WEBVTT

NOTE duration: 701:06:12.080”

NOTE Confidence: 0.95674324

00:00:00.160 --> 00:00:02.159 Hello. My name is, Michael
NOTE Confidence: 0.95674324

00:00:02.159 --> 00:00:03.840 Giacchini. I'm an associate professor
NOTE Confidence: 0.95674324

00:00:03.840 --> 00:00:05.440 of medicine at the Yale
NOTE Confidence: 0.95674324

00:00:05.440 --> 00:00:06.339 School of Medicine.

NOTE Confidence: 0.9472618

00:00:06.799 --> 00:00:08.080 I'm a medical oncologist in
NOTE Confidence: 0.9472618

00:00:08.080 --> 00:00:09.380 the Yale Cancer Center.
NOTE Confidence: 0.9622189

00:00:09.760 --> 00:00:10.960 I'm co director of the

NOTE Confidence: 0.9622189

00:00:10.960 --> 00:00:12.960 colorectal cancer program and co
NOTE Confidence: 0.9622189

00:00:12.960 --> 00:00:14.099 director of the GI

NOTE Confidence: 0.9744723

00:00:14.465 --> 00:00:15.905 clinical research team here at
NOTE Confidence: 0.9744723

00:00:15.905 --> 00:00:16.405 Yale.

NOTE Confidence: 0.9617964

00:00:17.905 --> 00:00:18.945 I'm here with my colleague,
NOTE Confidence: 0.9617964

00:00:18.945 --> 00:00:19.765 doctor Pantel,

NOTE Confidence: 0.9987041

00:00:20.065 --> 00:00:21.345 one of our colorectal surgeons.
NOTE Confidence: 0.9987041



00:00:21.345 --> 00:00:22.805 I'll let him introduce himself.
NOTE Confidence: 0.9550895

00:00:23.825 --> 00:00:25.185 Thank you, Mike. My name
NOTE Confidence: 0.9550895

00:00:25.185 --> 00:00:26.704 is Hadden Pantel. I'm a
NOTE Confidence: 0.9550895

00:00:26.704 --> 00:00:28.625 colorectal surgeon also here at
NOTE Confidence: 0.9550895

00:00:28.625 --> 00:00:29.125 Yale.

NOTE Confidence: 0.98650074

00:00:29.720 --> 00:00:31.080 And, I just wanna thank
NOTE Confidence: 0.98650074

00:00:31.080 --> 00:00:32.520 everyone for taking time this
NOTE Confidence: 0.98650074

00:00:32.520 --> 00:00:33.320 evening to,

NOTE Confidence: 0.95295626

00:00:33.720 --> 00:00:35.879 hopefully learn some helpful things
NOTE Confidence: 0.95295626

00:00:35.879 --> 00:00:37.640 about, colon cancer and rectal
NOTE Confidence: 0.95295626

00:00:37.640 --> 00:00:38.140 cancer.

NOTE Confidence: 0.9903629

00:00:39.320 --> 00:00:40.760 So we'll be doing the

NOTE Confidence: 0.9903629

00:00:40.760 --> 00:00:41.260 Yale,

NOTE Confidence: 0.98922235

00:00:41.720 --> 00:00:43.399 CME for colorectal cancer for
NOTE Confidence: 0.98922235

00:00:43.399 --> 00:00:44.920 twenty twenty four, twenty twenty
NOTE Confidence: 0.98922235

00:00:44.920 --> 00:00:45.420 five.



NOTE Confidence: 0.9752822

00:00:46.415 --> 00:00:47.375 Originally, this is gonna be
NOTE Confidence: 0.9752822

00:00:47.375 --> 00:00:48.895 a three part session with
NOTE Confidence: 0.9752822

00:00:48.895 --> 00:00:50.735 myself, doctor Jacqueline Gaddy, and
NOTE Confidence: 0.9752822

00:00:50.735 --> 00:00:51.775 doctor Pantel, but this will
NOTE Confidence: 0.9752822

00:00:51.775 --> 00:00:53.055 be just doctor just the

NOTE Confidence: 0.9752822

00:00:53.055 --> 00:00:53.795 two of us,

NOTE Confidence: 0.93780893

00:00:54.175 --> 00:00:56.175 doctor Pantel and myself, this
NOTE Confidence: 0.93780893

00:00:56.175 --> 00:00:56.675 evening.

NOTE Confidence: 0.99226224

00:00:57.135 --> 00:00:57.935 We're gonna start with,
NOTE Confidence: 0.9490943

00:00:59.695 --> 00:01:00.435 my presentation.

NOTE Confidence: 0.8831415

00:01:01.290 --> 00:01:02.969 Doctor Pantel will moderate some
NOTE Confidence: 0.8831415

00:01:02.969 --> 00:01:03.469 questions,

NOTE Confidence: 0.98745507

00:01:03.850 --> 00:01:05.290 and then, the role will

NOTE Confidence: 0.98745507

00:01:05.290 --> 00:01:06.650 reverse. He'll present, and I'll
NOTE Confidence: 0.98745507

00:01:06.650 --> 00:01:07.930 I'll moderate some questions for
NOTE Confidence: 0.98745507



00:01:07.930 --> 00:01:08.430 him.

NOTE Confidence: 0.96690816

00:01:09.450 --> 00:01:11.050 We're we'll have, no more
NOTE Confidence: 0.96690816

00:01:11.050 --> 00:01:12.490 than a max of, an

NOTE Confidence: 0.96690816

00:01:12.490 --> 00:01:13.310 hour presentation,

NOTE Confidence: 0.9954664

00:01:13.610 --> 00:01:14.270 which will

NOTE Confidence: 0.96422625

00:01:14.615 --> 00:01:15.895 therefore give plenty of time
NOTE Confidence: 0.96422625

00:01:15.895 --> 00:01:17.415 for questions. This session will
NOTE Confidence: 0.96422625

00:01:17.415 --> 00:01:18.615 certainly not go any longer
NOTE Confidence: 0.96422625

00:01:18.615 --> 00:01:19.655 than one and a half

NOTE Confidence: 0.96422625

00:01:19.655 --> 00:01:21.494 hours. We'll we'll; frankly, probably
NOTE Confidence: 0.96422625

00:01:21.494 --> 00:01:22.854 be more along the hour
NOTE Confidence: 0.96422625

00:01:22.854 --> 00:01:23.354 mark.

NOTE Confidence: 0.97283745

00:01:23.975 --> 00:01:25.334 Please put your questions into
NOTE Confidence: 0.97283745

00:01:25.334 --> 00:01:27.255 the chat. Some questions may
NOTE Confidence: 0.97283745

00:01:27.255 --> 00:01:29.530 be answered directly by, response
NOTE Confidence: 0.97283745

00:01:29.530 --> 00:01:30.330 in the chat, but we'll



NOTE Confidence: 0.97283745

00:01:30.330 --> 00:01:30.970 try and,

NOTE Confidence: 0.9891103

00:01:31.290 --> 00:01:32.730 field the questions, to the
NOTE Confidence: 0.9891103

00:01:32.730 --> 00:01:33.230 presenter.

NOTE Confidence: 0.9734688

00:01:34.010 --> 00:01:35.290 If the question seems pertinent
NOTE Confidence: 0.9734688

00:01:35.290 --> 00:01:36.430 at the time of presentation,
NOTE Confidence: 0.9734688

00:01:36.490 --> 00:01:37.690 you may see doctor Pantel
NOTE Confidence: 0.9734688

00:01:37.690 --> 00:01:39.050 and myself interrupt each other
NOTE Confidence: 0.9734688

00:01:39.050 --> 00:01:40.490 to answer the relevant question
NOTE Confidence: 0.9734688

00:01:40.490 --> 00:01:41.895 at that time. Otherwise, we'll
NOTE Confidence: 0.9734688

00:01:41.895 --> 00:01:42.935 probably save some of these
NOTE Confidence: 0.9734688

00:01:42.935 --> 00:01:43.815 questions for the end of
NOTE Confidence: 0.9734688

00:01:43.815 --> 00:01:44.395 the presentation.

NOTE Confidence: 0.9757858

00:01:45.575 --> 00:01:46.075 So

NOTE Confidence: 0.99750495

00:01:46.535 --> 00:01:47.575 thank you so much. Let
NOTE Confidence: 0.99750495

00:01:47.575 --> 00:01:48.935 me get my presentation up
NOTE Confidence: 0.99750495



00:01:48.935 --> 00:01:49.675 right here.

NOTE Confidence: 0.9887797

00:01:53.910 --> 00:01:55.210 Alright. So,

NOTE Confidence: 0.97566587

00:01:56.230 --> 00:01:58.390 again, this is, our twenty
NOTE Confidence: 0.97566587

00:01:58.390 --> 00:01:59.750 twenty four, twenty twenty five
NOTE Confidence: 0.97566587

00:01:59.750 --> 00:02:01.670 ELCME for colorectal cancer, and
NOTE Confidence: 0.97566587

00:02:01.670 --> 00:02:02.550 thank you so much for
NOTE Confidence: 0.97566587

00:02:02.550 --> 00:02:03.690 joining us this evening.
NOTE Confidence: 0.95767105

00:02:04.790 --> 00:02:05.850 Here are my disclosures,
NOTE Confidence: 0.9271646

00:02:07.515 --> 00:02:08.635 and here's an outline for
NOTE Confidence: 0.9271646

00:02:08.635 --> 00:02:09.595 what I'm gonna talk about
NOTE Confidence: 0.9271646

00:02:09.595 --> 00:02:10.875 today. So We're still we're
NOTE Confidence: 0.9271646

00:02:10.875 --> 00:02:12.235 still really gonna Can you
NOTE Confidence: 0.9271646

00:02:12.235 --> 00:02:13.195 guys can I think your
NOTE Confidence: 0.9271646

00:02:13.195 --> 00:02:14.315 slides are gonna be pulled
NOTE Confidence: 0.9271646

00:02:14.315 --> 00:02:14.815 up?

NOTE Confidence: 0.9592783

00:02:15.595 --> 00:02:16.715 Oh, I'm sorry. I'm not



NOTE Confidence: 0.9592783

00:02:16.715 --> 00:02:17.775 sharing, am 1?7

NOTE Confidence: 0.9944915

00:02:19.769 --> 00:02:20.829 Good call there,

NOTE Confidence: 0.92043394

00:02:23.609 --> 00:02:24.109 Ed.

NOTE Confidence: 0.937106

00:02:35.425 --> 00:02:37.044 That better? That looks perfect.
NOTE Confidence: 0.56752247

00:02:37.745 --> 00:02:39.264 That's actually a spec up
NOTE Confidence: 0.56752247

00:02:39.264 --> 00:02:39.764 there.

NOTE Confidence: 0.8648866

00:02:40.544 --> 00:02:41.264 Wouldn't be,

NOTE Confidence: 0.9493663

00:02:41.825 --> 00:02:43.745 wouldn't be, a presentation without
NOTE Confidence: 0.9493663

00:02:43.745 --> 00:02:45.510 a few technical difficulties, and,
NOTE Confidence: 0.9803132

00:02:46.150 --> 00:02:47.530 I'm not the chief technology
NOTE Confidence: 0.9803132

00:02:47.590 --> 00:02:48.730 officer here or anything.
NOTE Confidence: 0.9898605

00:02:49.030 --> 00:02:49.510 So,

NOTE Confidence: 0.88817227

00:02:50.389 --> 00:02:51.989 so this is, the twenty

NOTE Confidence: 0.88817227

00:02:51.989 --> 00:02:53.510 twenty four twenty twenty four
NOTE Confidence: 0.88817227

00:02:53.510 --> 00:02:55.030 twenty twenty five Yale CME
NOTE Confidence: 0.88817227



00:02:55.030 --> 00:02:57.129 for colorectal cancer. My disclosures
NOTE Confidence: 0.88817227

00:02:57.349 --> 00:02:57.849 again.

NOTE Confidence: 0.99724394

00:03:00.125 --> 00:03:01.165 And here's an outline for
NOTE Confidence: 0.99724394

00:03:01.165 --> 00:03:02.364 what I'm gonna discuss this
NOTE Confidence: 0.99724394

00:03:02.364 --> 00:03:02.864 evening.

NOTE Confidence: 0.98960114

00:03:03.565 --> 00:03:04.864 I'm gonna talk about,

NOTE Confidence: 0.97839147

00:03:05.485 --> 00:03:07.245 biomarker updates from the the
NOTE Confidence: 0.97839147

00:03:07.245 --> 00:03:08.845 past year. I'm gonna talk
NOTE Confidence: 0.97839147

00:03:08.845 --> 00:03:09.345 about,

NOTE Confidence: 0.91507846

00:03:11.004 --> 00:03:12.485 BRAFV six hundred e, obviously,
NOTE Confidence: 0.91507846

00:03:12.485 --> 00:03:14.044 a very important biomarker for
NOTE Confidence: 0.91507846

00:03:14.044 --> 00:03:15.060 our disease and some

NOTE Confidence: 0.92273206

00:03:15.540 --> 00:03:18.020 treatment. KRAS and HER2, we've
NOTE Confidence: 0.92273206

00:03:18.020 --> 00:03:19.139 got some updates there as
NOTE Confidence: 0.92273206

00:03:19.139 --> 00:03:20.580 well, some approvals in the
NOTE Confidence: 0.92273206

00:03:20.580 --> 00:03:21.700 last year with, you know,



NOTE Confidence: 0.92273206

00:03:21.700 --> 00:03:22.020 these,

NOTE Confidence: 0.99931526

00:03:22.660 --> 00:03:23.160 biomarkers.

NOTE Confidence: 0.9814875

00:03:23.860 --> 00:03:25.700 We'll talk about mismatch repair
NOTE Confidence: 0.9814875

00:03:25.700 --> 00:03:26.200 deficient,

NOTE Confidence: 0.9527125

00:03:26.500 --> 00:03:28.739 microsatellite instability, high disease. It's
NOTE Confidence: 0.9527125

00:03:28.739 --> 00:03:30.514 always a very important topic,
NOTE Confidence: 0.9527125

00:03:30.514 --> 00:03:31.394 and we have some very
NOTE Confidence: 0.9527125

00:03:31.394 --> 00:03:32.435 recent updates that I think
NOTE Confidence: 0.9527125

00:03:32.435 --> 00:03:33.415 are important.

NOTE Confidence: 0.9619902

00:03:33.794 --> 00:03:35.334 We have updates in ctDNA
NOTE Confidence: 0.9363827

00:03:35.955 --> 00:03:37.075 with the five year follow-up
NOTE Confidence: 0.9363827

00:03:37.075 --> 00:03:38.515 from the DYNAMIC study. We
NOTE Confidence: 0.9363827

00:03:38.515 --> 00:03:39.955 have the Altair results that
NOTE Confidence: 0.9363827

00:03:39.955 --> 00:03:40.834 tell us a little bit

NOTE Confidence: 0.9363827

00:03:40.834 --> 00:03:41.795 about what we can and
NOTE Confidence: 0.9363827



00:03:41.795 --> 00:03:43.790 can't do, perhaps with persistently
NOTE Confidence: 0.9363827

00:03:43.930 --> 00:03:45.770 positive circulating tumor DNA. We
NOTE Confidence: 0.9363827

00:03:45.770 --> 00:03:46.890 have a recent approval for
NOTE Confidence: 0.9363827

00:03:46.890 --> 00:03:48.350 anal cancer with retinphemimab
NOTE Confidence: 0.98246926

00:03:49.050 --> 00:03:50.350 that that we'll be discussing
NOTE Confidence: 0.98246926

00:03:50.410 --> 00:03:50.990 as well.

NOTE Confidence: 0.8499315

00:03:51.770 --> 00:03:52.970 Excuse me, not approval. We
NOTE Confidence: 0.8499315

00:03:52.970 --> 00:03:54.250 have a recent guideline change
NOTE Confidence: 0.8499315

00:03:54.250 --> 00:03:54.990 with retinphemimab.

NOTE Confidence: 0.9953017

00:03:56.925 --> 00:03:57.965 So how do we apply

NOTE Confidence: 0.9953017

00:03:57.965 --> 00:03:59.644 the biomarkers in twenty twenty
NOTE Confidence: 0.9953017

00:03:59.644 --> 00:04:00.765 five for,

NOTE Confidence: 0.9699589

00:04:01.325 --> 00:04:02.545 colorectal cancer?

NOTE Confidence: 0.9427709

00:04:03.084 --> 00:04:04.605 These are the biomarkers really
NOTE Confidence: 0.9427709

00:04:04.605 --> 00:04:05.965 that as as I see

NOTE Confidence: 0.9427709

00:04:05.965 --> 00:04:06.845 them at this point in

10



NOTE Confidence: 0.9427709

00:04:06.845 --> 00:04:08.224 time. We have KRAS,
NOTE Confidence: 0.94703734

00:04:09.790 --> 00:04:10.590 which is a sort of

NOTE Confidence: 0.94703734

00:04:10.590 --> 00:04:12.110 a negative biomarker for most
NOTE Confidence: 0.94703734

00:04:12.110 --> 00:04:13.150 patients in the first line
NOTE Confidence: 0.94703734

00:04:13.150 --> 00:04:14.830 setting. What we can't use,
NOTE Confidence: 0.94703734

00:04:14.830 --> 00:04:15.950 we can't use drugs like
NOTE Confidence: 0.94703734

00:04:15.950 --> 00:04:16.450 panetumumab

NOTE Confidence: 0.8065982

00:04:16.750 --> 00:04:17.330 and stuximab.

NOTE Confidence: 0.97089493

00:04:17.870 --> 00:04:19.070 We have KRAS g twelve
NOTE Confidence: 0.97089493

00:04:19.070 --> 00:04:20.450 ¢, our one actionable
NOTE Confidence: 0.997968

00:04:20.830 --> 00:04:22.430 KRAS mutation that we can
NOTE Confidence: 0.997968

00:04:22.430 --> 00:04:23.325 target with drugs.

NOTE Confidence: 0.95737785

00:04:24.125 --> 00:04:25.325 I'll come back to BRAF
NOTE Confidence: 0.95737785

00:04:25.325 --> 00:04:26.685 in a second. We have
NOTE Confidence: 0.95737785

00:04:26.685 --> 00:04:28.205 some rare fusions. Of course,
NOTE Confidence: 0.95737785
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00:04:28.205 --> 00:04:29.165 we have TMB high, which
NOTE Confidence: 0.95737785

00:04:29.165 --> 00:04:30.845 is relatively rare, but microsatellite
NOTE Confidence: 0.95737785

00:04:30.845 --> 00:04:32.205 instability high, and we have
NOTE Confidence: 0.95737785

00:04:32.205 --> 00:04:33.965 HER2 amplified, maybe four percent
NOTE Confidence: 0.95737785

00:04:33.965 --> 00:04:35.325 of these patients, four percent,
NOTE Confidence: 0.95737785

00:04:35.325 --> 00:04:36.865 five percent each of these.
NOTE Confidence: 0.9808517

00:04:38.125 --> 00:04:39.900 So, again, we've we've done
NOTE Confidence: 0.9808517

00:04:39.900 --> 00:04:40.779 a good job, I think,

NOTE Confidence: 0.9808517

00:04:40.779 --> 00:04:42.140 over the last several decades
NOTE Confidence: 0.9808517

00:04:42.140 --> 00:04:43.420 of carving up this type

NOTE Confidence: 0.9808517

00:04:43.420 --> 00:04:44.940 of cancer into different molecular
NOTE Confidence: 0.9808517

00:04:44.940 --> 00:04:45.440 subtypes,

NOTE Confidence: 0.96786857

00:04:45.900 --> 00:04:46.700 but there's a lot of

NOTE Confidence: 0.96786857

00:04:46.700 --> 00:04:47.580 work to do in this

NOTE Confidence: 0.96786857

00:04:47.580 --> 00:04:49.100 maroon color, which has no
NOTE Confidence: 0.96786857

00:04:49.100 --> 00:04:50.779 biomarker, and the blue color,
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NOTE Confidence: 0.96786857

00:04:50.779 --> 00:04:51.520 we're still,

NOTE Confidence: 0.9434228

00:04:52.444 --> 00:04:53.805 not able to really target

NOTE Confidence: 0.9434228

00:04:53.805 --> 00:04:54.764 most of these variants of

NOTE Confidence: 0.9434228

00:04:54.764 --> 00:04:56.205 KRAS. Although, that really may
NOTE Confidence: 0.9434228

00:04:56.205 --> 00:04:57.164 be changing with some of

NOTE Confidence: 0.9434228

00:04:57.164 --> 00:04:58.525 the new PANRAS inhibitors that
NOTE Confidence: 0.9434228

00:04:58.525 --> 00:04:59.565 we have in the clinic,

NOTE Confidence: 0.9434228

00:04:59.565 --> 00:05:00.865 which I could really think

NOTE Confidence: 0.93503505

00:05:01.245 --> 00:05:02.604 that could change dramatically how
NOTE Confidence: 0.93503505

00:05:02.604 --> 00:05:03.904 we think about this disease.
NOTE Confidence: 0.90875584

00:05:04.610 --> 00:05:05.910 But what about this subtype,
NOTE Confidence: 0.90875584

00:05:05.970 --> 00:05:07.190 the BRAF v600E,

NOTE Confidence: 0.9550677

00:05:07.730 --> 00:05:09.430 nine percent of metastatic colorectal
NOTE Confidence: 0.9550677

00:05:09.490 --> 00:05:10.930 cancer, one of the most

NOTE Confidence: 0.9550677

00:05:10.930 --> 00:05:12.610 aggressive molecular subtypes of the
NOTE Confidence: 0.9550677
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00:05:12.610 --> 00:05:14.690 drug of the disease. We've
NOTE Confidence: 0.9550677

00:05:14.690 --> 00:05:16.850 used encorafinib, BRAF inhibitor with
NOTE Confidence: 0.9550677

00:05:16.850 --> 00:05:17.350 cetuximab

NOTE Confidence: 0.99324685

00:05:18.145 --> 00:05:19.504 as second line therapy for
NOTE Confidence: 0.99324685

00:05:19.504 --> 00:05:20.324 several years,

NOTE Confidence: 0.974877

00:05:21.025 --> 00:05:21.985 since that was published in
NOTE Confidence: 0.974877

00:05:21.985 --> 00:05:22.944 the New England Journal of
NOTE Confidence: 0.974877

00:05:22.944 --> 00:05:23.444 Medicine

NOTE Confidence: 0.88397723

00:05:23.745 --> 00:05:25.264 as second line therapy. But
NOTE Confidence: 0.88397723

00:05:25.264 --> 00:05:26.784 first line key first line

NOTE Confidence: 0.88397723

00:05:26.784 --> 00:05:28.324 therapy has largely been chemotherapy.
NOTE Confidence: 0.638078

00:05:28.705 --> 00:05:29.764 Olflox, Fulfirinox,

NOTE Confidence: 0.9228256

00:05:30.625 --> 00:05:32.384 plus appropriate biologic, which would
NOTE Confidence: 0.9228256

00:05:32.384 --> 00:05:33.444 generally be bevacizumab.
NOTE Confidence: 0.9245518

00:05:34.680 --> 00:05:36.279 What about moving things up
NOTE Confidence: 0.9245518

00:05:36.279 --> 00:05:37.400 to an earlier alliance? So
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NOTE Confidence: 0.9245518

00:05:37.400 --> 00:05:38.460 that is what the breakwater
NOTE Confidence: 0.9245518

00:05:38.759 --> 00:05:40.139 study tried to do.

NOTE Confidence: 0.91782486

00:05:40.600 --> 00:05:42.539 This was just presented two
NOTE Confidence: 0.91782486

00:05:42.599 --> 00:05:43.720 two months ago at our,
NOTE Confidence: 0.91782486

00:05:44.039 --> 00:05:45.740 on our meeting ASCO GI.
NOTE Confidence: 0.91782486

00:05:45.960 --> 00:05:47.145 And this is this is

NOTE Confidence: 0.91782486

00:05:47.145 --> 00:05:48.845 a practice change in study.
NOTE Confidence: 0.99111205

00:05:49.464 --> 00:05:51.145 So this took patients that
NOTE Confidence: 0.99111205

00:05:51.145 --> 00:05:51.645 were,

NOTE Confidence: 0.9359169

00:05:54.105 --> 00:05:56.285 of appropriate age, had measurable
NOTE Confidence: 0.9359169

00:05:56.345 --> 00:05:56.845 disease,

NOTE Confidence: 0.93256706

00:05:57.385 --> 00:05:58.825 had and had never received
NOTE Confidence: 0.93256706

00:05:58.825 --> 00:05:59.945 any prior treatment for their
NOTE Confidence: 0.93256706

00:05:59.945 --> 00:06:01.305 metastatic disease, and, of course,
NOTE Confidence: 0.93256706

00:06:01.305 --> 00:06:03.139 had BRAF v six hundred
NOTE Confidence: 0.93256706
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00:06:03.139 --> 00:06:03.800 e mutations,

NOTE Confidence: 0.96196586

00:06:04.260 --> 00:06:05.699 a class one mutation in

NOTE Confidence: 0.96196586

00:06:05.699 --> 00:06:07.880 BRAF. The BRAF protein functioning
NOTE Confidence: 0.96196586

00:06:07.940 --> 00:06:09.720 as a monomer to stimulate
NOTE Confidence: 0.96196586

00:06:09.860 --> 00:06:11.779 tumor growth as as an,

NOTE Confidence: 0.96196586

00:06:12.100 --> 00:06:12.600 oncogene.

NOTE Confidence: 0.84480643

00:06:13.540 --> 00:06:14.040 And,

NOTE Confidence: 0.89573187

00:06:16.175 --> 00:06:17.295 randomized patients in a one
NOTE Confidence: 0.89573187

00:06:17.295 --> 00:06:18.275 to one to one fashion

NOTE Confidence: 0.89573187

00:06:18.575 --> 00:06:20.195 are encorafenib and cetuximab,
NOTE Confidence: 0.95936936

00:06:21.055 --> 00:06:22.515 BRAF inhibitor and cetuximab,
NOTE Confidence: 0.9994986

00:06:23.135 --> 00:06:24.035 BRAF inhibitor

NOTE Confidence: 0.9314545

00:06:24.335 --> 00:06:26.415 plus cetuximab plus chemo plus
NOTE Confidence: 0.9314545

00:06:26.415 --> 00:06:27.475 FOLFOX six,

NOTE Confidence: 0.98902833

00:06:28.575 --> 00:06:30.595 versus standard of care options,
NOTE Confidence: 0.83431596

00:06:31.310 --> 00:06:32.930 FOLFOX, FOLFIREX, etcetera.
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NOTE Confidence: 0.7790138

00:06:33.550 --> 00:06:34.830 This arm and craftsmanship of
NOTE Confidence: 0.7790138

00:06:34.830 --> 00:06:35.330 cetuximab,

NOTE Confidence: 0.8384533

00:06:36.349 --> 00:06:37.569 you can see that numerically
NOTE Confidence: 0.8384533

00:06:37.630 --> 00:06:38.509 smaller and that's because it
NOTE Confidence: 0.8384533

00:06:38.509 --> 00:06:39.410 closed earlier,

NOTE Confidence: 0.943248

00:06:39.949 --> 00:06:41.069 and these are really the

NOTE Confidence: 0.943248

00:06:41.069 --> 00:06:42.430 the arms that move forward
NOTE Confidence: 0.943248

00:06:42.430 --> 00:06:44.205 for comparison here. The study
NOTE Confidence: 0.943248

00:06:44.205 --> 00:06:45.725 was looking at progression free
NOTE Confidence: 0.943248

00:06:45.725 --> 00:06:47.325 survival and overall response rate
NOTE Confidence: 0.943248

00:06:47.325 --> 00:06:48.685 as a dual primary endpoint
NOTE Confidence: 0.943248

00:06:48.685 --> 00:06:50.385 by Bicker by blinded review.
NOTE Confidence: 0.9586218

00:06:50.845 --> 00:06:52.525 And, of course, overall survival
NOTE Confidence: 0.9586218

00:06:52.525 --> 00:06:53.645 is a key secondary endpoint,
NOTE Confidence: 0.9586218

00:06:53.645 --> 00:06:54.945 which would kick in automatically
NOTE Confidence: 0.9742261
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00:06:55.325 --> 00:06:56.640 depending on the response rate
NOTE Confidence: 0.943172

00:06:57.120 --> 00:06:58.160 seen. So this is the

NOTE Confidence: 0.943172

00:06:58.160 --> 00:06:59.840 way they built their study.
NOTE Confidence: 0.943172

00:06:59.840 --> 00:07:01.380 Again, dual primary endpoints.
NOTE Confidence: 0.92466486

00:07:01.760 --> 00:07:02.980 If, overall

NOTE Confidence: 0.9763347

00:07:03.280 --> 00:07:04.180 response rate,

NOTE Confidence: 0.96452636

00:07:04.960 --> 00:07:07.760 was significant, then, then OS
NOTE Confidence: 0.96452636

00:07:07.760 --> 00:07:09.040 would be triggered for an
NOTE Confidence: 0.96452636

00:07:09.040 --> 00:07:10.635 interim analysis. And as we'll
NOTE Confidence: 0.96452636

00:07:10.635 --> 00:07:11.794 get to, this is exactly

NOTE Confidence: 0.96452636

00:07:11.794 --> 00:07:12.995 what happened given the higher
NOTE Confidence: 0.96452636

00:07:12.995 --> 00:07:13.975 response rate.

NOTE Confidence: 0.9838813

00:07:14.435 --> 00:07:15.735 This was a balanced,

NOTE Confidence: 0.9476855

00:07:16.195 --> 00:07:17.175 study. Again,

NOTE Confidence: 0.96603614

00:07:17.555 --> 00:07:20.354 chemotherapy plus engraftment, cetuximab versus
NOTE Confidence: 0.96603614

00:07:20.354 --> 00:07:21.955 standard of care. Most of
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NOTE Confidence: 0.96603614

00:07:21.955 --> 00:07:23.580 these patients had right sided
NOTE Confidence: 0.96603614

00:07:23.580 --> 00:07:24.460 tumors, which is what we
NOTE Confidence: 0.96603614

00:07:24.460 --> 00:07:25.920 would expect for this disease,
NOTE Confidence: 0.96603614

00:07:26.060 --> 00:07:27.660 certainly a worse prognosis for
NOTE Confidence: 0.96603614

00:07:27.660 --> 00:07:28.160 this,

NOTE Confidence: 0.8905935

00:07:29.100 --> 00:07:30.540 this subtype of colorectal cancer
NOTE Confidence: 0.8905935

00:07:30.540 --> 00:07:31.920 and frankly the worst molecular
NOTE Confidence: 0.8905935

00:07:31.980 --> 00:07:33.520 subtype in terms of prognosis.
NOTE Confidence: 0.9226684

00:07:34.794 --> 00:07:35.835 Two thirds of patients are
NOTE Confidence: 0.9226684

00:07:35.835 --> 00:07:36.875 more or less had liver

NOTE Confidence: 0.9226684

00:07:36.875 --> 00:07:38.254 metastases in this study.
NOTE Confidence: 0.89145285

00:07:38.715 --> 00:07:39.455 And again,

NOTE Confidence: 0.95494497

00:07:39.995 --> 00:07:41.775 we're we're quite advanced overall.
NOTE Confidence: 0.9720726

00:07:42.315 --> 00:07:43.514 This is the response rate
NOTE Confidence: 0.9720726

00:07:43.514 --> 00:07:44.794 that we saw, so sixty

NOTE Confidence: 0.9720726
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00:07:44.794 --> 00:07:46.235 point nine percent, so sixty
NOTE Confidence: 0.9720726

00:07:46.235 --> 00:07:47.215 one percent essentially

NOTE Confidence: 0.7890635

00:07:47.595 --> 00:07:49.629 with this FOLFOX and graphonamocetuximab
NOTE Confidence: 0.9230508

00:07:50.250 --> 00:07:51.530 versus forty percent with the
NOTE Confidence: 0.9230508

00:07:51.530 --> 00:07:53.069 standard pair of of chemotherapy
NOTE Confidence: 0.9230508

00:07:53.289 --> 00:07:53.789 alone.

NOTE Confidence: 0.82571065

00:07:54.409 --> 00:07:55.150 So certainly,

NOTE Confidence: 0.9181344

00:07:56.169 --> 00:07:58.810 a substantial improvement in response
NOTE Confidence: 0.9181344

00:07:58.810 --> 00:07:59.689 rate. When we look at

NOTE Confidence: 0.9181344

00:07:59.689 --> 00:08:01.449 duration of response, also very
NOTE Confidence: 0.9181344

00:08:01.449 --> 00:08:03.324 impressive. More than six month
NOTE Confidence: 0.9181344

00:08:03.324 --> 00:08:05.085 duration of response, forty six
NOTE Confidence: 0.9181344

00:08:05.085 --> 00:08:06.845 percent with with with the
NOTE Confidence: 0.9181344

00:08:06.845 --> 00:08:09.324 investigational arm versus only fifteen
NOTE Confidence: 0.9181344

00:08:09.324 --> 00:08:11.085 percent of the chemotherapy arm,
NOTE Confidence: 0.9181344

00:08:11.085 --> 00:08:12.764 so improving durability of these
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NOTE Confidence: 0.9181344

00:08:12.764 --> 00:08:14.205 responses. Still have a ways
NOTE Confidence: 0.9181344

00:08:14.205 --> 00:08:14.925 to go, though. As you
NOTE Confidence: 0.9181344

00:08:14.925 --> 00:08:15.884 can see that that the
NOTE Confidence: 0.9181344

00:08:15.884 --> 00:08:17.085 year mark, this does drop
NOTE Confidence: 0.9181344

00:08:17.085 --> 00:08:18.590 back down to fifteen percent.
NOTE Confidence: 0.99037457

00:08:19.370 --> 00:08:20.969 So that's great. It's important
NOTE Confidence: 0.99037457

00:08:20.969 --> 00:08:22.250 to get responses, but this
NOTE Confidence: 0.99037457

00:08:22.250 --> 00:08:23.289 is really what matters. Are
NOTE Confidence: 0.99037457

00:08:23.289 --> 00:08:24.909 we making our when we,
NOTE Confidence: 0.9130586

00:08:25.689 --> 00:08:26.750 intensify chemotherapy,
NOTE Confidence: 0.9491764

00:08:27.210 --> 00:08:28.590 are we just seeing responses
NOTE Confidence: 0.9491764

00:08:28.650 --> 00:08:30.255 but survival is ending up
NOTE Confidence: 0.9491764

00:08:30.335 --> 00:08:30.995 the same?

NOTE Confidence: 0.97244877

00:08:31.455 --> 00:08:32.975 This was the overall survival
NOTE Confidence: 0.97244877

00:08:32.975 --> 00:08:33.795 that we saw.

NOTE Confidence: 0.92235
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00:08:34.575 --> 00:08:36.095 This is an interim analysis
NOTE Confidence: 0.92235

00:08:36.095 --> 00:08:36.975 and even though you see
NOTE Confidence: 0.92235

00:08:36.975 --> 00:08:38.655 a very impressive hazard ratio,
NOTE Confidence: 0.92235

00:08:38.655 --> 00:08:40.015 point four seven and a
NOTE Confidence: 0.92235

00:08:40.015 --> 00:08:41.615 low p value at this

NOTE Confidence: 0.92235

00:08:41.615 --> 00:08:42.115 interim

NOTE Confidence: 0.94394845

00:08:42.655 --> 00:08:44.200 analysis, it was you know,
NOTE Confidence: 0.94394845

00:08:44.200 --> 00:08:45.480 very strict in terms of
NOTE Confidence: 0.94394845

00:08:45.480 --> 00:08:47.640 statistical design. This actually technically
NOTE Confidence: 0.94394845

00:08:47.640 --> 00:08:49.339 does not achieve statistical significance,
NOTE Confidence: 0.98931694

00:08:49.640 --> 00:08:50.760 but it is an interim
NOTE Confidence: 0.98931694

00:08:50.760 --> 00:08:51.260 analysis.

NOTE Confidence: 0.9761118

00:08:51.640 --> 00:08:52.679 Obviously, this is a very
NOTE Confidence: 0.9761118

00:08:52.679 --> 00:08:53.959 promising first step,
NOTE Confidence: 0.9290506

00:08:54.679 --> 00:08:55.179 and,

NOTE Confidence: 0.9008594

00:08:56.120 --> 00:08:57.980 the response rate and,
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NOTE Confidence: 0.95303285

00:08:59.184 --> 00:09:00.184 it speaks for itself as
NOTE Confidence: 0.95303285

00:09:00.184 --> 00:09:02.204 well. And based on this,
NOTE Confidence: 0.95303285

00:09:02.425 --> 00:09:03.545 there was there was an
NOTE Confidence: 0.95303285

00:09:03.545 --> 00:09:04.985 approval granted for this in
NOTE Confidence: 0.95303285

00:09:04.985 --> 00:09:06.125 the frontline setting.
NOTE Confidence: 0.97606295

00:09:06.745 --> 00:09:07.464 When we look at the
NOTE Confidence: 0.97606295

00:09:07.464 --> 00:09:09.304 subgroup analysis, this is what
NOTE Confidence: 0.97606295

00:09:09.304 --> 00:09:10.425 we saw. So you can

NOTE Confidence: 0.97606295

00:09:10.425 --> 00:09:11.625 see this to the right

NOTE Confidence: 0.97606295

00:09:11.625 --> 00:09:12.764 of this line favors

NOTE Confidence: 0.93931204

00:09:13.080 --> 00:09:15.100 the encorafenib, stuximab with FOLFOX.
NOTE Confidence: 0.93931204

00:09:15.400 --> 00:09:16.600 So another way of putting
NOTE Confidence: 0.93931204

00:09:16.600 --> 00:09:17.960 it is base basically, all
NOTE Confidence: 0.93931204

00:09:17.960 --> 00:09:19.640 subgroups seem to benefit from
NOTE Confidence: 0.93931204

00:09:19.640 --> 00:09:20.760 this. And where does this
NOTE Confidence: 0.93931204
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00:09:20.760 --> 00:09:21.260 land?

NOTE Confidence: 0.9979042

00:09:21.720 --> 00:09:22.760 Even though this was just
NOTE Confidence: 0.9979042

00:09:22.760 --> 00:09:24.680 presented in January, we've already
NOTE Confidence: 0.9979042

00:09:24.680 --> 00:09:25.640 got it now into our

NOTE Confidence: 0.9979042

00:09:25.640 --> 00:09:26.540 national guidelines.

NOTE Confidence: 0.91525376

00:09:27.000 --> 00:09:28.065 So So for BRAFV600E
NOTE Confidence: 0.78944963

00:09:28.605 --> 00:09:30.065 mutation positive, encorafenib
NOTE Confidence: 0.91136944

00:09:30.605 --> 00:09:32.524 with appropriate biologic, which would
NOTE Confidence: 0.91136944

00:09:32.524 --> 00:09:33.964 be an EGFR inhibitor plus
NOTE Confidence: 0.91136944

00:09:33.964 --> 00:09:35.884 FOLFOX, has become the standard
NOTE Confidence: 0.91136944

00:09:35.884 --> 00:09:37.245 of care. Of course, there
NOTE Confidence: 0.91136944

00:09:37.245 --> 00:09:38.365 may be patients you think
NOTE Confidence: 0.91136944

00:09:38.365 --> 00:09:39.584 can tolerate this,

NOTE Confidence: 0.9224987

00:09:40.204 --> 00:09:40.980 and and

NOTE Confidence: 0.91021085

00:09:41.459 --> 00:09:43.059 those patients could still get
NOTE Confidence: 0.91021085

00:09:43.059 --> 00:09:43.940 full thoughts if they had
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NOTE Confidence: 0.91021085

00:09:43.940 --> 00:09:46.519 some contraindication to nacorafenib, vesitux-
imab,

NOTE Confidence: 0.91021085

00:09:46.740 --> 00:09:47.399 or pematumumab,

NOTE Confidence: 0.9848198

00:09:47.860 --> 00:09:48.980 or something like that. But
NOTE Confidence: 0.9848198

00:09:48.980 --> 00:09:50.100 I do think the majority
NOTE Confidence: 0.9848198

00:09:50.100 --> 00:09:51.059 of patients will be getting
NOTE Confidence: 0.9848198

00:09:51.059 --> 00:09:52.679 this regimen going forward.
NOTE Confidence: 0.9993112

00:09:55.475 --> 00:09:55.975 So

NOTE Confidence: 0.94262314

00:09:56.355 --> 00:09:57.795 that was BRAFV six hundred
NOTE Confidence: 0.94262314

00:09:57.795 --> 00:09:58.675 d, this slice of the

NOTE Confidence: 0.94262314

00:09:58.675 --> 00:09:59.175 pie.

NOTE Confidence: 0.9982664

00:09:59.554 --> 00:10:00.834 What other slices of this
NOTE Confidence: 0.9982664

00:10:00.834 --> 00:10:01.954 pie have we made an
NOTE Confidence: 0.9982664

00:10:01.954 --> 00:10:02.995 impact on in the last
NOTE Confidence: 0.9982664

00:10:02.995 --> 00:10:03.495 year?

NOTE Confidence: 0.9718827

00:10:04.035 --> 00:10:05.475 So KRAS g twelve ¢
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NOTE Confidence: 0.9718827

00:10:05.475 --> 00:10:06.855 has certainly been an evolving
NOTE Confidence: 0.9718827

00:10:06.915 --> 00:10:07.875 story over the last few
NOTE Confidence: 0.9718827

00:10:07.875 --> 00:10:09.000 years, but there was there
NOTE Confidence: 0.9718827

00:10:09.000 --> 00:10:10.600 were two approvals with KRAS
NOTE Confidence: 0.9718827

00:10:10.600 --> 00:10:11.880 g twelve c in the

NOTE Confidence: 0.9718827

00:10:11.880 --> 00:10:13.080 last year that I wanna
NOTE Confidence: 0.9718827

00:10:13.080 --> 00:10:13.580 highlight.

NOTE Confidence: 0.8577976

00:10:14.200 --> 00:10:14.700 Adagracin,

NOTE Confidence: 0.9814819

00:10:15.400 --> 00:10:16.860 KRAS g twelve ¢ inhibitor,
NOTE Confidence: 0.9582172

00:10:17.240 --> 00:10:18.059 and sotorasib

NOTE Confidence: 0.947673

00:10:18.520 --> 00:10:20.040 were both granted FDA approval
NOTE Confidence: 0.947673

00:10:20.040 --> 00:10:21.640 for advanced CRC this this
NOTE Confidence: 0.947673

00:10:21.640 --> 00:10:22.964 past year. You know, these
NOTE Confidence: 0.947673

00:10:22.964 --> 00:10:24.165 have been in guidelines for
NOTE Confidence: 0.947673

00:10:24.165 --> 00:10:25.045 a little bit. Many of
NOTE Confidence: 0.947673
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00:10:25.045 --> 00:10:26.165 us may have been familiar
NOTE Confidence: 0.947673

00:10:26.165 --> 00:10:27.785 with their use from managing
NOTE Confidence: 0.947673

00:10:27.845 --> 00:10:29.545 lung cancer, but now,

NOTE Confidence: 0.9853334

00:10:30.005 --> 00:10:31.524 a full FDA approval for

NOTE Confidence: 0.9853334

00:10:31.524 --> 00:10:32.024 sotorasib

NOTE Confidence: 0.8838487

00:10:32.325 --> 00:10:34.404 and, again, accelerated approval for
NOTE Confidence: 0.8838487

00:10:34.404 --> 00:10:34.904 adagracib.

NOTE Confidence: 0.98238945

00:10:35.684 --> 00:10:37.144 Both of those agents available.
NOTE Confidence: 0.98238945

00:10:37.285 --> 00:10:38.425 I think this is a

NOTE Confidence: 0.87649995

00:10:39.420 --> 00:10:40.400 a very important

NOTE Confidence: 0.96802324

00:10:41.260 --> 00:10:42.780 breakthrough in the management of
NOTE Confidence: 0.96802324

00:10:42.780 --> 00:10:44.860 colorectal cancer is is is

NOTE Confidence: 0.96802324

00:10:44.860 --> 00:10:47.760 targeting these, molecular subtypes. Again,
NOTE Confidence: 0.96802324

00:10:47.980 --> 00:10:48.480 personalized

NOTE Confidence: 0.9661074

00:10:48.940 --> 00:10:50.220 medicine, getting the right drug
NOTE Confidence: 0.9661074

00:10:50.220 --> 00:10:50.860 to the right patient at
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NOTE Confidence: 0.9661074

00:10:50.860 --> 00:10:51.600 the right time.

NOTE Confidence: 0.9958086

00:10:52.220 --> 00:10:53.200 So this is

NOTE Confidence: 0.95464

00:10:53.705 --> 00:10:55.005 some data from the sotorasib
NOTE Confidence: 0.95464

00:10:55.145 --> 00:10:56.765 study. You can see here

NOTE Confidence: 0.95464

00:10:56.905 --> 00:10:59.085 that, sotorasib and pantetumumab,
NOTE Confidence: 0.9935629

00:10:59.945 --> 00:11:01.065 was better than standard of
NOTE Confidence: 0.9935629

00:11:01.065 --> 00:11:02.905 care for advanced patients. Again,
NOTE Confidence: 0.9935629

00:11:02.905 --> 00:11:04.205 this is advanced patients.

NOTE Confidence: 0.99119747

00:11:04.905 --> 00:11:06.105 There are studies going on

NOTE Confidence: 0.99119747

00:11:06.105 --> 00:11:07.705 to move this this therapy

NOTE Confidence: 0.99119747

00:11:07.705 --> 00:11:08.825 up into an earlier line

NOTE Confidence: 0.99119747

00:11:08.825 --> 00:11:09.330 of therapy.

NOTE Confidence: 0.921791

00:11:09.730 --> 00:11:11.010 When, we look at the

NOTE Confidence: 0.921791

00:11:11.010 --> 00:11:12.530 median progression free survival for
NOTE Confidence: 0.921791

00:11:12.530 --> 00:11:14.070 advanced patients that have progressed
NOTE Confidence: 0.921791
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00:11:14.130 --> 00:11:14.950 on biflopyrimidine,

NOTE Confidence: 0.91519606

00:11:15.730 --> 00:11:16.850 oxaplatin or in a T

NOTE Confidence: 0.91519606

00:11:16.850 --> 00:11:18.450 can, etcetera, then the median
NOTE Confidence: 0.91519606

00:11:18.450 --> 00:11:19.730 progression free survival with the
NOTE Confidence: 0.91519606

00:11:19.730 --> 00:11:20.610 standard of care arm was
NOTE Confidence: 0.91519606

00:11:20.610 --> 00:11:21.730 two months. That's the time
NOTE Confidence: 0.91519606

00:11:21.730 --> 00:11:22.690 of the scan, right? That's
NOTE Confidence: 0.91519606

00:11:22.690 --> 00:11:23.655 the time of scan. We

NOTE Confidence: 0.91519606

00:11:23.655 --> 00:11:25.098 We scan every eight weeks.
NOTE Confidence: 0.91519606

00:11:25.098 --> 00:11:26.542 So basically, standard of care
NOTE Confidence: 0.91519606

00:11:26.542 --> 00:11:27.986 doing very little for these
NOTE Confidence: 0.91519606

00:11:27.986 --> 00:11:29.429 patients, whereas the investigational arm,
NOTE Confidence: 0.91519606

00:11:29.718 --> 00:11:31.162 had a PFS of five

NOTE Confidence: 0.91519606

00:11:31.162 --> 00:11:32.606 point six two months. I
NOTE Confidence: 0.91519606

00:11:32.606 --> 00:11:34.050 think we still have a

NOTE Confidence: 0.91519606

00:11:34.050 --> 00:11:35.493 ways to go to to
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NOTE Confidence: 0.91519606

00:11:35.493 --> 00:11:36.360 to prolong that.

NOTE Confidence: 0.98445624

00:11:36.920 --> 00:11:38.200 Moreover, I think moving these
NOTE Confidence: 0.98445624

00:11:38.200 --> 00:11:39.480 drugs up earlier on in

NOTE Confidence: 0.98445624

00:11:39.480 --> 00:11:40.440 the line of treatment, which
NOTE Confidence: 0.98445624

00:11:40.440 --> 00:11:41.899 is under active investigation,
NOTE Confidence: 0.9832003

00:11:42.360 --> 00:11:42.860 will,

NOTE Confidence: 0.9527192

00:11:44.279 --> 00:11:44.779 will,

NOTE Confidence: 0.86481076

00:11:45.160 --> 00:11:46.360 make an a a better

NOTE Confidence: 0.86481076

00:11:46.360 --> 00:11:47.720 impact. Make giving these drugs
NOTE Confidence: 0.86481076

00:11:47.720 --> 00:11:49.240 earlier in somebody's treatment course,
NOTE Confidence: 0.86481076

00:11:49.240 --> 00:11:50.415 I think we'll we'll get

NOTE Confidence: 0.86481076

00:11:50.415 --> 00:11:52.175 more effectiveness from them. But,
NOTE Confidence: 0.86481076

00:11:52.175 --> 00:11:53.775 certainly, this now is a,

NOTE Confidence: 0.86481076

00:11:54.175 --> 00:11:55.535 a reasonable option for our
NOTE Confidence: 0.86481076

00:11:55.535 --> 00:11:57.215 patients essentially in the third
NOTE Confidence: 0.86481076
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00:11:57.215 --> 00:11:58.495 line setting that are about
NOTE Confidence: 0.86481076

00:11:58.495 --> 00:11:59.615 there or I prefer the

NOTE Confidence: 0.86481076

00:11:59.615 --> 00:12:00.975 term five floor pyramid in
NOTE Confidence: 0.86481076

00:12:00.975 --> 00:12:02.115 refractory setting.

NOTE Confidence: 0.93288404

00:12:02.809 --> 00:12:03.610 So some of the data

NOTE Confidence: 0.93288404

00:12:03.610 --> 00:12:05.130 from AdaGradsson, the other g
NOTE Confidence: 0.93288404

00:12:05.130 --> 00:12:06.809 twelve c¢ inhibitor, you can
NOTE Confidence: 0.93288404

00:12:06.809 --> 00:12:07.690 see this is from the

NOTE Confidence: 0.93288404

00:12:07.690 --> 00:12:09.370 New England Journal paper that,
NOTE Confidence: 0.9498936

00:12:10.330 --> 00:12:11.770 that supported its approval. You
NOTE Confidence: 0.9498936

00:12:11.770 --> 00:12:13.550 can see, in this waterfall

NOTE Confidence: 0.9498936

00:12:13.610 --> 00:12:14.730 plot, the majority of these
NOTE Confidence: 0.9498936

00:12:14.730 --> 00:12:16.895 bars going down indicating cytoreduction
NOTE Confidence: 0.916935

00:12:17.434 --> 00:12:19.035 and about, half of them

NOTE Confidence: 0.916935

00:12:19.035 --> 00:12:19.535 crossing

NOTE Confidence: 0.97676885

00:12:19.995 --> 00:12:21.455 the the thirty percent threshold
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NOTE Confidence: 0.925318

00:12:21.835 --> 00:12:23.434 of partial response. You can
NOTE Confidence: 0.925318

00:12:23.434 --> 00:12:25.675 see, again, similar PFS, similar
NOTE Confidence: 0.925318

00:12:25.675 --> 00:12:27.195 OS for a very advanced
NOTE Confidence: 0.925318

00:12:27.195 --> 00:12:28.175 patient population.

NOTE Confidence: 0.9822099

00:12:28.554 --> 00:12:29.755 So I think these numbers
NOTE Confidence: 0.9822099

00:12:29.755 --> 00:12:31.135 can only improve,

NOTE Confidence: 0.95479745

00:12:31.740 --> 00:12:32.780 as we make these options
NOTE Confidence: 0.95479745

00:12:32.780 --> 00:12:34.140 available earlier in the course
NOTE Confidence: 0.95479745

00:12:34.140 --> 00:12:35.520 of treatment for our patients,
NOTE Confidence: 0.95479745

00:12:35.820 --> 00:12:37.660 which hopefully future studies will
NOTE Confidence: 0.95479745

00:12:37.660 --> 00:12:38.160 show.

NOTE Confidence: 0.9032569

00:12:38.940 --> 00:12:39.980 So what do we also

NOTE Confidence: 0.9032569

00:12:39.980 --> 00:12:40.940 see? We also saw on

NOTE Confidence: 0.9032569

00:12:40.940 --> 00:12:42.880 our NCCN guidelines that KRAS
NOTE Confidence: 0.9032569

00:12:43.020 --> 00:12:44.380 g twelve ¢ mutation positive
NOTE Confidence: 0.9032569
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00:12:44.380 --> 00:12:44.880 patients,

NOTE Confidence: 0.91244835

00:12:45.615 --> 00:12:47.455 should be receiving sororacin or
NOTE Confidence: 0.91244835

00:12:47.455 --> 00:12:47.955 adagracin

NOTE Confidence: 0.935753

00:12:48.334 --> 00:12:49.475 with, appropriate,

NOTE Confidence: 0.7949442

00:12:51.135 --> 00:12:52.815 biologic therapy, eGFR, and,
NOTE Confidence: 0.9840932

00:12:54.815 --> 00:12:56.035 either could be appropriate.
NOTE Confidence: 0.9664962

00:12:56.975 --> 00:12:58.575 What about HER2NU? We saw
NOTE Confidence: 0.9664962

00:12:58.575 --> 00:13:00.095 some updates at ASCO in
NOTE Confidence: 0.9664962

00:13:00.095 --> 00:13:01.230 June of this past year
NOTE Confidence: 0.9664962

00:13:01.230 --> 00:13:02.550 from the MOUNTAINER study. This
NOTE Confidence: 0.9664962

00:13:02.550 --> 00:13:03.670 is actually the final update
NOTE Confidence: 0.9664962

00:13:03.670 --> 00:13:04.950 from this study. I'll just
NOTE Confidence: 0.9664962

00:13:04.950 --> 00:13:05.990 highlight it in a couple
NOTE Confidence: 0.9664962

00:13:05.990 --> 00:13:07.670 of slides because, again, it
NOTE Confidence: 0.9664962

00:13:07.670 --> 00:13:09.350 is, speaking to this theme
NOTE Confidence: 0.9664962

00:13:09.350 --> 00:13:10.650 of of of biomarker,
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NOTE Confidence: 0.90611905

00:13:12.150 --> 00:13:13.270 by of of these rare

NOTE Confidence: 0.90611905

00:13:13.270 --> 00:13:15.029 biomarkers for colorectal cancer that
NOTE Confidence: 0.90611905

00:13:15.029 --> 00:13:15.690 are highly

NOTE Confidence: 0.9559798

00:13:16.304 --> 00:13:17.125 highly actionable.

NOTE Confidence: 0.98784953

00:13:17.825 --> 00:13:18.565 So this,

NOTE Confidence: 0.9921014

00:13:18.945 --> 00:13:19.765 was a study,

NOTE Confidence: 0.9143182

00:13:21.184 --> 00:13:22.865 that evaluated patients that are
NOTE Confidence: 0.9143182

00:13:23.025 --> 00:13:23.765 were essentially,

NOTE Confidence: 0.95245034

00:13:24.625 --> 00:13:25.745 on their third line of

NOTE Confidence: 0.95245034

00:13:25.745 --> 00:13:28.065 treatment for colorectal cancer. So,
NOTE Confidence: 0.95245034

00:13:28.065 --> 00:13:29.045 again, prior,

NOTE Confidence: 0.7984634

00:13:29.510 --> 00:13:30.170 five flirapyrmidine

NOTE Confidence: 0.902506

00:13:30.630 --> 00:13:32.470 refractory essentially here. Then we're
NOTE Confidence: 0.902506

00:13:32.470 --> 00:13:34.330 getting a small molecule tucatinib
NOTE Confidence: 0.902506

00:13:34.550 --> 00:13:35.850 with antibody trastuzumab,
NOTE Confidence: 0.59811854
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00:13:36.390 --> 00:13:37.370 HERD and HER2.

NOTE Confidence: 0.97212726

00:13:38.150 --> 00:13:39.370 And this was,

NOTE Confidence: 0.98366886

00:13:40.070 --> 00:13:41.429 really the arm that was

NOTE Confidence: 0.98366886

00:13:41.429 --> 00:13:42.790 investigated. You can see forty
NOTE Confidence: 0.98366886

00:13:42.790 --> 00:13:44.145 one plus forty five in

NOTE Confidence: 0.98366886

00:13:44.145 --> 00:13:44.805 over eighty patients.

NOTE Confidence: 0.94730496

00:13:45.825 --> 00:13:47.425 Per FDA requirements, they were
NOTE Confidence: 0.94730496

00:13:47.425 --> 00:13:48.545 required to look at TUKAT
NOTE Confidence: 0.94730496

00:13:48.545 --> 00:13:50.325 and monotherapy to really determine
NOTE Confidence: 0.7931972

00:13:50.945 --> 00:13:52.405 determine separation of components.
NOTE Confidence: 0.9826691

00:13:53.185 --> 00:13:54.305 But these were the arms

NOTE Confidence: 0.9826691

00:13:54.305 --> 00:13:55.905 that biologically really made the
NOTE Confidence: 0.9826691

00:13:55.905 --> 00:13:56.965 most sense, frankly,

NOTE Confidence: 0.8573665

00:13:57.345 --> 00:13:57.845 and,

NOTE Confidence: 0.9166091

00:13:59.309 --> 00:14:00.589 were were reused as the

NOTE Confidence: 0.9166091

00:14:00.589 --> 00:14:02.509 main efficacy analysis to to
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NOTE Confidence: 0.9166091

00:14:02.509 --> 00:14:03.550 look at the effectiveness of
NOTE Confidence: 0.9166091

00:14:03.550 --> 00:14:04.209 the drug.

NOTE Confidence: 0.9476628

00:14:04.750 --> 00:14:06.190 So what were the final

NOTE Confidence: 0.9476628

00:14:06.190 --> 00:14:07.389 outcomes from the study? We
NOTE Confidence: 0.9476628

00:14:07.389 --> 00:14:09.009 can we can see here

NOTE Confidence: 0.9476628

00:14:09.069 --> 00:14:10.750 that Doctor. Strickler presented this
NOTE Confidence: 0.9476628

00:14:10.750 --> 00:14:12.345 at ASCO in June a

NOTE Confidence: 0.9476628

00:14:12.345 --> 00:14:13.785 response rate of thirty nine
NOTE Confidence: 0.9476628

00:14:13.785 --> 00:14:15.065 percent, so close to forty

NOTE Confidence: 0.9476628

00:14:15.065 --> 00:14:16.764 percent response rate.

NOTE Confidence: 0.97195446

00:14:18.024 --> 00:14:19.704 Durable response is fifteen point
NOTE Confidence: 0.97195446

00:14:19.704 --> 00:14:21.305 two months, median progression free
NOTE Confidence: 0.97195446

00:14:21.305 --> 00:14:23.065 survival, eight point one months,
NOTE Confidence: 0.97195446

00:14:23.065 --> 00:14:25.225 median overall survival, twenty four
NOTE Confidence: 0.97195446

00:14:25.225 --> 00:14:26.685 months. This is for patients
NOTE Confidence: 0.97195446
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00:14:26.985 --> 00:14:29.060 in the third line setting.

NOTE Confidence: 0.97195446

00:14:29.120 --> 00:14:30.000 These are numbers that we
NOTE Confidence: 0.97195446

00:14:30.000 --> 00:14:31.120 would typically expect to see
NOTE Confidence: 0.97195446

00:14:31.120 --> 00:14:32.080 in the first line setting.

NOTE Confidence: 0.97195446

00:14:32.080 --> 00:14:33.940 So very promising targeted therapy
NOTE Confidence: 0.97195446

00:14:34.240 --> 00:14:34.900 for patients.

NOTE Confidence: 0.92610675

00:14:35.280 --> 00:14:36.560 May main side effect of

NOTE Confidence: 0.92610675

00:14:36.560 --> 00:14:38.160 the combination being diarrhea to
NOTE Confidence: 0.92610675

00:14:38.160 --> 00:14:39.140 watch out for,

NOTE Confidence: 0.94994193

00:14:39.680 --> 00:14:41.520 but, overall, thought to be
NOTE Confidence: 0.94994193

00:14:41.520 --> 00:14:43.425 a good alternative to the
NOTE Confidence: 0.94994193

00:14:43.425 --> 00:14:45.585 chemotherapy options these patients have
NOTE Confidence: 0.94994193

00:14:45.585 --> 00:14:47.025 in these later lines. Whether
NOTE Confidence: 0.94994193

00:14:47.025 --> 00:14:48.065 or not this will translate

NOTE Confidence: 0.94994193

00:14:48.065 --> 00:14:49.185 to moving it up earlier

NOTE Confidence: 0.94994193

00:14:49.185 --> 00:14:51.025 is being evaluated in, additional
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NOTE Confidence: 0.94994193

00:14:51.025 --> 00:14:52.885 studies including first line study
NOTE Confidence: 0.94994193

00:14:53.025 --> 00:14:53.525 now.

NOTE Confidence: 0.9895523

00:14:54.225 --> 00:14:55.765 But, this has now become

NOTE Confidence: 0.9187247

00:14:56.370 --> 00:14:57.810 the, really the standard of

NOTE Confidence: 0.9187247

00:14:57.810 --> 00:14:58.790 care for HER2

NOTE Confidence: 0.978997

00:14:59.090 --> 00:15:00.310 positive disease,

NOTE Confidence: 0.99776584

00:15:01.010 --> 00:15:02.550 in the refractory setting.

NOTE Confidence: 0.98638505

00:15:04.290 --> 00:15:06.050 One other very important biomarker
NOTE Confidence: 0.98638505

00:15:06.050 --> 00:15:07.650 is mismatch repair deficiency, and
NOTE Confidence: 0.98638505

00:15:07.650 --> 00:15:08.770 this is a biomarker that

NOTE Confidence: 0.98638505

00:15:08.770 --> 00:15:10.615 comes up very regularly in
NOTE Confidence: 0.98638505

00:15:10.615 --> 00:15:12.695 our conferences and very regularly
NOTE Confidence: 0.98638505

00:15:12.695 --> 00:15:14.055 in my discussions with patients
NOTE Confidence: 0.98638505

00:15:14.055 --> 00:15:16.214 because of the the impact

NOTE Confidence: 0.98638505

00:15:16.214 --> 00:15:17.654 immunotherapy could have on these
NOTE Confidence: 0.98638505
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00:15:17.654 --> 00:15:18.154 patients,

NOTE Confidence: 0.93090504

00:15:19.654 --> 00:15:21.175 which we've we've we've known.
NOTE Confidence: 0.93090504

00:15:21.175 --> 00:15:22.775 Right? We've known keynote one
NOTE Confidence: 0.93090504

00:15:22.775 --> 00:15:23.675 seventy seven,

NOTE Confidence: 0.9950773

00:15:24.440 --> 00:15:26.220 immunotherapy is better than chemotherapy.
NOTE Confidence: 0.993759

00:15:26.840 --> 00:15:27.340 Pembrolizumab,

NOTE Confidence: 0.8873523

00:15:28.520 --> 00:15:29.880 in blue here, showing the

NOTE Confidence: 0.8873523

00:15:29.880 --> 00:15:32.360 prolonged progression free survival compared
NOTE Confidence: 0.8873523

00:15:32.360 --> 00:15:33.020 to chemotherapy.

NOTE Confidence: 0.973886

00:15:34.040 --> 00:15:34.540 The,

NOTE Confidence: 0.90660983

00:15:35.560 --> 00:15:36.760 immune check on inhibitors like
NOTE Confidence: 0.90660983

00:15:36.760 --> 00:15:39.065 pembrolizumab, nivolumab, glumab have been
NOTE Confidence: 0.90660983

00:15:39.065 --> 00:15:40.265 used in the factory setting
NOTE Confidence: 0.90660983

00:15:40.265 --> 00:15:41.385 for some time, but moving
NOTE Confidence: 0.90660983

00:15:41.385 --> 00:15:42.265 them up into the first

NOTE Confidence: 0.90660983

00:15:42.265 --> 00:15:44.265 line was what one seventy
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NOTE Confidence: 0.90660983

00:15:44.265 --> 00:15:45.305 seven did for the first
NOTE Confidence: 0.90660983

00:15:45.305 --> 00:15:45.805 time,

NOTE Confidence: 0.97887117

00:15:46.185 --> 00:15:47.645 and it showed an impressive
NOTE Confidence: 0.97887117

00:15:47.705 --> 00:15:49.305 PFS benefit. Because of their
NOTE Confidence: 0.97887117

00:15:49.305 --> 00:15:51.225 use later, the the OS
NOTE Confidence: 0.97887117

00:15:51.225 --> 00:15:52.590 benefit has not been,
NOTE Confidence: 0.97967064

00:15:53.150 --> 00:15:54.910 shown or reported yet, and
NOTE Confidence: 0.97967064

00:15:54.910 --> 00:15:56.270 I think will likely take
NOTE Confidence: 0.97967064

00:15:56.270 --> 00:15:57.070 a long time,

NOTE Confidence: 0.9987055

00:15:57.470 --> 00:15:59.090 to see to see that.

NOTE Confidence: 0.7354075

00:16:00.430 --> 00:16:02.430 Hazard ratio, so pembrolizumab protein
NOTE Confidence: 0.7354075

00:16:02.430 --> 00:16:04.030 works better in in all
NOTE Confidence: 0.7354075

00:16:04.030 --> 00:16:04.530 subtypes.

NOTE Confidence: 0.8899054

00:16:06.204 --> 00:16:07.644 But what's new what's new
NOTE Confidence: 0.8899054

00:16:07.644 --> 00:16:09.105 is Checkmate h w.

NOTE Confidence: 0.9526311
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00:16:09.565 --> 00:16:10.524 This is a story that
NOTE Confidence: 0.9526311

00:16:10.524 --> 00:16:12.045 the has been evolving for
NOTE Confidence: 0.9526311

00:16:12.045 --> 00:16:13.245 a couple of years for
NOTE Confidence: 0.9526311

00:16:13.245 --> 00:16:14.524 this trial because it's a
NOTE Confidence: 0.9526311

00:16:14.524 --> 00:16:15.964 three arm trial. And what
NOTE Confidence: 0.9526311

00:16:15.964 --> 00:16:17.024 do we see first?

NOTE Confidence: 0.9982674

00:16:17.325 --> 00:16:17.985 We saw,

NOTE Confidence: 0.92243034

00:16:18.524 --> 00:16:20.699 the nivo arm presented,
NOTE Confidence: 0.9775603

00:16:21.160 --> 00:16:22.600 and now what we're seeing
NOTE Confidence: 0.9775603

00:16:22.600 --> 00:16:24.220 is the nivoipi arm,
NOTE Confidence: 0.98154616

00:16:25.240 --> 00:16:25.740 versus,

NOTE Confidence: 0.97356015

00:16:27.240 --> 00:16:27.740 versus,

NOTE Confidence: 0.92191297

00:16:28.360 --> 00:16:28.860 chemotherapy.

NOTE Confidence: 0.93228596

00:16:30.279 --> 00:16:31.560 At first, we saw the
NOTE Confidence: 0.93228596

00:16:31.560 --> 00:16:31.880 the,

NOTE Confidence: 0.9266923

00:16:33.205 --> 00:16:34.565 the nivo ipi arm versus
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NOTE Confidence: 0.9266923

00:16:34.565 --> 00:16:36.005 chemotherapy. Excuse me. And then
NOTE Confidence: 0.9266923

00:16:36.005 --> 00:16:37.845 now we're seeing nivo versus
NOTE Confidence: 0.9266923

00:16:37.845 --> 00:16:39.205 ipi nivo, which is really

NOTE Confidence: 0.9266923

00:16:39.205 --> 00:16:40.325 the comparison we wanted to
NOTE Confidence: 0.9266923

00:16:40.325 --> 00:16:41.545 see all the whole time.

NOTE Confidence: 0.8982542

00:16:42.005 --> 00:16:43.225 We already knew that immunotherapy
NOTE Confidence: 0.8982542

00:16:43.445 --> 00:16:44.725 should be not chemotherapy from
NOTE Confidence: 0.8982542

00:16:44.725 --> 00:16:46.265 keynote one seventy seven.
NOTE Confidence: 0.90118074

00:16:46.640 --> 00:16:48.080 So we saw this last

NOTE Confidence: 0.90118074

00:16:48.080 --> 00:16:48.900 step GISCO.

NOTE Confidence: 0.9991782

00:16:49.520 --> 00:16:50.180 So this

NOTE Confidence: 0.99876994

00:16:50.640 --> 00:16:51.220 is important

NOTE Confidence: 0.9795346

00:16:51.680 --> 00:16:53.279 data to have, but but

NOTE Confidence: 0.9795346

00:16:53.279 --> 00:16:54.880 in many ways, this isn't,

NOTE Confidence: 0.990119

00:16:55.840 --> 00:16:57.760 this isn't necessarily changing the
NOTE Confidence: 0.990119
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00:16:57.760 --> 00:16:58.260 paradigm,

NOTE Confidence: 0.9881075

00:16:58.800 --> 00:17:00.740 completely. So this was ipinivo,
NOTE Confidence: 0.93520623

00:17:01.524 --> 00:17:03.065 dual immune checkpoint blockade,
NOTE Confidence: 0.9761524

00:17:03.445 --> 00:17:04.345 versus nivolumab,

NOTE Confidence: 0.8098812

00:17:05.045 --> 00:17:06.825 excuse me, versus chemotherapy,
NOTE Confidence: 0.97900236

00:17:07.684 --> 00:17:08.184 alone.

NOTE Confidence: 0.95966554

00:17:08.565 --> 00:17:10.645 And you can see very

NOTE Confidence: 0.95966554

00:17:10.645 --> 00:17:12.165 big separation of these curves
NOTE Confidence: 0.95966554

00:17:12.165 --> 00:17:13.945 here. Not even reached medium
NOTE Confidence: 0.8555286

00:17:14.325 --> 00:17:15.385 pressure free survival.

NOTE Confidence: 0.98467475

00:17:16.910 --> 00:17:18.210 Very impressive durability.
NOTE Confidence: 0.77057964

00:17:19.070 --> 00:17:19.570 Ipinivo

NOTE Confidence: 0.9397152

00:17:19.869 --> 00:17:21.330 clearly outperforming chemotherapy
NOTE Confidence: 0.9153138

00:17:21.630 --> 00:17:23.230 here. But, again, what we
NOTE Confidence: 0.9153138

00:17:23.230 --> 00:17:24.270 need to see is is

NOTE Confidence: 0.9153138

00:17:24.270 --> 00:17:25.710 two main immune checkpoint better
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NOTE Confidence: 0.9153138

00:17:25.710 --> 00:17:27.309 inhibitors really better than one
NOTE Confidence: 0.9153138

00:17:27.309 --> 00:17:28.350 because it could be potentially
NOTE Confidence: 0.9153138

00:17:28.350 --> 00:17:29.475 more toxic. So, that's what
NOTE Confidence: 0.9153138

00:17:29.475 --> 00:17:30.595 we that's what we got

NOTE Confidence: 0.9153138

00:17:30.595 --> 00:17:32.115 to see this year at

NOTE Confidence: 0.9153138

00:17:32.115 --> 00:17:33.635 at GISCO in twenty twenty
NOTE Confidence: 0.9153138

00:17:33.635 --> 00:17:35.415 five. We saw NivolPI

NOTE Confidence: 0.93644863

00:17:35.795 --> 00:17:36.775 versus IPI.

NOTE Confidence: 0.9824127

00:17:37.234 --> 00:17:38.595 This is first line therapy
NOTE Confidence: 0.9824127

00:17:38.595 --> 00:17:40.455 for mismatch repair deficient tumors.
NOTE Confidence: 0.98443687

00:17:40.915 --> 00:17:41.415 Moreover,

NOTE Confidence: 0.78979266

00:17:42.869 --> 00:17:43.850 central confirmation

NOTE Confidence: 0.9047743

00:17:44.230 --> 00:17:45.750 was done for mismatch repair
NOTE Confidence: 0.9047743

00:17:45.750 --> 00:17:47.050 steps which is really important,
NOTE Confidence: 0.83427835

00:17:47.750 --> 00:17:48.790 and wasn't done in t

NOTE Confidence: 0.83427835
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00:17:48.790 --> 00:17:50.010 note one seventy seven.

NOTE Confidence: 0.9269314

00:17:50.630 --> 00:17:51.450 So ipinivo

NOTE Confidence: 0.95776755

00:17:51.830 --> 00:17:53.690 did though demonstrate improved PFS
NOTE Confidence: 0.95776755

00:17:53.910 --> 00:17:55.050 compared to nivolumab.

NOTE Confidence: 0.93209577

00:17:55.990 --> 00:17:57.625 This This was simultaneously published
NOTE Confidence: 0.93209577

00:17:57.625 --> 00:17:58.585 in The Lancet, so this

NOTE Confidence: 0.93209577

00:17:58.585 --> 00:17:59.465 is the reference from The

NOTE Confidence: 0.93209577

00:17:59.465 --> 00:18:01.065 Lancet. If we look at

NOTE Confidence: 0.93209577

00:18:01.065 --> 00:18:03.085 the central confirmation of microcecal
NOTE Confidence: 0.93209577

00:18:03.145 --> 00:18:04.265 instability high where we can
NOTE Confidence: 0.93209577

00:18:04.265 --> 00:18:06.265 be darn certain that the

NOTE Confidence: 0.93209577

00:18:06.265 --> 00:18:07.865 tumor is truly mismatch repair
NOTE Confidence: 0.93209577

00:18:07.865 --> 00:18:08.365 deficient,

NOTE Confidence: 0.9129717

00:18:08.910 --> 00:18:09.630 This is a kind of

NOTE Confidence: 0.9129717

00:18:09.630 --> 00:18:10.910 separation we can we see

NOTE Confidence: 0.9129717

00:18:10.910 --> 00:18:12.990 here. So, again, chemotherapy that
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NOTE Confidence: 0.9129717

00:18:13.070 --> 00:18:14.190 those curves were down here,
NOTE Confidence: 0.9129717

00:18:14.190 --> 00:18:15.869 but, we are collecting very
NOTE Confidence: 0.9129717

00:18:15.869 --> 00:18:17.330 clear separation that ipinivo
NOTE Confidence: 0.87378407

00:18:17.869 --> 00:18:19.230 has a as an improved

NOTE Confidence: 0.87378407

00:18:19.230 --> 00:18:20.430 PFS. You can see highly
NOTE Confidence: 0.87378407

00:18:20.430 --> 00:18:22.270 statistically significant, has your ratio
NOTE Confidence: 0.87378407

00:18:22.270 --> 00:18:23.250 of sixty two,

NOTE Confidence: 0.6168448

00:18:23.625 --> 00:18:24.365 And the

NOTE Confidence: 0.82057583

00:18:24.665 --> 00:18:26.285 whole monomonee centrally confirm,
NOTE Confidence: 0.9541702

00:18:27.065 --> 00:18:28.125 subset of patients,

NOTE Confidence: 0.9542679

00:18:28.505 --> 00:18:30.105 it's very similar numbers. So
NOTE Confidence: 0.9542679

00:18:30.105 --> 00:18:31.425 it does seem that ipinivo
NOTE Confidence: 0.9542679

00:18:31.425 --> 00:18:32.845 will be better than nivolumab.
NOTE Confidence: 0.9525302

00:18:33.145 --> 00:18:34.425 What about in the subgroup
NOTE Confidence: 0.9525302

00:18:34.425 --> 00:18:35.910 analysis when we look just
NOTE Confidence: 0.9525302
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00:18:35.910 --> 00:18:36.890 about all subgroups,

NOTE Confidence: 0.90686786

00:18:37.750 --> 00:18:39.109 were were favored using the
NOTE Confidence: 0.90686786

00:18:39.109 --> 00:18:41.050 dual immune checkpoint block blockade?
NOTE Confidence: 0.99915504

00:18:41.670 --> 00:18:43.130 What about response rate?
NOTE Confidence: 0.9286248

00:18:43.670 --> 00:18:44.550 Well, if we just look

NOTE Confidence: 0.9286248

00:18:44.550 --> 00:18:46.250 at the, oh, the the

NOTE Confidence: 0.97356963

00:18:46.790 --> 00:18:48.230 the number of overall response
NOTE Confidence: 0.97356963

00:18:48.230 --> 00:18:49.109 rate, you see it's seventy
NOTE Confidence: 0.97356963

00:18:49.109 --> 00:18:50.550 one versus fifty eight percent
NOTE Confidence: 0.97356963

00:18:50.550 --> 00:18:52.205 with two immune checkpoint inhibitors
NOTE Confidence: 0.97356963

00:18:52.345 --> 00:18:53.885 versus one immune checkpoint inhibitors.
NOTE Confidence: 0.8988836

00:18:54.345 --> 00:18:55.705 Notably, this is way higher
NOTE Confidence: 0.8988836

00:18:55.705 --> 00:18:56.664 response rate than we saw
NOTE Confidence: 0.8988836

00:18:56.664 --> 00:18:58.105 with, in keynote one seventy
NOTE Confidence: 0.8988836

00:18:58.105 --> 00:18:59.005 seven and pembrolizumab.
NOTE Confidence: 0.96965426

00:18:59.465 --> 00:19:00.345 Again, that may have some
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NOTE Confidence: 0.96965426

00:19:00.345 --> 00:19:01.225 things to do with the
NOTE Confidence: 0.96965426

00:19:01.225 --> 00:19:02.125 central confirmation,
NOTE Confidence: 0.96549493

00:19:02.505 --> 00:19:04.125 mismatch repair status testing,
NOTE Confidence: 0.9514951

00:19:05.