.740 treatment,

NOTE Confidence: 0.99776375

00:32:31.679 --> 00:32:33.120 so that we can much
NOTE Confidence: 0.99776375

00:32:33.120 --> 00:32:35.040 more accurately assess things. And
NOTE Confidence: 0.99776375

00:32:35.040 --> 00:32:36.515 so just to close,

NOTE Confidence: 0.9845078

00:32:37.055 --> 00:32:38.675 again, coming back to the
NOTE Confidence: 0.9845078

00:32:38.815 --> 00:32:40.415 the horrors of what is
NOTE Confidence: 0.9845078

00:32:40.415 --> 00:32:41.155 an esophagectomy,
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NOTE Confidence: 0.998901

00:32:43.215 --> 00:32:44.255 1 I just think it's
NOTE Confidence: 0.998901

00:32:44.255 --> 00:32:46.115 a different era. I think
NOTE Confidence: 0.9974014

00:32:46.495 --> 00:32:46.995 esophagectomies
NOTE Confidence: 0.9997845

00:32:47.455 --> 00:32:48.655 can be done safely. 1
NOTE Confidence: 0.9997845

00:32:48.655 --> 00:32:50.175 think people can return to
NOTE Confidence: 0.9997845

00:32:50.175 --> 00:32:51.475 their quality of life
NOTE Confidence: 0.95426214

00:32:51.799 --> 00:32:53.740 as, as an expectation.
NOTE Confidence: 0.98304546

00:32:55.000 --> 00:32:56.280 But I do think this
NOTE Confidence: 0.98304546

00:32:56.280 --> 00:32:57.480 is a Henry Ford quote.
NOTE Confidence: 0.98304546

00:32:57.480 --> 00:32:58.360 Whether you think it can
NOTE Confidence: 0.98304546

00:32:58.360 --> 00:32:59.320 be done or you do
NOTE Confidence: 0.98304546

00:32:59.320 --> 00:32:59.820 not,

NOTE Confidence: 0.99927366

00:33:00.360 --> 00:33:01.880 you are probably right. I
NOTE Confidence: 0.99927366

00:33:01.880 --> 00:33:02.620 think that

NOTE Confidence: 0.940244

00:33:03.904 --> 00:33:04.404 there

NOTE Confidence: 0.997559
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00:33:04.865 --> 00:33:06.144 it is not a given

NOTE Confidence: 0.997559

00:33:06.144 --> 00:33:06.625 that,

NOTE Confidence: 0.99936074

00:33:06.945 --> 00:33:08.304 that your surgery is gonna
NOTE Confidence: 0.99936074

00:33:08.304 --> 00:33:09.345 be done in a way

NOTE Confidence: 0.99936074

00:33:09.345 --> 00:33:10.784 that's gonna leave you highly
NOTE Confidence: 0.99936074

00:33:10.784 --> 00:33:11.284 functional.

NOTE Confidence: 0.9808448

00:33:12.144 --> 00:33:13.044 I think Connecticut,
NOTE Confidence: 0.9998648

00:33:13.664 --> 00:33:15.125 is blessed to have

NOTE Confidence: 0.94678783

00:33:16.799 --> 00:33:18.500 a a number of talented,
NOTE Confidence: 0.99126846

00:33:19.120 --> 00:33:21.779 teams, that perform esophageal cancer.
NOTE Confidence: 0.9665495

00:33:22.559 --> 00:33:23.760 We are a three star
NOTE Confidence: 0.9665495

00:33:23.760 --> 00:33:24.880 program for the Society of
NOTE Confidence: 0.9665495

00:33:24.880 --> 00:33:26.080 Thoracic Surgeons, but I can
NOTE Confidence: 0.9665495

00:33:26.080 --> 00:33:27.220 tell you we've trained,
NOTE Confidence: 0.97539717

00:33:27.840 --> 00:33:28.720 a lot of people in

NOTE Confidence: 0.97539717

00:33:28.720 --> 00:33:29.679 the state, and we are
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NOTE Confidence: 0.97539717

00:33:29.679 --> 00:33:30.240 not the only,

NOTE Confidence: 0.9950011

00:33:30.945 --> 00:33:31.985 we're not the only group
NOTE Confidence: 0.9950011

00:33:31.985 --> 00:33:33.605 that does this, well.

NOTE Confidence: 0.98304176

00:33:34.065 --> 00:33:34.565 So

NOTE Confidence: 0.97702026

00:33:35.024 --> 00:33:35.684 thank you,

NOTE Confidence: 0.9999101

00:33:36.065 --> 00:33:36.804 very much.

NOTE Confidence: 0.9466847

00:33:39.105 --> 00:33:40.884 Thanks very much, doctor Buffet,
NOTE Confidence: 0.9928713

00:33:41.264 --> 00:33:43.264 for reinforcing the importance of
NOTE Confidence: 0.9928713

00:33:43.264 --> 00:33:44.625 surgery in in this very

NOTE Confidence: 0.9928713

00:33:44.625 --> 00:33:46.590 difficult to treat, tumor type.
NOTE Confidence: 0.9685074

00:33:49.470 --> 00:33:51.230 No questions? Okay. Next, we
NOTE Confidence: 0.9685074

00:33:51.230 --> 00:33:52.429 move on to doctor Du.

NOTE Confidence: 0.9685074

00:33:52.429 --> 00:33:53.470 He's gonna talk to us

NOTE Confidence: 0.9685074

00:33:53.470 --> 00:33:55.090 about the advances in radiation
NOTE Confidence: 0.9685074

00:33:55.150 --> 00:33:55.650 oncology.

NOTE Confidence: 0.94694513
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00:33:59.245 --> 00:34:00.625 Okay. Hello, everyone.
NOTE Confidence: 0.9922366

00:34:01.405 --> 00:34:03.405 I'm just going to share
NOTE Confidence: 0.9922366

00:34:03.405 --> 00:34:04.705 my slides here.

NOTE Confidence: 0.97506094

00:34:05.965 --> 00:34:06.465 And,

NOTE Confidence: 0.98332995

00:34:07.085 --> 00:34:08.385 are you seeing my presentation
NOTE Confidence: 0.98332995

00:34:08.605 --> 00:34:09.105 page?

NOTE Confidence: 0.85860324

00:34:10.285 --> 00:34:11.244 1 think you need to
NOTE Confidence: 0.85860324

00:34:11.244 --> 00:34:12.844 swap it, Kevin. Okay. Got
NOTE Confidence: 0.85860324

00:34:12.844 --> 00:34:13.665 it. Sorry.

NOTE Confidence: 0.88501173

00:34:26.010 --> 00:34:26.325 Let's,

NOTE Confidence: 0.9955907

00:34:34.484 --> 00:34:35.385 There you go.

NOTE Confidence: 0.9964014

00:34:36.005 --> 00:34:36.505 Okay.

NOTE Confidence: 0.98043716

00:34:37.204 --> 00:34:38.405 So my name is Kevin
NOTE Confidence: 0.98043716

00:34:38.405 --> 00:34:39.945 Du, and, I'm

NOTE Confidence: 0.99901706

00:34:40.310 --> 00:34:41.050 one of the

NOTE Confidence: 0.8267833

00:34:41.350 --> 00:34:42.410 radiation oncologists
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NOTE Confidence: 0.90305704

00:34:42.790 --> 00:34:44.650 in the department of therapeutic
NOTE Confidence: 0.90305704

00:34:44.710 --> 00:34:45.210 radiology,

NOTE Confidence: 0.96339506

00:34:46.150 --> 00:34:47.750 here at Yale and, also

NOTE Confidence: 0.96339506

00:34:47.750 --> 00:34:49.350 medical director of the Trumbull
NOTE Confidence: 0.96339506

00:34:49.350 --> 00:34:50.869 Radiation Oncology Center at the
NOTE Confidence: 0.96339506

00:34:50.869 --> 00:34:51.690 Park Avenue,

NOTE Confidence: 0.94953036

00:34:51.989 --> 00:34:52.890 Medical Center.

NOTE Confidence: 0.99657947

00:34:53.590 --> 00:34:54.090 So

NOTE Confidence: 0.9707493

00:34:54.675 --> 00:34:56.355 it's really nice to, spend

NOTE Confidence: 0.9707493

00:34:56.355 --> 00:34:57.555 some time here talking with
NOTE Confidence: 0.9707493

00:34:57.555 --> 00:34:58.275 you about,

NOTE Confidence: 0.9648293

00:34:59.075 --> 00:35:01.415 radiation treatment for esophageal cancer.
NOTE Confidence: 0.91182536

00:35:02.114 --> 00:35:04.035 And, for unfortunately, I have
NOTE Confidence: 0.91182536

00:35:04.035 --> 00:35:04.775 no disclosures.

NOTE Confidence: 0.99150413

00:35:05.875 --> 00:35:06.375 The

NOTE Confidence: 0.7734925
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00:35:07.290 --> 00:35:09.050 modern radiation therapy, I just
NOTE Confidence: 0.8473615

00:35:09.530 --> 00:35:10.350 a word,

NOTE Confidence: 0.9826924

00:35:10.730 --> 00:35:11.690 to give you my thoughts

NOTE Confidence: 0.9826924

00:35:11.690 --> 00:35:13.130 is really, I think, you

NOTE Confidence: 0.9826924

00:35:13.130 --> 00:35:14.650 know, all about trying to

NOTE Confidence: 0.9826924

00:35:14.650 --> 00:35:15.150 use

NOTE Confidence: 0.83936524

00:35:15.610 --> 00:35:16.830 radiation biology,

NOTE Confidence: 0.91227627

00:35:17.530 --> 00:35:19.469 advances in physics and computing
NOTE Confidence: 0.91227627

00:35:19.610 --> 00:35:20.110 technology

NOTE Confidence: 0.99875855

00:35:20.755 --> 00:35:21.494 to really

NOTE Confidence: 0.96470207

00:35:22.355 --> 00:35:24.994 improve our therapeutic index. And,
NOTE Confidence: 0.96470207

00:35:25.155 --> 00:35:26.195 there's been a lot of

NOTE Confidence: 0.96470207

00:35:26.195 --> 00:35:28.215 really incredible advances in radiation
NOTE Confidence: 0.9804943

00:35:28.675 --> 00:35:30.375 in the past twenty years.

NOTE Confidence: 0.9365997

00:35:31.155 --> 00:35:33.075 And, really, ultimately, you know,
NOTE Confidence: 0.9365997

00:35:33.075 --> 00:35:34.650 the the kind of the
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NOTE Confidence: 0.9365997

00:35:34.650 --> 00:35:35.930 the holy grail for for

NOTE Confidence: 0.9365997

00:35:35.930 --> 00:35:37.130 radiation is really how can
NOTE Confidence: 0.9365997

00:35:37.130 --> 00:35:38.589 we improve functional
NOTE Confidence: 0.9343601

00:35:39.210 --> 00:35:40.829 preservation, organ preservation,
NOTE Confidence: 0.8788292

00:35:41.690 --> 00:35:43.950 and how can we improve
NOTE Confidence: 0.955563

00:35:44.489 --> 00:35:46.570 pathologic complete response and cure
NOTE Confidence: 0.955563

00:35:46.570 --> 00:35:48.030 more patients with radiation.
NOTE Confidence: 0.9700335

00:35:48.895 --> 00:35:49.215 And,

NOTE Confidence: 0.9820822

00:35:49.695 --> 00:35:51.375 so for esophageal cancer, this
NOTE Confidence: 0.9820822

00:35:51.375 --> 00:35:52.995 has actually been looked at
NOTE Confidence: 0.9293524

00:35:53.375 --> 00:35:55.055 really quite a bit in,

NOTE Confidence: 0.9293524

00:35:55.455 --> 00:35:57.215 in in the past, forty

NOTE Confidence: 0.9293524

00:35:57.215 --> 00:35:58.195 years or so.

NOTE Confidence: 0.89959097

00:35:58.495 --> 00:36:00.415 And, just to kind of,

NOTE Confidence: 0.89959097

00:36:00.575 --> 00:36:01.075 give

NOTE Confidence: 0.82076246
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00:36:01.535 --> 00:36:03.955 a basic overview, everyone, I
NOTE Confidence: 0.97801113

00:36:04.460 --> 00:36:05.739 I I think, may may

NOTE Confidence: 0.97801113

00:36:05.739 --> 00:36:07.359 be familiar with this, but
NOTE Confidence: 0.97801113

00:36:07.420 --> 00:36:08.700 we have two different types
NOTE Confidence: 0.97801113

00:36:08.700 --> 00:36:10.779 of esophageal cancers. And and,
NOTE Confidence: 0.97801113

00:36:10.779 --> 00:36:12.140 really, in the modern era
NOTE Confidence: 0.97801113

00:36:12.140 --> 00:36:13.900 of esophageal cancer treatment, we
NOTE Confidence: 0.97801113

00:36:13.900 --> 00:36:15.660 approach each one differently in
NOTE Confidence: 0.97801113

00:36:15.660 --> 00:36:16.700 terms of how we think

NOTE Confidence: 0.97801113

00:36:16.700 --> 00:36:18.239 about radiation. So,

NOTE Confidence: 0.99466515

00:36:18.894 --> 00:36:20.994 squamous cell cancers and adenocarcinomas
NOTE Confidence: 0.98722965

00:36:21.694 --> 00:36:22.914 being the two histologies.
NOTE Confidence: 0.94850653

00:36:23.614 --> 00:36:24.894 And then we also think

NOTE Confidence: 0.94850653

00:36:24.894 --> 00:36:26.355 when we think about considerations
NOTE Confidence: 0.94850653

00:36:26.575 --> 00:36:27.234 of radiation,

NOTE Confidence: 0.9759303

00:36:27.775 --> 00:36:28.734 what the look where the
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NOTE Confidence: 0.9759303

00:36:28.734 --> 00:36:30.335 location of the cancer is.
NOTE Confidence: 0.9759303

00:36:30.335 --> 00:36:31.375 Is it in the upper

NOTE Confidence: 0.9759303

00:36:31.375 --> 00:36:32.434 cervical esophagus,

NOTE Confidence: 0.99494123

00:36:32.790 --> 00:36:34.710 the middle thoracic, or lower
NOTE Confidence: 0.99494123

00:36:34.710 --> 00:36:35.210 thoracic

NOTE Confidence: 0.6918688

00:36:36.469 --> 00:36:36.969 locations,

NOTE Confidence: 0.99430895

00:36:37.670 --> 00:36:39.610 and how that might affect
NOTE Confidence: 0.885874

00:36:40.630 --> 00:36:42.090 radiation decision making?
NOTE Confidence: 0.97016466

00:36:43.350 --> 00:36:45.030 And, over the years, you
NOTE Confidence: 0.97016466

00:36:45.030 --> 00:36:46.404 know, we've used a lot
NOTE Confidence: 0.97016466

00:36:46.404 --> 00:36:48.565 of different regimens. But as,
NOTE Confidence: 0.97016466

00:36:48.805 --> 00:36:51.065 this panel shows, we've really
NOTE Confidence: 0.9254551

00:36:51.765 --> 00:36:52.884 focused a lot in the
NOTE Confidence: 0.9254551

00:36:52.884 --> 00:36:54.424 United States and,

NOTE Confidence: 0.54207313

00:36:55.285 --> 00:36:56.025 and Europe

NOTE Confidence: 0.99338007
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00:36:56.325 --> 00:36:57.785 in terms of looking at

NOTE Confidence: 0.9804342

00:36:58.085 --> 00:36:59.384 combination of chemotherapy,
NOTE Confidence: 0.9941321

00:36:59.684 --> 00:37:00.984 radiation, and surgery.
NOTE Confidence: 0.75358367

00:37:01.710 --> 00:37:02.109 And,

NOTE Confidence: 0.9558782

00:37:02.510 --> 00:37:04.030 since the nineteen eighties, there
NOTE Confidence: 0.9558782

00:37:04.030 --> 00:37:05.790 have been many clinical trials
NOTE Confidence: 0.9558782

00:37:05.790 --> 00:37:06.770 looking at this,

NOTE Confidence: 0.9591956

00:37:07.230 --> 00:37:08.349 and this is all kind

NOTE Confidence: 0.9591956

00:37:08.349 --> 00:37:09.869 of put together in some
NOTE Confidence: 0.9591956

00:37:09.869 --> 00:37:11.550 nice meta analysis a few
NOTE Confidence: 0.9591956

00:37:11.550 --> 00:37:12.290 years ago,

NOTE Confidence: 0.9439774

00:37:13.070 --> 00:37:14.670 showing really, you know, kind
NOTE Confidence: 0.9439774

00:37:14.670 --> 00:37:15.905 of in this as we

NOTE Confidence: 0.9439774

00:37:15.905 --> 00:37:18.065 look down the this, the
NOTE Confidence: 0.9439774

00:37:18.065 --> 00:37:19.685 the unity line here that
NOTE Confidence: 0.9439774

00:37:19.825 --> 00:37:21.425 many of these trials with
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NOTE Confidence: 0.9439774

00:37:21.425 --> 00:37:21.925 chemoradiation

NOTE Confidence: 0.92038345

00:37:22.705 --> 00:37:24.405 before rate, surgery

NOTE Confidence: 0.9687857

00:37:24.864 --> 00:37:26.705 suggest a benefit, but not
NOTE Confidence: 0.9687857

00:37:26.705 --> 00:37:29.364 necessarily a statistically significant benefit.
NOTE Confidence: 0.9687857

00:37:29.619 --> 00:37:30.540 But when you combine all
NOTE Confidence: 0.9687857

00:37:30.540 --> 00:37:32.180 of them together, there is
NOTE Confidence: 0.9687857

00:37:32.180 --> 00:37:34.599 something that suggests favoring chemoradiation
NOTE Confidence: 0.9925588

00:37:35.060 --> 00:37:36.520 for esophageal cancers.

NOTE Confidence: 0.9511579

00:37:36.900 --> 00:37:38.599 And very similarly, for chemotherapy
NOTE Confidence: 0.9511579

00:37:38.820 --> 00:37:39.719 without radiation,

NOTE Confidence: 0.9277053

00:37:40.739 --> 00:37:41.219 also,

NOTE Confidence: 0.9193794

00:37:41.540 --> 00:37:43.140 crossing unity. But then when
NOTE Confidence: 0.9193794

00:37:43.140 --> 00:37:44.359 you put them all together,
NOTE Confidence: 0.7760742

00:37:45.174 --> 00:37:46.234 potentially suggesting,

NOTE Confidence: 0.9674092

00:37:46.694 --> 00:37:48.214 although just touching unity,
NOTE Confidence: 0.97795504
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00:37:48.614 --> 00:37:51.114 favoring chemotherapy. And so despite,
NOTE Confidence: 0.98826003

00:37:51.655 --> 00:37:52.694 I would say, maybe about
NOTE Confidence: 0.98826003

00:37:52.694 --> 00:37:54.214 twenty years of clinical trial
NOTE Confidence: 0.98826003

00:37:54.214 --> 00:37:54.714 work,

NOTE Confidence: 0.9342064

00:37:55.174 --> 00:37:56.555 the question still remained,
NOTE Confidence: 0.9798894

00:37:57.575 --> 00:37:59.120 really, you know, what what
NOTE Confidence: 0.9798894

00:37:59.280 --> 00:38:00.719 is it is anything better
NOTE Confidence: 0.9798894

00:38:00.719 --> 00:38:02.960 than surgery alone? And, this
NOTE Confidence: 0.9798894

00:38:02.960 --> 00:38:03.620 is where,

NOTE Confidence: 0.87326354

00:38:04.640 --> 00:38:06.739 the cross trial really,

NOTE Confidence: 0.998431

00:38:07.200 --> 00:38:07.700 changed

NOTE Confidence: 0.73964566

00:38:08.000 --> 00:38:08.900 was it was,

NOTE Confidence: 0.94054

00:38:09.280 --> 00:38:10.420 changed the paradigm,
NOTE Confidence: 0.9540043

00:38:10.800 --> 00:38:12.260 when it was published. And,
NOTE Confidence: 0.93443114

00:38:13.280 --> 00:38:15.065 and this is looking at,
NOTE Confidence: 0.93443114

00:38:15.385 --> 00:38:15.885 carboxyl
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NOTE Confidence: 0.99076957

00:38:16.424 --> 00:38:16.924 chemotherapy

NOTE Confidence: 0.9990444

00:38:17.305 --> 00:38:17.964 with radiation

NOTE Confidence: 0.9782662

00:38:18.265 --> 00:38:19.244 prior to surgery,

NOTE Confidence: 0.93591636

00:38:19.864 --> 00:38:21.144 compared to surgery alone. And
NOTE Confidence: 0.93591636

00:38:21.144 --> 00:38:22.505 there was an overall survival
NOTE Confidence: 0.93591636

00:38:22.505 --> 00:38:23.005 benefit,

NOTE Confidence: 0.81718564

00:38:23.464 --> 00:38:25.005 using new adjuvant chemoradiation
NOTE Confidence: 0.88863987

00:38:25.785 --> 00:38:27.164 compared to surgery alone.
NOTE Confidence: 0.99396664

00:38:28.025 --> 00:38:29.700 When you break out squamous
NOTE Confidence: 0.99396664

00:38:29.700 --> 00:38:31.320 cell cancers and adenocarcinomas,
NOTE Confidence: 0.9906285

00:38:32.260 --> 00:38:32.760 really,

NOTE Confidence: 0.9663272

00:38:33.060 --> 00:38:34.980 it became very clear that
NOTE Confidence: 0.9663272

00:38:34.980 --> 00:38:36.660 the survival benefit for the
NOTE Confidence: 0.9663272

00:38:36.660 --> 00:38:38.340 CROS trial is really driven
NOTE Confidence: 0.9663272

00:38:38.340 --> 00:38:40.520 by, the squamous cell cancer
NOTE Confidence: 0.9663272
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00:38:40.580 --> 00:38:42.420 subset and and not as
NOTE Confidence: 0.9663272

00:38:42.420 --> 00:38:43.640 much by the adenocarcinoma
NOTE Confidence: 0.9963119

00:38:45.094 --> 00:38:46.315 esophageal cancers.
NOTE Confidence: 0.9567976

00:38:47.335 --> 00:38:48.954 And, really interestingly,
NOTE Confidence: 0.9067021

00:38:49.654 --> 00:38:50.795 you know, carboxyl
NOTE Confidence: 0.95799625

00:38:51.575 --> 00:38:53.515 did not seem to affect,
NOTE Confidence: 0.99658513

00:38:54.055 --> 00:38:55.035 distant recurrence
NOTE Confidence: 0.9830616

00:38:55.414 --> 00:38:57.414 rates. That is, that even
NOTE Confidence: 0.9830616

00:38:57.414 --> 00:38:59.194 though this combination of chemotherapy
NOTE Confidence: 0.9684183

00:38:59.494 --> 00:38:59.994 radiation

NOTE Confidence: 0.9995074

00:39:00.375 --> 00:39:00.750 was

NOTE Confidence: 0.88127804

00:39:01.230 --> 00:39:01.730 better,

NOTE Confidence: 0.8810759

00:39:02.110 --> 00:39:04.690 at at reducing local regional
NOTE Confidence: 0.8810759

00:39:04.750 --> 00:39:05.250 recurrence,

NOTE Confidence: 0.9012535

00:39:06.270 --> 00:39:06.750 that,

NOTE Confidence: 0.97523874

00:39:07.630 --> 00:39:08.750 it it really didn't seem
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NOTE Confidence: 0.97523874

00:39:08.750 --> 00:39:10.350 to decrease the rate of

NOTE Confidence: 0.97523874

00:39:10.350 --> 00:39:12.370 distant metastatic disease. So,
NOTE Confidence: 0.93356186

00:39:12.750 --> 00:39:14.430 ultimately, the conclusion from the
NOTE Confidence: 0.93356186

00:39:14.430 --> 00:39:15.250 CROS trial,

NOTE Confidence: 0.9563751

00:39:16.164 --> 00:39:17.645 my takeaway is that it

NOTE Confidence: 0.9563751

00:39:17.765 --> 00:39:19.385 it's a really good regimen
NOTE Confidence: 0.9563751

00:39:19.684 --> 00:39:21.545 probably for squamous cell cancers,
NOTE Confidence: 0.9989249

00:39:22.325 --> 00:39:23.924 but we probably can do
NOTE Confidence: 0.9989249

00:39:23.924 --> 00:39:25.305 better for adenocarcinomas.
NOTE Confidence: 0.9750802

00:39:27.605 --> 00:39:28.105 And

NOTE Confidence: 0.99273163

00:39:28.969 --> 00:39:29.930 there's been a lot of

NOTE Confidence: 0.99273163

00:39:29.930 --> 00:39:31.930 trials since then reported about
NOTE Confidence: 0.99273163

00:39:31.930 --> 00:39:32.910 effective chemotherapy

NOTE Confidence: 0.98968965

00:39:33.210 --> 00:39:33.950 for adenocarcinomas.

NOTE Confidence: 0.95302373

00:39:34.650 --> 00:39:36.829 And, looking at more

NOTE Confidence: 0.8715957
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00:39:37.289 --> 00:39:37.789 aggressive

NOTE Confidence: 0.9989544

00:39:38.650 --> 00:39:39.150 chemotherapies,

NOTE Confidence: 0.9139224

00:39:40.890 --> 00:39:43.069 it does seem that chemotherapy
NOTE Confidence: 0.98036945

00:39:44.385 --> 00:39:45.825 may be equivalent or better
NOTE Confidence: 0.98036945

00:39:45.825 --> 00:39:46.565 than chemoradiation

NOTE Confidence: 0.9961568

00:39:47.025 --> 00:39:48.145 in the setting of surgical
NOTE Confidence: 0.9961568

00:39:48.145 --> 00:39:49.364 resections for adenocarcinomas.
NOTE Confidence: 0.9782527

00:39:49.825 --> 00:39:50.625 And I'm just going to

NOTE Confidence: 0.9782527

00:39:50.625 --> 00:39:51.745 focus on one of those

NOTE Confidence: 0.9782527

00:39:51.745 --> 00:39:53.505 trials, the ISOPEC trial, which
NOTE Confidence: 0.9782527

00:39:53.505 --> 00:39:54.325 made a big

NOTE Confidence: 0.93456566

00:39:55.105 --> 00:39:56.705 splash this year, very high
NOTE Confidence: 0.93456566

00:39:56.705 --> 00:39:58.860 impact, high profile publication.
NOTE Confidence: 0.9068372

00:39:59.800 --> 00:40:00.840 And, this,

NOTE Confidence: 0.9576851

00:40:01.400 --> 00:40:03.900 was run looking at randomizing
NOTE Confidence: 0.77799994

00:40:05.239 --> 00:40:05.739 perioperative
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NOTE Confidence: 0.81196034

00:40:06.200 --> 00:40:07.100 FLOT chemotherapy,
NOTE Confidence: 0.92056715

00:40:08.200 --> 00:40:09.719 compared to the cross regimen
NOTE Confidence: 0.92056715

00:40:09.719 --> 00:40:10.605 of carboxyl

NOTE Confidence: 0.95658016

00:40:10.985 --> 00:40:12.045 and and radiation,

NOTE Confidence: 0.99887335

00:40:12.745 --> 00:40:13.565 for adenocarcinomas.
NOTE Confidence: 0.9617509

00:40:14.745 --> 00:40:17.065 And, it showed that the
NOTE Confidence: 0.9617509

00:40:17.065 --> 00:40:18.205 survival was improved
NOTE Confidence: 0.78997606

00:40:18.505 --> 00:40:18.905 with,

NOTE Confidence: 0.9902141

00:40:19.625 --> 00:40:20.125 perioperative

NOTE Confidence: 0.9996723

00:40:20.425 --> 00:40:20.925 chemotherapy

NOTE Confidence: 0.78782034

00:40:21.225 --> 00:40:21.725 flot,

NOTE Confidence: 0.95808756

00:40:22.185 --> 00:40:23.965 compared to the CROS regimen,
NOTE Confidence: 0.8909981

00:40:25.310 --> 00:40:27.230 with a really impressive five
NOTE Confidence: 0.8909981

00:40:27.230 --> 00:40:28.770 year overall survival rates.
NOTE Confidence: 0.97282887

00:40:29.070 --> 00:40:29.390 And,

NOTE Confidence: 0.92552495
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00:40:29.870 --> 00:40:30.370 even,

NOTE Confidence: 0.9898635

00:40:30.910 --> 00:40:31.730 in adenocarcinomas,

NOTE Confidence: 0.8897419

00:40:33.150 --> 00:40:36.050 with, aggressive chemotherapy, FLOT regimen,
NOTE Confidence: 0.9797493

00:40:36.510 --> 00:40:38.830 an improved pathologic complete response
NOTE Confidence: 0.9797493

00:40:38.830 --> 00:40:40.215 rate compared to the CROS
NOTE Confidence: 0.9797493

00:40:40.295 --> 00:40:40.795 regimen.

NOTE Confidence: 0.9764259

00:40:41.495 --> 00:40:42.395 And so

NOTE Confidence: 0.9540929

00:40:42.695 --> 00:40:44.295 the ISOPEG trial really showed
NOTE Confidence: 0.9540929

00:40:44.295 --> 00:40:45.975 us, I think, that FLOT

NOTE Confidence: 0.9